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617.ACUTE MYELOID LEUKEMIAS: BIOMARKERS, MOLECULAR MARKERS AND MINIMAL RESIDUAL DISEASE IN
DIAGNOSIS AND PROGNOSIS

Association of Latino Ethnicity with Cytogenetic Subtypes in Pediatric Acute Myeloid Leukemia
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Background: While advances in molecular cytogenetic assessment and incorporation of recurrent chromosomal abnormalities
with prognostic significance into risk stratification have improved outcomes for children with acute myeloid leukemia (AML),
outcome disparities persist. Specifically, Latino children are noted to have inferior outcomes compared with their non-Latino
peers. These disparities may be related in part to ethnic-based differences in cytogenetic features, but the prevalence of AML
cytomolecular subtypes within specific demographic populations is a relatively understudied area. Our aim is to evaluate the
association between self-reported race/ethnicity and recurrent prognostic cytogenetic features in pediatric AML.

Methods: We analyzed data from the multi-institutional Reducing Ethnic Disparities in Acute Leukemia (REDIAL) Consor-
tium between 2007 to 2022. REDIAL includes children newly diagnosed with AML at six major pediatric cancer centers
in the Southwestern U.S. Demographic and clinical characteristics include self-reported race/ethnicity, sex, and age at di-
agnosis. Cytogenetic subtypes evaluated included KMT2A rearrangements, FLT3 mutation, PML::RARA, RUNXT::RUNXTTT,
CBFB::MYH11, CEBPA, DEK::NUP21, RBM15::MKL1, RPN::1EV11, del5g, monosomy 5, monosomy 7, and BCR::ABL1. Features
were dichotomized as present or absent in those that were tested, and subtypes categorized into favorable, unfavorable, and
neutral groups. Multivariate logistic regression models were used to estimate adjusted odds ratios (aORs) and 95% confidence
intervals (Cls), adjusting for sex and age at diagnosis.

Results: Among the 665 AML patients included in this analysis, 46.3% self-reported as Latino, 32.6% as non-Latino White
(NLW), 9.4% as Black, 6.4% as Asian/Pacific Islander (API), and 5.1% as other/unknown. The mean age at diagnosis was 7.9
years (standard deviation 6.3); a majority were male (51.6%). Among all patients that were tested, 20.8% (134/644) had at least
one favorable subtype, and 27.3% (161/590) had at least one unfavorable subtype. Adjusted logistic regression models showed
Latino children had 1.59 times greater odds of having at least one favorable subtype compared to NLW children (aOR 1.59, 95%
C11.01-2.51) but were not at increased odds of having at least one unfavorable subtype (aOR 1.03, 95% CI1 0.68-1.56) or a neutral
subtype (aOR 0.84, 95% CI 0.-57-1.23) compared to patients of other race/ethnicity. While multivariable analyses of specific
subtypes did not meet the threshold for statistical significance, there were some notable trends. For instance, compared with
NLW children, Latino and Black children had a higher prevalence of the favorable RUNX1::RUNX1TT translocation (aOR: 1.40,
95% Cl: 0.70-2.83; 1.90, 0.69-5.20, respectively). Compared with NLW children, Latino and Black children also had a higher
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prevalence of the favorable CEBPA mutation (aOR 1.02, 95% CI 0.15-6.56; 1.36, 0.11-16.6, respectively), and were more likely
to have unfavorable KMT2A rearrangements (aOR 1.18, 95% Cl 0.67-2.08; 1.23, 0.47-3.1, respectively). Additionally, Latino
children were more likely to have the favorable translocation CBFB::MYH11 compared with Black and NLW children (aOR 2.2,
95% Cl 0.27-18.1; 1.20, 0.42-3.37, respectively), and less likely to carry the unfavorable FLT3 activating mutation compared
with their NLW peers (aOR 0.56, 95% CI 0.26-1.21).

Conclusions: Our findings suggest Latino children are more likely to have a favorable cytogenetic subtype than NLW children,
which suggests disparities in outcomes are not primarily due to underlying differences in prognostic subtypes. Additional
analyses of pediatric AML as it relates to cytogenetic subtypes and race/ethnicity is ongoing, including the incorporation of
disease response and treatment outcomes, to understand how these factors may impact disparities in outcomes.
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Figure 1. Adjusted odds ratio of self-i i icity by ic sublypa. Odds ratios ware calculated for all

racelathnicities compared with non-Latina White children as the reference group. This model was adjusted for sex, race,
and age at diagnosis. AP| - Asian/Pacific Islander, NL — non-Latino, OR - odds ratic.

20R (35% CI)
Aslan/Pacifle
Cytogenetic subtype Latine children Black children Islander children OtherUnknown
PML-RARA 185(0.82-417)  0.51(0.58 - 4.60) 184(03-1017) 066 (060-642)
RUNX1:RUNXITT 140 (0.69-283) 1.9 (0.69-520) 105(0.33-330)  1.28 (0.24 - 6.92)
CBFE-MYH11 120 (0.42-337) D053 (0.06-4.71) 130 (024 -6.70)  4.98 (1.05-2353)
KMT24 rearrangement 119 (067-2.08) 123 (0.47-3.16) 074(025-221) 547 (14-21.11)
FLT3 mustation 056(0.26-121)  0.50(0.12- 1.94) 036(0.00-141)  0.3(0.03-287)
CEBPA 102 (015-657)  1.35(0.11- 16.67) 438 (0,62 - 30.55)
daiSq 240 (0.23-24.36)  11.80 (0.88 - 158.90)
Monosomy 5 - 277 (0.22-34.91)
Monosomy 7 1.05(0.38-2.86)  1.54 (0.37 - 6.45) 051 {0.06 - 4.38)
BCR:ABL1 0.87 (0.49-15.61)  11.860 (0.71 - 180.58) B8.28 (0.31-216.21) -
Favorable 159(1.01-252)  1.08(0.50 - 2.30) 153(068-342)  1.13(0.43-298)
Meutral 085(0.57-124)  0.97 (0.53-1.79) 112(0.56-224)  1.03(0.45-2.35)
Unfavorabla 103 (0.68-157) 116 (0.60-2.23) _075(033-167)  0.92(0.36-231)
Figure 2. Adjusted odds ratio of sell-identified icity by cytogenatic istics and prognost i
Odds ratios were for all iciti with nen-Latine White children as the reference group. This
model was adjusted for sex, race, and age at diagnosis.
Figure 1
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