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Introduction: Prognosis for acute myeloid leukemia (AML) patients is generally poor, with rapid progression and high prob-
ability of relapse. AML has previously been associated with high healthcare resource utilization (HRU). Changes in the AML
treatment landscape may have impacts on the economic burden of AML: since 2017, seven new systemic therapies have been
approved for various AML patient populations, including those unfit for intensive therapy. The frequency of hematopoietic
stem cell transplantation (HSCT) has also increased over this period. This retrospective cohort study aims to characterize first-
line (1L) and second-line (2L) healthcare resource utilization (HRU) and costs in newly diagnosed (ND) and relapsed/refractory
(R/R) AML patients, in the context of newly available AML treatments from 2017-2022.

Methods: A large US administrative claims database (Optum) was used to identify ND AML patients between January 1,
2016, and August 31, 2022. The "ND index date" was defined as the first date a non-R/R AML diagnosis code was observed.
To confirm that the initial AML diagnosis represented a true case of AML, >2 subsequent AML diagnoses within 60 days
post-index were required. A washout period of 12 months was used to confirm no previous AML diagnosis. ND patients
were required to have continuous enrollment from 1 year prior to the index until at least 30 days after the index date or
death, whichever was earlier. A subgroup of R/R patients was then identified: all ND cohort members who 1) had an R/R AML
diagnosis code, 2) had continuous enrollment between ND and at least 30 days after the R/R index date, and 3) did not receive
1L HSCT after the ND index date were eligible for inclusion. In this subgroup, the "R/R index date" was defined as the first
date an R/R AML diagnosis code was observed. Patient per-patient-per-month (PPPM) HRU and costs were followed through
the earliest of HSCT, clinical trial enrollment, death, loss of enrollment, end of data availability (September 30, 2022),or R/R
diagnosis (for ND patients only). All results were reported descriptively by line of therapy and treatment received (HSCT vs.
non-HSCT). Subgroup analyses were performed by age category.

Results: We identified 3,145 ND and 644 R/R AML patients who received treatment over the study period. 3.4% of all treated
ND patients received HSCT in 1L (n=107), while 19% of all treated R/R patients received HSCT in 2L (n=122). HSCT patients
were younger and healthier than non-HSCT patients, reflecting selection into HSCT treatment by underlying patient charac-
teristics (for ND patients, mean age at diagnosis 71.4 vs. 61.1; Mean Charlson Comorbidity Index (CCl) score 2.8 vs. 2.0; unfit
for intensive chemotherapy 69% vs. 36%, Table 1). Patients receiving HSCT in 1L and 2L appeared to have more outpatient
encounters (ND: mean 7.4 vs. 5.6; RR: mean 7.5 vs. 6.1, PPPM) than those not receiving HSCT. Number of inpatient days ap-
peared somewhat higher among transplant recipients in 1L, but were similar to non-transplant recipients in 2L ( Table 2). While
baseline pre-AML costs increased with age in 1L ($4,478 among patients 75 or older, $3,508 among patients younger than 65,
PPPM), 1L follow-up costs were highest in the youngest cohort and lowest in the oldest cohort ($74,083 vs. $40,547, PPPM).
Treatment-associated PPPM costs (medical + pharmacy) appeared higher in 1L vs. 2L ($54,457 vs. $48,595). When stratified by
transplant status, total PPPM costs for patients receiving HSCT in 1L were higher than for those not receiving HSCT ($74,538
vs. $53,751), driven primarily by higher medical costs ($70,757 vs. $50,283). The same pattern was observed in 2L transplant
vs. non-transplant patients ($56,380 vs. $46,979 total costs, $51,712 vs. $41,986 medical costs).

Conclusions: The economic burden of AML for both ND and R/R patients in the context of newly available therapies remains
substantial. Total costs were comparable but slightly higher for 1L therapy as compared to 2L, and significantly higher among
patients receiving HSCT compared to those not receiving HSCT in both 1L and 2L. Decreasing economic burden with age
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was driven by lower medical costs associated with higher rates of supportive/palliative care, suggesting a lack of available
active treatment options among older AML patients.
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stratified by HSCT and non-HSCT treatment

I'able 1. Demographic and clinical characteristics of newly diagnosed and relapsed/refractory AML patients

ND cohort (n=3.145) RR cohort (n=644)
Non-HSCT treatment HSCT in IL Non-HSCT treatment HSCT in 2L+
in 1L (n=3.038) (n=107) in 2L (n=522) (n=122)
| Mean (SD)
Age at dingnosis T14{12.5) 611 (11.5) 714 (11.8) 57.5 (12.6)
CCl score 2.8 (2.4) 2.0(1.7) 4.1(2.5) 3.3 (2.4)
Duration of follow-up 7.9 (9.9) 1.4(2.4) 8.1 (9.0) 3.6 (4.0)
N (%)
Index year
2016 275 (9%) 19 (18%) 31 (6%) 11 (924}
2017 342 (11%) 20 (19%4) 63 (13%) 16(13%)
2018 443 (15%) 15 (14%) T1(14%) 25 (20%a)
2019 521 (17%) 14 (13%) 97 (19%) 19 (16%)
2020 542 (18%) 20 (19%) 85 (16%) 24 (20%)
2021 516 (17%) 19 (18%) 109 (21%) 17 (14%)
2022 399 (13%) 0 (0%) 61 (12%) 10 (8%)
Sex
Female 1315 (43%) 48 (45%) 229 (44%) 50 (41%)
Male 1723 (57%) 59 (55%) 293 (56%) 72 (59%)
Race/Ethnicity
Asian 85 (3%) 3(3%) 17 (3%) 6 (5%)
Black 297 (10%) 3 (3%) 61 (12%) 7 (6%)
Hispanie 284 (9%) 12 (11%) 49 (9%) 9 (7%)
White 2215 (73%) 84 (T9%) 375 (72%) 95 (78%)
Missil}.g 157 (5%) 5 (5%) 20 (4%) 5 (4%)
Payer Type
Medicare 2397 (79%) 48 (45%) 419 (80%) 42 (34%)
Commercial 639 (21%) 59 (55%) 103 (20%) B0 (66%6)
Unknown 2 (0%) 0 (00%a) 0 (0%) 0 (0s)
Geographic region
Mortheast 382 (13%) 12 (11%) 78 (15%) 17 (14%)
MNorthwest 778 (26%) 41 (38%) 119 (23%) 36 (30%%)
West 642 (21%0) 16 (15%) 109 (21%) 23 (19%4)
South 1225 (40%) 38 (36%) 212 (41%) 46 (38%)
Other/Unknown 11 (0%) 0 {0%) 4(1%) 0 (%)
Poor fitness for high-induction 2096 (69%) 38 (36%) 404 (T7%) 42 (34%)
chemotherapy
%o with MDS. d'mg!msis 744 (24%) 16 (15%) 184 (35%) 24 (20%6)
Treatment for previous MDS
diagnosis
Any treatment 285 (9%) 1 (1%) 114 (22%) 9 (7%)
Azacitidine 199 (7%) 1(1%) 80 (15%) 5 (4%)
Decitabi 85 (3%) 0 (0%) 43 (8%) 5 (4%)
Lenalidomide 40 (1%6) 0 (0%) 6 (1%) 1 (1%}

Nove: dara from umtreated parients not shown here due 1o space restrictions

Table 2. Healtheare resource utilization and costs (PPPM) among newly diagnosed and relapsed/refractory AML

patients with at least | month available follow-up, stratified by HSCT and non-HSCT treatment

ND cohort {n=2,944)

RR cohort (n=599)

Non-HSCT treatment HSCTin IL Non-HSCT treatment HSCT in 2L+
in 1L (n=2.844) (n=100) in 2L (n=496) (n=103)
HCRL in PPPM (mean, SD)

Inpatient hospitalizations 0.6.(0.5) 0.7 (0.4) 0.6 (0.5) 0.6 (0.5)

ED visits 0.1(0.2) 0.1 (0.4) 0.1 {0.2) 0.1(0.2)

Other outpatient encounters 5.6(3.7) 74029 6.1(3.9) 7.5(3.9)

Office visits 2.8(2.1) 3.7(L7) 29(2.2) 4.6 (3.0)

Skilled nursing facilities stays 0.6(1.4) 0.2 {0.6) 0.7(1.5) 0.3(0.7)

Blood peoduct fransaiong 15(1.5) 1.3 (0.9) 2102.1) 14(1.4)

(distinct dates)

Inpatient LOS, days 70(7.1) 9.4 (4.8) 5.7(6.2) 54(5.5)

HSCT (n. %) 0 (0%) 100 (100%) 0 (0%) 103 (100%a)

Hyvdroxyurea (n, %) 1 ((¥s) 0 (0%) 0 (0%) 0 (0%)

Healtheare costs in PPPM (mean. SD)

Total medical cosis 50283 (50837) TOT57 (47230} 41986 (40799) 51712 (42769)
Inpatient hospitalization 39834 (50774) 53170 (45528) 29514 (39422) 31867 (42181)
Emergency department 141 (386) 113 (490) 143 (365) 47 (173)
Other outpatient encounter 9258 (9458) 16542 (12216) 11245 (11330) 18502 (14023)
Office visit G006 (1443) 904 (820} 921 (1797) 1147 (924)
Skilled nursing facilities 144 (664) 28 (118) 163 (580) 149 (881)

Total pharmacy costs 3468 (5074) 3782 (5198) 4993 (7T127) 4668 (TO48)

“ataleaihosts fmedical 53751 (51041) 74538 (47250 46979 (31664) 56380 (42676)

pharmacy) costs

Note: data fronn untreated patients not shown here die to space restrictions
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