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Methods: Data were collected anonymously on patients with AML who initiated
first-line hypomethylating agents (HMA), low-dose cytarabine (LDAC), other systemic
therapy, or BSC. HRU endpoints included hospitalizations, outpatient consultations,
transfusions, and supportive care.

Results: Of 1762 patients included, 46% received HMA, 11% received LDAC, 17% re-
ceived other systemic therapy, 26% received BSC; median treatment durations were
118, 35, 33, and 57 days, respectively. Most patients were hospitalized, most com-
monly for treatment administration, transfusion, or infection (HMA 82%, LDAC 93%,
other systemic therapy 83%, BSC 83%). A median number of hospitalizations were
2-6 across systemic groups and two for BSC, with median durations of 8-18 days.
Transfusion rates and outpatient consultations were highest for HMA (80% and 79%)
versus LDAC (57% and 53%), other systemic therapy (57% and 63%), and BSC (71%
and 66%). Antivirals/antibiotics and antifungals were used more frequently than
growth factors (72-92%, 34-63%, and 7-27%, respectively).

Conclusion: Patients with AML ineligible for intensive therapy have high HRU; novel

therapies are needed to alleviate this burden.
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1 | INTRODUCTION

Acute myeloid leukemia (AML) is a highly heterogeneous malig-
nancy characterized by the infiltration of abnormally differentiated
hematopoietic cells into the blood and bone marrow.> AML occurs
more commonly in older adults, with the majority of patients older
than age 65 years at diagnosis.? Although recent developments in
understanding the molecular heterogeneity and pathogenesis of
AML have led to improvements in outcomes for patients with AML,
older age is still associated with a particularly poor prognosis.3'4 The
overall estimated 5-year survival for patients with AML in the United
States between 2010 and 2017 has been reported at 28%, but only
5% for patients aged 270 years.5

The current standard of care for patients with AML is induc-
tion therapy with cytarabine and an anthracycline followed by post
remission (consolidation) therapy, with the possibility of hemato-
poietic stem cell transplantation (HSCT) for eligible patients.®®
However, such intensive therapy is not considered to be suitable for
all patients. In particular, older patients and those with preexisting
comorbidities or poor performance status are often considered un-
suitable due to an increased risk of treatment-related morbidity and
mortality.2”

Older patients especially are more likely to experience poor
outcomes with intensive therapy.” Until recently there were lim-

41011 3nd these included low-

ited alternatives to intensive therapy,
intensity treatment with hypomethylating agents (HMA), low-dose
cytarabine (LDAC), and best supportive care (BSC), such as hydroxy-
urea and transfusion support.8 The outcomes associated with these

established therapies are typically poor and median overall survival

cytarabine, low-intensity therapy

What is the NEW aspect of your work?
CURRENT provides a valuable insight into the treatment

patterns for patients with AML who were considered ineligi-
ble for intensive treatment, and their associated healthcare
burdens, providing a comprehensive picture of real-world

scenarios in AML, illuminating areas of particular need.

What is the CENTRAL finding of your work?

Patients with AML ineligible for intensive therapy have
high healthcare resource utilization and novel therapies
are needed to alleviate this burden.

What is (or could be) the SPECIFIC clinical
relevance of your work?

Patients with AML ineligible for intensive therapy have
high levels of healthcare resource utilization; novel thera-
pies are needed to alleviate this burden because although
the improved long-term outcomes associated with these
agents unavoidably incur additional resource use, the de-
sirable outcome is high HRU in the context of good patient

outcomes.

(OS) estimates in clinical trials of patients who received traditional
nonintensive therapy range from 3.6 to 10.4 months.*>*> Novel
therapies are now emerging, with encouraging efficacy in patients
with newly diagnosed AML who are ineligible for intensive therapy.t¢
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Of note, strategies that combine the B-cell lymphoma 2 (BCL-2) in-
hibitor, venetoclax, or hedgehog pathway inhibitor, glasdegib, with
low-intensity therapy have demonstrated higher response rates and
increased OS compared with low-intensity therapy alone, alongside
tolerable safety profiles. 1111718

Poor outcomes in elderly patients, particularly those with co-
morbidities, place additional burden on healthcare resources.
Although large variations in healthcare resource utilization (HRU)
exist between patient populations, hospitalization rates are known
to be higher among older patients and those with relapsed or re-
fractory AML, compared with younger patients with newly diag-
nosed disease, illustrating the aforementioned increased burden
on healthcare services.r The high HRU of patients with AML has
been characterized in several retrospective database or chart re-
view studies.’”?® Furthermore, the high hospitalization and transfu-
sion rates associated with AML management incur particularly high
costs, and the financial burden of active treatment has been widely
reported.'??223 However, there are limited data specifically regard-
ing HRU with nonintensive treatments for AML.

CURRENT (Real-World Treatment Patterns and Clinical
Outcomes in Unfit AML Patients Receiving First Line Systemic
Treatment or Best Supportive Care) was a retrospective chart
review designed to examine real-world treatment patterns in pa-
tients who were ineligible for intensive therapy and who received
first-line systemic therapy or BSC, with a primary endpoint of OS
from diagnosis.?* The primary analysis of CURRENT was con-
sistent with results from earlier clinical trials and demonstrated
that real-world clinical outcomes remain poor for these patients,
with median OS of <10 months for all systemic therapy and BSC
groups.10:12:15.17.24

The continued rise of AML incidence as populations age, hav-
ing almost doubled between 1990 and 2017,%° coupled with the
high costs of treatment,26 underscores a critical need to under-
stand the current treatment pathways, their associated clinical
outcomes, and the affiliated burden on healthcare systems. The
objective of the present analysis was to better understand this
healthcare burden by evaluating patterns of real-world HRU by
patients with AML who were considered ineligible for intensive
chemotherapy and received first-line systemic treatment or BSC
within the CURRENT study.

2 | METHODS

21 | Study design

This noninterventional, retrospective chart review collected data
on patients diagnosed with AML who were ineligible for intensive
induction chemotherapy and who initiated first-line systemic treat-
ment or BSC, as determined by the treating physician between
January 1, 2015, and December 31, 2018. The notification/submis-
sion to the responsible ethics committees, health institutions, and/or
competent authorities was performed as required by local laws and

regulations. Data collection was carried out anonymously following

ethics committee approval.

2.2 | Patient selection and data collection

Patients aged 218 years who were diagnosed with primary or sec-
ondary AML and deemed ineligible for intensive chemotherapy
by the treating physician due to age, performance status, comor-
bidities, regional guidelines, or institutional practice were enrolled
in the study. Patients received first-line systemic treatment with
HMAs (azacitidine or decitabine), LDAC, targeted therapy, or BSC
and visited their physician at least three times during the treat-
ment period, including the initial treatment visit (defined as start
of systemic treatment or BSC). Patients with unconfirmed AML
diagnosis, acute promyelocytic leukemia, and those who received
first-line treatment within a clinical trial were excluded from the
study.

Patients with AML were identified from 112 community or hos-
pital medical centers that treated patients with AML between 2015
and 2018 across 22 countries. Each site planned enrollment of ap-
proximately 5-35 patients, and the maximum number of patients per
site was defined locally. Where sites identified an excess of patients
meeting the inclusion criteria, a random sampling method was used
to select patients for inclusion; the total number of eligible patients
was divided by the maximum number allowed to enroll to deter-
mine the selection factor (i.e., every 3rd or 4th patient). Patients
were followed until the last recorded contact or death, whichever
was applicable at the time of data collection. Anonymized patient
data were extracted from patient charts and/or site documentation
and recorded via electronic case report forms (eCRFs) completed by

each center.

2.3 | Endpoints

The primary endpoint was OS from diagnosis of AML (reported
separately), alongside secondary efficacy endpoints which in-
cluded progression-free survival, time-to-treatment failure,
measurable residual disease testing rate, and response rate per
physician assessment.?* HRU was an additional secondary end-
point, assessed by receipt of transfusions (red blood cell [RBC]
and/or platelet), hospital admissions (including days spent in an in-
tensive care unit [ICU]), outpatient consultations, supportive care
(including growth factors), antibiotic use, and other medications,
from the initiation of first-line systemic therapy or BSC until treat-
ment discontinuation.

2.4 | Statistical analysis

The overall target sample size was 1600 patients with AML glob-
ally. Formal statistical power considerations are not provided due
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to the descriptive nature of the study. However, the sample size
was considered sufficient to provide reasonably precise estimates,
whereby the width of a two-sided 95% confidence interval (Cl) for
proportion-based estimates would be within +2.8% with N = 1200
(using normal approximation for binomial distribution); for treatment
subgroups (n = 300), geographic subgroups (n = 200), and combina-
tions of these (n = 50), the widths will be at most +5.7%, +6.9%, and
+13.9%, respectively. The final data cutoff were March 31, 2020.
Continuous variables are described with mean, standard de-
viation, median, and ranges. Categorical variables are reported as
counts and proportions. Time-to-event data were estimated using
the Kaplan-Meier method, with median time and 95% Cls reported.

3 | RESULTS

3.1 | Patient demographics and clinical
characteristics

In total, 1762 patients were enrolled across 22 countries at the time
of the final data cutoff on March 31, 2020. Baseline patient demo-
graphics and clinical characteristics are presented in Table S1. In
brief, the highest recruitment was from the Japan and Asian-Pacific
(JAPAC; 35%) and Western Europe and Canada (WEC; 31%) regions,
followed by Eastern Europe, Middle East, Africa (EEMEA; 20%), and
Latin America (LATAM; 13%). Approximately, half the patients were
aged >75 years at diagnosis (47%) and had intermediate (32%) or
poor (25%) cytogenetic risk.

A total of 1310 (74%) patients received first-line systemic ther-
apy; 809 (62%) who received HMA monotherapy (533 received
azacitidine, 276 received decitabine), 199 (15%) who received LDAC
monotherapy, and 302 (23%) who received other systemic therapies
(including combination regimens including cytarabine, aclarubicin,
granulocyte-colony stimulating factor [CAG], gemtuzumab ozoga-
micin, FMS-like tyrosine kinase-3 [FLT3] inhibitors, venetoclax, and
enocitabine). The remaining 452 (26%) patients received BSC only,
comprising transfusions (83%), infection management (62%), pain re-
lief (40%), nutritional support (27%), and other supportive measures
(21%). Baseline characteristics were generally similar between the
systemic therapy and BSC cohorts (Table S1).

The median duration of first-line systemic treatment was five cy-
cles/118 days in the HMA group, two cycles/35 days in the LDAC
group, and two cycles/33 days in other systemic therapies group.
The median duration of BSC was 57 days. In total 90%, 92%, 93%,
and 93% of patients in the HMA, LDAC, other systemic therapy,
and BSC groups discontinued first-line treatment. The most com-
mon reasons for discontinuation of first-line therapy were disease
progression and death in all but the other systemic therapies group
where treatment was most commonly discontinued due to treat-
ment toxicity or death (Table 1).

A total of 230 (18%) patients went on to receive second-line sys-
temic therapy (Figure 1). Of these, 214 (91%) patients discontinued

second-line systemic therapy, most commonly due to disease pro-
gression (44%) and death (30%).

3.2 | Healthcare resource utilization
3.2.1 | Hospitalizations and outpatient
consultations

The rate of hospitalization was high across the treatment groups,
with consistent proportions of patients hospitalized in the HMA
(82%), other systemic therapy (83%), and BSC (83%) groups, rising to
93% in the LDAC group. The median number of hospitalizations was
similar across the systemic therapy groups (HMA, 6 [range 1-50];
LDAC, 5 [1-26]; other systemic therapy, 4 [1-15]) and lower in the
BSC group (2 [1-21]). The median number of days hospitalized was
lower in the HMA and BSC groups (8 days for both) than the LDAC
(16 days) and other systemic therapy (18 days) groups. Most patients
did not require treatment within an ICU (median of O days in ICU
across all groups; Table 2).

In the HMA, LDAC, and other systemic therapy groups, the most
common reason for hospitalization was related to treatment admin-
istration (61%, 72%, and 61%, respectively). This was followed by
transfusion-related (26%, 52%, and 25%) and infection-related (36%,
29%, and 39%) reasons. In the BSC group, infection was the most
common reason for hospitalization (49%), followed by transfusion
(36%) and progression/relapse (23%) (Figure 2).

Regionally, rates of hospitalization were highest among patients
from EEMEA (93% and 81% for patients who received first-line sys-
temic therapy and BSC, respectively) and JAPAC (91% and 89%) and
lowest among patients from LATAM (80% and 81%) and WEC (73%
and 77%). The median number of hospitalizations was also higher
for patients from EEMEA (8 and 4 for patients who received first-
line systemic therapy and BSC, respectively) and JAPAC (5 and 3)
versus those from WEC (3 and 1) and LATAM (2 and 1). The me-
dian length of hospital admissions was consistent across the regions,
ranging from 8 to 11 days for those who received first-line systemic
therapy and 7-12 days for those who received BSC (Table S2). The
treatment administration was the most common reason for hospi-
talization among patients who received first-line systemic therapy
in all regions (74%, 61%, 49%, and 48% in EEMEA, JAPAC, WEC, and
LATAM, respectively). Among patients who received BSC, the most
common reason for hospitalization in JAPAC, WEC, and LATAM was
infection-related (51%, 52%, 42%, respectively). In EEMEA, the most
common reason for hospitalization was related to transfusion (76%)
(Figure S1).

Patients in the HMA group were most likely to receive outpatient
consultation during first-line treatment (79% vs 53% LDAC, 63%
other systemic therapy, and 66% BSC). The median (range) number
of outpatient consultations was 13 (1-202) for the HMA group, 6 (1-
90) for the LDAC group, 11 (1-296) for the other systemic therapy
group, and 6 (1-250) for BSC (Table 2).
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First-line systemic therapy

TABLE 1 Overview of first-line

treatment
HMA LDAC Other? BSC
n=809 n=199 n =302 n =452
Duration of treatment
Median number of cycles 5(0-62) 2 (0-26) 2(0-252) NR
(range)
Median number of days 118 35(1-1132) 33 (1-1124) 57 (0-1680)
(range) (0-1450)
Discontinued first-line 730 (90) 183 (92) 282 (93) 421 (93)
therapy
Reasons for
discontinuation®
Disease progression 288 (39) 56 (31) 1(<1) 79 (19)
Death 231(32) 45 (25) 98 (35) 310 (74)
Decline in performance 125 (17) 27 (15) 29 (10) 28 (7)
status
Patient preference 70 (10) 16 (9) 22 (8) 32 (8)
Toxicity 66 (9) 35(19) 37 (13) 4 (1)
Completed planned 27 (4) 27 (15) 37 (13) 4 (1)
treatment
Physician preference 21(3) 16 (9) 10 (4) 4(1)
Financial/insurance 2(<1) 0 2(1) 2 (<1)
Other 65 (9) 9 (5) 16 (6) 29 (7)
Unknown 27 (4) 10 (5) 6(2) 12 (3)

Note: Data are n (%) unless otherwise stated.

Abbreviations: BSC, best supportive care; CAG, cytarabine, aclarubicin, G-CSF; G-CSF,
granulocyte-colony stimulating factor; HMA, hypomethylating agent; LDAC, low-dose cytarabine;

NR, not reported.

20ther includes cytarabine, aclarubicin, G-CSF (CAG regimen), enocitabine, venetoclax, or

combination therapies.
bPercentages may sum up to >100% as multi-selection was permitted.

3.2.2 | Transfusions

RBC or platelet transfusions were received by 80% of patients
who received HMA (median treatment duration 118 days), 57% of
patients who received LDAC (median treatment duration 35 days),
57% of patients who received other systemic therapy (median
treatment duration 33 days), and 71% of patients who received
BSC (median treatment duration 57 days). The median number of
times RBC/platelet transfusions were received was 10/4 for HMA,
13/11 for LDAC, 8/4 for other systemic therapy, and 7/2 for BSC
(Table 3).

3.2.3 | Supportive care and additional medications

Most patients received antibiotics or antivirals during first-line treat-
ment (80%, 92%, 87%, and 72% in the HMA, LDAC, other systemic
therapy, and BSC groups, respectively) (Table 4). Antibiotics and an-
tivirals were most often used in response to infection rather than

prophylactically, regardless of treatment group. Antifungals were

utilized by 43%, 63%, 57%, and 34% of patients in the HMA, LDAC,
other systemic therapy, and BSC groups, respectively, during first-
line treatment (Table 4). Across all treatment groups, antifungal
use tended to be prophylactic rather than in response to infection.
Growth factors were not frequently used during first-line treatment
(18%, 18%, 27%, and 7% in the HMA, LDAC, other systemic therapy,
and BSC groups, respectively) (Table 4). Growth factors were more
frequently utilized with curative intent than for prophylaxis across
all treatment groups. Of all the treatment groups, patients receiv-
ing HMA had the longest mean time on antibiotics/antivirals, anti-
fungals, and growth factors, which is likely reflective of the longer
median duration of first-line HMA compared with other systemic

treatments.

4 | DISCUSSION
Rates of HRU were high across all treatment groups in this noninter-
ventional, retrospective chart review in which almost three quar-

ters of patients received systemic therapy (most commonly HMAs),
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followed by other systemic therapies, and the remaining quarter
received BSC. More than 80% of patients were hospitalized during
first-line therapy. The highest rate was documented in the LDAC
group (93%), which also had the highest rate of hospitalizations
related to treatment administration (72% vs 61% in the HMA and
other systemic therapy groups). Most patients also received out-
patient consultations during first-line therapy. While this rate was
lower for the LDAC group (53%), it was notably higher in the HMA
group (79%), which also experienced a high rate of hospitalizations
(82%) and had the highest median number of hospitalizations.(’
Furthermore, rates of transfusion were highest among patients
who received HMA (80%). The primary analysis of CURRENT, pre-
sented at the American Society of Hematology, 2020, reported
the longest median OS for the HMA group (9.9 months), followed
by the LDAC group (7.9 months), other systemic therapy group
(5.4 months), and finally the BSC group (2.5 months).?* Perhaps un-
surprisingly, this corresponds with the analysis of clinical outcomes
in the primary analysis of CURRENT whereby treatment groups
with longer median OS required a higher utilization of healthcare
resources. Patients who received BSC had the shortest median OS
and higher rates of hospitalization for infection and progression/
relapse than those who received systemic therapies. The relatively
high rate of BSC utilization reflects an unmet clinical need for al-
ternative therapies in this patient population and our data suggest
that improving outcomes in this group may also serve to lower hos-
pitalization rates. Emerging therapies, including low-intensity com-
bination strategies, may provide a viable alternative for patients
currently selected to receive BSC, with improved outcomes versus

low-intensive therapy alone. %1117

The extensive variation across HRU studies in AML, including
differences in patient populations, study types, and HRU parame-
ters, prevents any meaningful comparisons. However, high HRU
is consistently documented among patients with AML, regardless
of treatment received and across a variety of cohorts, including

younger patients,?” those with newly diagnosed disease,?%2%:2%27

relapsed/refractory disease,?:22

and the presence of FLT3-mutated
disease.” This is paralleled by the data reported here in a cohort of
patients with AML who were ineligible for intensive therapy. Despite
more frequently receiving nonintensive therapies,28 older patients
with AML have been reported to more often utilize healthcare re-
sources than their younger counterparts.’ Furthermore, it has been
shown that the majority of healthcare costs associated with AML
are incurred prior to remission/relapse and that costs are driven by
inpatient care, which potentially highlights an area of particular need
for alleviating the healthcare burden of AML.29232 |nterventions
to reduce the burden on inpatient care, such as a shift toward oral
prophylactic antibiotics and routine outpatient transfusions, could
reduce associated healthcare costs.%°

While HRU is widely reported among patient populations with
AML, only limited data exist regarding HRU associated with specific
nonintensive treatments. The burden associated with HMA received
by patients ineligible for intensive therapy has been documented in
real-world studies and is consistent with that of the HMA treatment
group of the CURRENT study.3®2 A retrospective US community
study of 378 patients who received first-line treatment for AML
(median age 79 years) found that most patients received a HMA
(58% azacitidine and 26% decitabine). Consistent with the findings
reported here, hospitalization rates were high (80% and 84% in the
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TABLE 2 Overview of hospitalizations
and outpatient consultations during first-

HMA LDAC
n =809 n=199
Patients with hospitalization
Yes 664 (82) 186 (93)
No 137 (17) 13(7)
Unknown 8(1) 0
Number of hospitalization events,
n
Median (range) 6 (1-50) 5(1-26)
1 hospitalization 302 (45) 70 (38)
2 hospitalizations 99 (15) 28 (15)
3+ hospitalizations 263 (40) 88 (47)
Total number of days 2262 658
hospitalized”
Median (range)® 8 (1-546) 16 (1-696)
Total number of days in ICU 2223 639
Median (range) 0 (0-69) 0(0-33)
Outpatient consultation
Yes 639 (79) 105 (53)
No 137 (17) 82 (41)
Unknown 33 (4) 12 (6)
Number of outpatient 603 94
consultations
Median (range) 13 (1-202) 6 (1-90)

Note: Data are n (%) unless otherwise stated.

Other? BSC line systemic therapy or BSC
n =302 n =452
251 (83) 376 (83)
50(17) 66 (15)
1(<1) 10(2)

4 (1-15) 2 (1-21)
138 (55) 245 (65)
35 (14) 57 (15)
77 (31) 74 (20)
601 667

18 (0-933) 8 (1-157)
490 646
0(0-42) 0(0-83)
191 (63) 300 (66)
99 (33) 142 (31)
12 (4) 10(2)
183 279

11 (1-296) 6 (1-250)

Abbreviations: BSC, best supportive care; CAG, cytarabine, aclarubicin, G-CSF; G-CSF,
granulocyte-colony stimulating factor; HMA, hypomethylating agent; ICU, intensive care unit;

LDAC, low-dose cytarabine.

2Other includes cytarabine, aclarubicin, G-CSF (CAG regimen), enocitabine, venetoclax, or

combination therapies.
bNumber refers to individualized hospitalizations.

“The end of study date was entered whenever the date of discharge was not recorded; for this

reason, the max range misrepresents the true range.

azacitidine and decitabine groups), with a median duration of 7 days,
and 85% of patients received 21 transfusion.®? HRU was consistently
high across the regions reported within CURRENT. Any differences
in trends and reasons for hospitalizations may reflect differences in
local practices, labeling, healthcare systems, and reimbursements.
It should also be noted that, while HRU was high in patients treated
with HMAs, the improved long-term outcomes associated with
these agents necessarily and unavoidably incur additional resource
use; however, the associated hospitalizations are less frequently due
to complications such as infection, transfusion, and progression. The
result is a high HRU in the context of desirable patient outcomes.
The results of CURRENT are limited by several factors common
to retrospective chart reviews, and these should be taken into ac-
count when considering the data. As a real-world, retrospective
study, it should be noted that the data used were originally col-
lected for record keeping and financial purposes, rather than for
research objectives, and therefore there was a lack of consistent

recording. Although attempts were made to capture all data through
optimization of the eCRF, missing data confound any conclusions.
Furthermore, variability within and between sites and regions may
influence how data were reported, and HRU results may be more
informative when viewed by region, rather than as a whole. The
types and combinations of treatment administered within the other
systemic therapies group was extensive. Although this was consis-

tent with previous real-world studies,**?

it precludes meaningful
interpretation of this treatment group and comparisons with other
groups. The limited use of targeted therapies within CURRENT (17%)
reflects that many of these agents were not widely available for use
during the recruitment period. Furthermore, the heterogeneity of
this group means further studies are warranted to fully examine the
patterns associated with promising emerging therapies. In particu-
lar, clinical trials have demonstrated the clinical value of combining
low-intensity therapies with targeted therapies'®'*' but the impact

of such strategies on associated HRU remains to be determined.
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was permitted. AML, acute myeloid leukemia; BSC, best supportive care; HMA, hypomethylating agent; LDAC, low-dose cytarabine

TABLE 3 Overview of RBC and platelet transfusions during first-line systemic therapy or BSC

First-line systemic therapy

HMAn =809 LDAC n =199 Other®n = 302 :S=C452

Patients receiving RBC and/or platelet transfusions

Yes 646 (80) 114 (57) 173 (57) 321(71)

No 141 (17) 75(38) 114 (38) 118 (26)

Unknown 22 (3) 10 (5) 15 (5) 13 (3)
Patients receiving RBC transfusions 543 105 157 298

Median (range) number of RBC transfusions® 10 (0-357) 13 (1-9360) 8 (0-111) 7 (0-164)
Patients receiving platelet transfusions 535 106 153 294

Median (range) number of platelet transfusions® 4 (0-727) 11 (0-8330) 4(0-232) 2 (0-200)

Note: Data are n (%) unless otherwise stated.

Abbreviations: BSC, best supportive care; CAG, cytarabine, aclarubicin, G-CSF; eCRF; electronic case report form; G-CSF, granulocyte-colony
stimulating factor; HMA, hypomethylating agent; LDAC, low-dose cytarabine; RBC, red blood cell.

20ther includes cytarabine, aclarubicin, G-CSF (CAG regimen), enocitabine, venetoclax, or combination therapies.

PData presented as recorded in the eCRF; inter-site variances in recording these values may have impacted the max values reported.

Indeed, with the universally improved outcomes associated with
targeted therapies, factors such as burden of administration may
become increasingly important when making treatment decisions.®

The AML treatment landscape has evolved in recent years along-
side our enhanced understanding of the molecular pathogenesis of
the disease and the availability of genetic testing.*%” Although mo-
lecular testing was not widely adopted in this study (53% of patients
had molecular profiling available), this may reflect the availability of
targeted therapies at the time of treatment initiation. The array of
targeted therapies emerging onto the landscape, together with the
relatively high use of BSC, highlights a need for consensus and op-
timization of treatment selection for patients with AML considered

ineligible for intensive therapy. As the data presented here reflect,
the HRU by this patient population is high and there is a parallel need
to understand the impact novel therapies may have on this burden,
particularly with the current lack of consensus guidance in this pop-
ulation. This may be particularly relevant with regard to the rising
costs associated with emerging therapies.?

CURRENT is one of the largest real-world studies to have been
carried out on patients with AML who were considered ineligible
for intensive treatment, with the additional value of analyses by the
type of treatment received. This study provides a valuable insight
into the treatment patterns currently in use for these patients and
their associated healthcare burdens. When coupled with clinical
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TABLE 4 Overview of antibiotics or

First-line systemic therapy antiviral, antifungal, and growth factor use

Other® BSC during first-line systemic therapy or BSC
HMAn =809 LDACn =199 n =302 n =452

Antibiotic or antiviral use

Yes 648 (80) 183(92) 264 (87) 324 (72)

No 145 (18) 15(8) 35(12) 102 (23)

Unknown 16 (2) 1(1) 3(1) 26 (6)
Reason for use®

Prophylaxis 376 (58) 89 (49) 132 (50) 144 (44)

Curative 499 (77) 157 (86) 203 (77) 272 (84)

Unknown 4 (1) 3(2) 8(3) 8(2)
Number of days on antibiotic/antiviral

Mean (SD) 98 (155) 37 (52) 39 (50) 42(77)

Median (range)® 40 (1-1450) 26 (1-430) 20 (1-300) 16 (2-740)
Antifungal use

Yes 347 (43) 125 (63) 172 (57) 152 (34)

No 440 (54) 71 (36) 121 (40) 270 (60)

Unknown 22 (3) 3(2) 9(3) 30(7)
Reason for use®

Prophylaxis 257 (74) 84 (67) 131 (76) 105 (69)

Curative 145 (42) 46 (37) 53(31) 60 (39)

Unknown 5(1) 3(2) 5(3) 8(5)
Number of days on antifungals®

Mean (SD) 105 (151) 35 (55) 61 (100) 56 (102)

Median (range)® 41 (1-805) 22 (1-430) 27 (1-584) 22 (1-724)
Growth factor use

Yes 143 (18) 36 (18) 83(27) 32(7)

No 642 (79) 159 (80) 209 (69) 398(88)

Unknown 24 (3) 4(2) 10 (3) 22 (5)
Reason for use®

Prophylaxis 72 (50) 14 (39) 40 (48) 15 (47)

Curative 91 (64) 22 (61) 46 (55) 23(72)

Unknown 3(2) 1(3) 3(4) 0
Number of days on growth factors®

Mean (SD) 31(58) 15(15) 13 (15) 19 (24)

Median (range)* 14 (1-417) 12 (1-78) 6(1-67) 12 (2-110)

Note: Data are n (%) unless otherwise stated.

Abbreviations: BSC, best supportive care; CAG, cytarabine, aclarubicin, G-CSF; eCRF; electronic
case report form; G-CSF, granulocyte-colony stimulating factor; HMA, hypomethylating agent;
LDAC, low-dose cytarabine; SD, standard deviation.

?Other includes cytarabine, aclarubicin, G-CSF (CAG regimen), enocitabine, venetoclax, or
combination therapies.

bPercentages may sum up to more than 100% as multi-selection is allowed.

‘Data presented as recorded in the eCRF; inter-site variances in recording these values may have
impacted the max values reported.

dData represents the total days on treatment during first-line therapy, irrespective of whether
treatment was stopped and re-started one or more times.

outcomes,?* this provides a comprehensive picture of real-world substantial healthcare resources. Novel therapies have their own
scenarios in AML, illuminating areas of particular need. Overall, HRU-associated needs, whether in outpatient or inpatient settings,
patients with AML who receive low-intensity therapy require and it is likely that HRU will remain high as novel strategies become
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increasingly adopted in clinical practice. However, high HRU may be
increasingly balanced against the improved long-term outcomes as-
sociated with these agents, the longevity of which incur additional
resource use, but with less requirement for the management of dis-
ease progression and indirect complications such as infection.
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