
Background

Myelodysplasia-related gene 

mutations (MRMs) are 

common in patients with 

newly diagnosed Acute 

Myeloid Leukemia (AML) and 

have historically been 

associated with adverse 

outcomes. 

Outcomes may be improved 

with low-intensity therapy 

(LIT) plus venetoclax, but the 

prognostic value of persistent 

MRMs at remission remains 

unclear, particularly among 

patients who are flow 

cytometry (FCM) MRD-

negative.

Study cohort

• Newly-diagnosed AML treated with LIT ±
venetoclax at MD Anderson Cancer Center, 
2017-2025

Inclusion criteria

• Available genomic data

• ≥1 MRM at diagnosis, VAF≥2%

MRM panel

• ASXL1, BCOR, EZH2, SRSF2, STAG2, 
SF3B1, U2AF1, ZRSR2

Response/molecular assessment

• Best response of CR/CRi

• MRM dynamics tracked from baseline to CR/CRi

• MRM clearance (baseline MRMs reduced to VAF <2%)

Exclusions

• CBF-AML, APL, treated secondary AML

Outcomes

• Relapse-free survival (RFS), overall 
survival (OS), independent impact of MRM 
dynamics on survival

To determine whether MRM 

clearance at CR/CRi is 

associated with relapse-

free and overall survival in 

patients with newly 

diagnosed AML treated with 

low-intensity therapy.

Objective

Variable Interpretation HR 95% CI P value

MRM clearance at best 

response

MRM clearance at CR/CRi 0.54 0.31–0.95 0.030

CLAD/LDAC-based LIT CLAD/LDAC vs HMA-based 0.82 0.52–1.26 0.361

FLT3-ITD Yes vs no 1.51 0.70–2.93 0.274

IDH1 Yes vs no 0.42 0.18–0.86 0.015

IDH2 Yes vs no 0.46 0.26–0.78 0.004

NPM1 Yes vs no 0.92 0.48–1.67 0.799

RAS Yes vs no 1.57 0.96–2.53 0.072

TP53 Yes vs no 1.75 0.77–3.57 0.170

ELN 2017 adverse CTG Yes vs no 1.49 0.87–2.46 0.142

HSCT in CR1 Yes vs no 0.53 0.31–0.88 0.013

Parameter

LIT ± VEN 
(
n=185)
n or median, 
% or (range)

LIT + VEN 
(n = 171)
n or median, 
% or (range)

LIT - VEN 
(n=14)
n or median, 
% or (range)

Age (yrs) 69 (56-87) 71 (56-87) 72.5 (59-83)

>=60 178 (96) 165 (96) 13 (93)

Gender Female 57 (31) 54 (32) 3 (21)

Mutations ASXL1 60 (32) 55 (32) 5 (36)

BCOR 25 (14) 24 (14) 1 (7)

EZH2 7 (4) 7 (4) 0 (0)

SF3B1 22 (12) 22 (13) 0 (0)

SRSF2 99 (54) 91 (53) 8 (57)

STAG2 29 (16) 29 (17) 0 (0)

U2AF1 31 (17) 25 (17) 6 (43)

ZRSR2 3 (2) 3 (2) 0 (0)

Spliceosome (SF3B1, SRSF2, U2AF1, 
ZRSR2) 149 (81) 136 (80) 13 (93)

DAT (ASXL1, DNMT3A, TET2) 118 (64) 107 (63) 11 (79)

DNA methylation (DNMT3A, IDH1/2, TET2) 121 (65) 111 (65) 10 (71)

Chromatin modifiers (ASXL1, EZH2) 63 (34) 58 (34) 5 (36)

Transcription factors 
(BCOR, CUX1, ETV6, GATA2, RUNX1) 87 (47) 80 (47) 7 (50)

Cohesin complex (RAD21, SMC3, SMC1A, 
STAG2) 32 (17) 32 (19) 0 (0)

Signaling pathways (CBL, FLT3, JAK2, KIT, 
KRAS, NRAS, PTPN11) 70 (38) 61 (36) 9 (64)

CG Diploid 84 (45) 78 (46) 6 (43)

Complex 25 (14) 24 (14) 1 (7)

ELN 2024 Adverse 14 (8) 13 (8) 1 (7)

Intermediate 58 (31) 52 (30) 6 (43)

Favorable 113 (61) 106 (62) 7 (50)
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Myelodysplasia-related mutation clearance is associated with improved outcomes in newly diagnosed (ND) acute myeloid 
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Methods

MRM clearance at CR/CRi in LIT-treated AML with baseline MRM was associated with 

favorable survival outcomes, including in patients FCM MRD- at CR/CRi. 

This suggests that MRM may have utility as as a marker of MRD. Further investigation 

is needed, including the development of MRD directed assays for MRM and 

incorporation in clinical decision algorithms.

Results
Table 1. Baseline characteristics

Table 2. Multivariate analysis, factors affecting OS

MRM N Events mRFS 2-yr RFS 95% CI

+ 136 94 13.7 32.6 9.2 - 15.8

- 49 20 23.8 49.2 18.0 - nr

p log-rank for trend = .008

MRM N Events mOS 2-yr OS 95% CI

+ 136 85 20.2 46.9 14.8 - 27.0

- 49 17 54.2 68.8 24.5 - nr

MRM N Events mOS 2-yr OS 95% CI

+ 84 52 18.8 49.6 14.5 - 

36.5

- 33 8 - 81.1 -

MRM N Events mOS 2-yr OS 95% CI

+ 26 11 - 54.6 -

- 18 4 - 77.4 -

MRM N Events mOS 2-yr OS 95% CI

+ 58 41 18.8 48.0 14.5 - 

34.3

- 15 4 - 86.0 -

MRM N Events mRFS 2-yr RFS 95% CI

+ 84 58 14.2 36.0 8.8 - 

23.3

- 33 10 - 61.3 -

p log-rank for trend = .010

p log-rank for trend = .001

p log-rank for trend = .003

p log-rank for trend = .040

p log-rank for trend = .144
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