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DIAGNOSIS AND PROGNOSIS
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Risk stratification using cytogenetics, mutations and minimal residual disease (MRD) has allowed to increase the cure rates of
pediatric acute myeloid leukemia (AML), reaching now up to 70% in contemporary protocols. Nevertheless, approximately
30% of patients still experience relapse, indicating that there is a need to optimize stratification strategies. Recently, long
non-coding RNA (IncRNA) expression has been shown to hold prognostic power in multiple cancer types. Here, we built a 46
relapse-related IncRNAs prognostic signature, named AML I"**, using 790 pediatric acute myeloid leukemia transcriptomes
obtained from the Therapeutically Applicable Research To Generate Effective Treatments (TARGET) repository. Bootstrap
validation (bootstrap resampling times = 1000) was used for internal validation and showed that the signature performed
good in predicting the 1-, 2-, and 3-year relapse-free survival (RFS), with an area under the curve of 0.825, 0.824, and 0.822,
respectively. Moreover, external validation using the TARGET repository validated the efficiency of the signature. Most im-
portantly, we demonstrate that AML '"** not only is an independent predictor of RFS, but also identifies patients who were
assigned a different risk-group by currently-used classification methods. In conclusion, the identified AML "% might, after
further prospective validation, provide additional information to guide management of pediatric AML patients.

Figure 1. (A) Kaplan-Meier survival curve of relapse-free survival of high-and-low risk AML "% pediatric AML patients, (B)
Univariate and multivariate independent Cox regression analyses of known clinical and molecular characteristics and the
AML "% signature.
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Characteristic

Univariate Cox analysis
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Multivariate Cox analysis

HR 5% CI P HR 55% C1 4
Gender 1258 0.999 10 1.586 0.05139
Age 0.779 0,671 to 0.904 000102 0937 0.797 to 1.100 0.42540
WBC at diagnosis 1.206 102010 1.427 002828 1158 0.979 10 1371 0.08747
CBF 0.520 0.388 10 0.697 000001 1006 0.652 10 1.552 0.97805
KMT24 1733 1348102227 000002 0768 0,567 to 1.040 0.08820
FLT3-TD 0.941 0,664 1o 1.334 0.73242
16:9) 0.847 0.111 10 1.796 0.25633
13;5)(a25;a34) 0.871 0.136t0 6916 0.97641
16:11)(q27.923) 1361 0.606 to 3.055 0.45510
19;11)(p22:923} 1.402 0.985 to 1.996 0.06072
H10;11Hp11.2:q23] 2,830 1.548 10 5.176 000073 1078 0.562 to 2.067 0.82056
Y11:19)g23:p13.1) 1656 0.906 to 3.026 0.10089
dalSg 1,865 0464 10 7,495 037590
del7g 1227 0.730 10 2.063 0.48052
deldg 1,467 0910 to 2,365 011534
monesanmy 7 0,883 0.283 10 2.755 0.83068
trisoamy B 1145 0.784 to 1.670 0.48347
trisomy 21 1472 1079 to 3.603 002730 0646 0344 to 1.214 0.17435
Minus ¥ 0.778 0.446 to 1.356 0.37553
Minus X 0.621 0.293 to 1.315 0.21330
NPM mutation” 0.258 0,171 10 0.520 000002 0487 0.266 to 0.893 0.02009
CEBPA mutation 0.808 0513101272 0.35681
MRD (coursel) 2ma 1,563 to 2.504 0.00000 1158 0.845 t0 1.588 036201
MAD (course2)” 2141 1.516 1o 3.024 000002 1543 1015 to 2347 0.04246
Risk group* 1620 1.367 to 1.921 000000  0.966 0.719101.297 0.81621
AMLLCAE 2.784 2502103068 000000 2830  2459t03.205  0.00000
* These C were si in bath the uni and iate Cox analyses.
# The risk group baged on ic and malecular

ABSTRACTS

¥20Z AeIN 62 U 3senb Aq ypd-urew-z1.8-poo|q/L 69261 2/69G /1 Juswa|ddns/zy | /4pd-ajoie/poojgieusuonedligndyse)/:dpy woly papeojumoq


https://doi.org/10.1182/blood-2023-173154

