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AML is not one disease: Varied outcomes with Intensive Chemotherapy (IC)
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* This population of patients had been treated with standard intensive chemotherapy.

ELN, European LeukemiaNet 1. Déhner H, et al. Blood 2022; 144:1345-1377; 2. Adapted from Haferlach C, et al. Blood 2016; 128:286.



Cytogenetic and Mutational Landscape of AML

By Age
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* 6 genes mutated in >10% pts; 13 genes 5-10% pts; 24 genes 2-5% pts; 37 genes <2% pts
*indicates mutations with significantly different incidence by age group

Papaemmanuil E et al, NEJM 2016 Bataller A et al, AJH 2024



The Rapidly Evolving Treatment Landscape of AML

May 2019
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VIALE-A : AZA + VEN for older IC-ineligible AML

Median OS,
months (95% Cl)
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Patients at Risk, n
AZA+PBO 145 109 92 77 63 47 37 30 22 17 12 6 5 5 3 O

AZA +VEN 286 220 199 173 153 133 122 113 101 89 78 67 57 45 34 18 6 2

Pratz K et al, AJH 2024
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14.7 (12.1-18.7)
9.6 (7.4-12.7)

HR: 0.58 (95% Cl: 0.47-0.72); P <.001
Median follow-up: 43.2 mo

+ Censored

Slide credit: clinicaloptions.com
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By ELN 2017 or 2022 recommendations, most patients are categorized as adverse risk group

ELN 2017 ELN 2022
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» Favorable-risk patients in ELN 2022 are primarily those with an NPM1 mutation. Patients with favorable-risk cytogenetics such as t(8;21), inv(16), t(16;16) or t(15;17) were excluded from the trials
The increase in the adverse-risk group is largely driven by myelodysplasia-related genetic signature genes: RUNX1, ASXL1 (ELN 2017); BCOR, EZH2, SF3B1, SRSF2, STAG2, U2AF1, ZRSR2 (ELN 2022)

Dohner H et al, Blood 2024



Neither ELN 2017 nor 2022 discriminate optimally for patients receiving VEN-based therapies

A ELN 2017 B ELN 2022
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Dohner H et al, Blood 2024



Some genomically defined groups do better than others : but better treatment
outcomes are needed for most, if not all, transplant-ineligible pts
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mPRS = modified prognostic risk signature
Dohner H et al, Blood 2024
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Outcomes with HMA+VEN in
more “favorable” subgroups
like NPM1, IDH1, IDH2 and
RUNX1 all depend on
presence/absence of the
signaling mutations FLT3-ITD
and N/KRAS

* Green = no signaling mutation
* Blue = signaling mutation (either
FLT3-ITD, KRAS or NRAS)

Purple = all together

Dohner H et al, Blood 2024



Updated AML classifications reflect the impact on genomics
associated with DIFFERENT AML therapies

ELN 20221 ELN 20242
(Intensive treated patients) (Less-intensive therapies)
Favorable * t(8;21)(q22;q22.1)/RUNX1::RUNX1T1 Favorable * Mutated NPM1 (wild-type FLT3-ITD, NRAS, KRAS, TP53)
* inv(16)(p13.1922) or t(16;16)(p13.1;q22)/CBFB::MYH11 * Mutated IDH2 (wild-type FLT3-ITD, NRAS, KRAS, TP53)

Mut NPM1 w/o FLT3-ITD

* Mutated IDH1* (TP53 wild type)
bZIP in-frame mut CEBPA

* Mutated DDX41%

* Other cytogenetic and/or molecular abnormalities (wild-
type FLT3-ITD, NRAS, KRAS, TP53)%

Intermediate * Mut NPM1 with FLT3-ITD
* Wt NPM1 with FLT3-ITD
. £(9;11)(p21.3;923.3)/
MLLT3::KMT2A
* Cytogenetic and/or molecular Intermediate * Mutated FLT3-ITD and/or Mutated NRAS and/or KRAS

Adverse * t(6:9)(p23.3;q434.1)/DEK::NUP214 (TP53 wild-type)
t(v;11923.3)/KMT2A-rearr
t(9;22)(q34.1;911.2)/BCR::ABL1
t(8;16)(p11.2;p13.3)/KAT6A::CREBBP

inv(3)(q21.3926.2) or
t(3;3)(921.3;926.2)/GATA2, MECOM(EVI1)

Adverse * Mutated TP53

++ This classification does not apply to pts that have received a prior HMA

* £(3926.2;v)/MECOM(EVI1)-rearr * Favorable mutated IDH1 risk applies specifically to patients treated with
« —5 or del(5q); —7; —17/abn(17p) AZA + IVO and appears irrespective of signaling gene mutations
* Complex/monosomal karyotype T Identification of a DDX41 mutation (especially VAF ~ 50%) should prompt
* Mut ASXL1, BCOR, EZH2, RUNX1, SF3B1, SRSF2, STAG2, consideration of a germline mutation

U2AF1, or ZRSR2
e Mut TP53 ¥ For many genomic abnormalities, not enough data is currently available

ELN, European LeukemiaNet

'Déhner H, et al. Blood 2022; 144:1345-1377, 2Déhner H, et al. Blood 2024; 144:2169-2173



Minimal/Measurable Residual Disease (MRD)

e Quantification of MRD increasingly important in patients achieving CR

to better assess risk of relapse

METHOD TARGET SENSITIVITY PROS/CONS

Cytogenetics Chromosomal abnormalities 1in 20 (5%)

Flow Cytometry Leukemia-associated aberrant 1 in 10,000 (0.01%)
immunophenotype (LAIP) or
Different from Normal (DFN)

Quantitative PCR Fusion transcripts (CBFs), gene Upto1in 100,000

(qPCR) mutations (NPM1) (0.001%)
NGS (mutation Any somatic mutations Up to 1in 10,000 (0.01%)
analysis) But typically ~1%

Cheap, readily available
Applicable for ~50% AML

Applicable to most AML
Relatively cheap & fast (2-3d)
Not easily standardized
Subject to expertise &
interpretation

Highly sensitive
Very standardized
Applicable for ~30-40% AML

Genetic heterogeneity, clonal
architecture complicate analysis.
Long TAT (5-14 days)



MRD has a strong predictive value for survival in patients undergoing
intensive chemotherapy

Figure 2. Estimated Survival Curves, Stratified by Measurable Residual Disease (MRD) Status

@ Overall survival Disease-free survival
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Figure 2. Time points at which MRD is considered a dinically relevant biemarker. The time points and MRD cutoffs are indicated at which an MRD result may influ-
ence the therspeutic decision for a given patient. For example, in a patient with AML carrying an NPM1 mutation, who is monitored by qPCR, MRD persistence at
=% NPM1 mutant copies/ABL] copies at the end of chemotherapy may trigger the decision to consider alle-HCT for this patient. *After 2 oycles of chematherapy
(either 2 induction cycles or 1 induction and 1 consolidation cycle), which indudes the time point before allo-HCT. **Percentage NPM1 mutant copies per ABLT copies
measured in BM. ***Log reduction of the ratio of target copies/ABL1 copies between the sample at diagnesis and the sample at end of treatment, measured in the same tissue

(prefarably BM).




New ELN MRD Guidance (and there’s an app for that!)

'.) Check for

Quantitative MRD burden Qualitative MRD response
A

Special Report

High risk of

Positive —> treatment failure

Clinical *
2025 update on MRD in aCUte myeIOid leL'[kemia: threshold --------------

a consensus document from the ELN-DAVID MRD Low-level MRD Warning i
Working Party Limit of ;
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Lukas H. Haaksma,"? Monica L. Guzman,” Michaela Feuring,6 Barbara Depreter,M'45 Anna Czyz,46 Veit Bicklein,”’**” Constance Baer,*®
Costa Bachas, ' Sylvie D. Freeman,*” Francesco Buccisano,” Christopher S. Hourigan,*® Richard Dillon,*” and Michael Heuser”*>°
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L OLeppd-ain

v
“Warning” applies to MRD markers like CBF transcripts or
NPM1 cDNA, but has not been defined for FLT3-ITD

VZ0AFIENSZOZ |

56 new recommendations!!!

Targeted FLT3-ITD UHS-NGS (FLT3-ITD positive/mutNPM1 or FLT3-ITD positive/NPM1 wild type) (LOD

High level > two main new ones e AT

2 cycles of <LOoD® Negative Optimal
intensive
BM or PB
. . chemotherapy or or zL0D° Positive High risk of treatment failure
1) M from just MRD +/
oving away from just MRD +/-
(after
consolidation/ BM or PB 5 i — -
. after alloHCT) zLOD Positive High risk of treatment failure
2) FLT3-ITD NGS-MRD as a prognostic and
Follow-u PB or BM
P 2L0D%" MRD relapse MRD relapse

predictive biomarker

Cloos J, et al. Blood. 2026 Mar 12;147(11):1147-1167.



PCR based MRD for AML in CR1 with NPM1 mutation
impacts RFS and OS — Standard of Care Monitoring

Most prognostic time-point was after 2" cycle

A Overall Survival

No. of Patients No. of Events
MRD-negative 164 40

MRD- iti 30 21
ROsEeE P<0.001

e MRD-negative 73%

Survival (%)
S
1

MRD-positive 24%

25+
0 I I I I 1
0 ik 2 3 4 5
Years since Entry
No. at Risk
MRD-negative 164 144 116 77 39 8
MRD-positive 30 18 10 5 3 2

B Relapse in All Patients

No. of Patients No. of Events

MRD-negative 164 50
MRD-positive 30 25
g P<0.001
100
MRD-positive 86%
I
754
=2
@ 50+
) MRD-negative 34%
g - - Pt —
25—
0 T T T T ]
0 1 2 3 4 5
Years since Remission
No. at Risk
MRD-negative 164 120 93 64 33
MRD-positive 30 12 5 B 1 1

*Strongly supports consideration of transplant in “favorable” risk patients who do not attain MRD negative CR1

Ivey A et al, NEJM 2016




NPM1m AML: Decisions must integrate MRD

N=1357 NPM1-mut AML

from AML17 or AML19 NCRI
studies

MRD negativity after 2

treatment courses remains the
major determinant of outcome
(even in FLT3-ITD mutated pts)

Intensified chemotx with FLAG-
IDA was associated with
improved outcomes, especially
in high-risk molecular
subgroups (>50% reduction in
risk of relapse)

A

Relapse from MRD negative OS from MRD negative
Age ' 0.96 (0.81 - 1.13) il 1.31(1.07 - 1.61)
Previous haem malignancy i 1.23 (0.58 - 2.63) 1.55 (0.69 - 3.47)
Previous chemo/radiotherapy I 1.27 (0.43 - 3.78) 0.82 (0.24 - 2.86)
Haemoglobin 1.05 (0.97 - 1.14) , 0.98 (0.89 - 1.07)
wcce [ 1.18 (1.06 - 1.32) ' 1.02 (0.91 - 1.14)
Platelets . 1.02 (0.90 - 1.15) . 1.00 (0.87 - 1.16)
BM blasts 1.00 (0.99 - 1.01) 1.00 (0.99 - 1.01)
Cytogenetic risk*
Intermediate —— 1.99 (1.15 - 3.43) 1.55 (0.87 - 2.74)
Adverse 1.69 (0.26 - 10.99) —M: 3.81(1.06 - 13.75)
NPM1 mutation type”
Type B 1.40 (0.71 - 2.77) —a— 2.02 (1.06 - 3.86)
Type D 0.74 (0.37 - 1.49) 0.53(0.21 - 1.33)
non-ABD —i— 2.54 (1.57 -4.11) —a— 1.92 (1.09 - 3.38)
DNMT3A mutation —i— 2.01 (1.40 - 2.89) —— 1.84 (1.23 - 2.75)
FLT3-ITD 1.10 (0.74 - 1.63) 0.99 (0.64 - 1.53)
FLT3-TKD mutation . 0.99 (0.64 - 1.52) 0.85(0.50 - 1.42)
PTPN11 mutation 0.97 (0.62 - 1.53) 0.74 (0.42 - 1.28)
NRAS mutation —— I 0.50 (0.30 - 0.84) 0.83(0.47 - 1.47)
KRAS mutation 0.99 (0.42 - 2.32) 0.71 (0.28 - 1.80)
TET2 mutation 0.59 (0.33 - 1.05) 0.95 (0.56 - 1.61)
IDH2 mutation —— 1.81(1.19 - 2.76) 1.25(0.74 - 2.11)
IDH1 mutation —— 2.00 (1.32 - 3.03) 1.45 (0.84 - 2.50)
WT1 mutation —— 1.88 (1.11 - 3.18) 1.69 (0.94 - 3.05)
RAD21 mutation 0.66 (0.27 - 1.57) 0.70 (0.27 - 1.78)
MYC mutation 0.76 (0.31 - 1.84) 1.03 (0.43 - 2.45)
CEBPA mutation 1.37 (0.65 - 2.89) 1.66 (0.81 - 3.40)
MDS-associated mutations 1.52 (0.94 - 2.46) 1.50 (0.87 - 2.58)
TP53 mutation 0.70 (0.13 - 3.66) 1.15(0.27 - 5.02)
GO 1.01 (0.72 - 1.42) 0.96 (0.65 - 1.40)
FLAG-Ida —— [ 0.43 (0.28 - 0.66) —— I 0.48 (0.28 - 0.81)
T T T T T T T 1 T T
025 050 1.00 200 4.00 0.25 050 1.00 200 4.00
Hazard ratio Hazard ratio
All patients MRD negative MRD positive
100% 100% 100%
~. 80% 2\80%'K ~. 80% -
3 60% A 3 60% - 3 60% -
= = =
= [ =3 =
S 40% A S 40% A S 40% A
= = =
—J —J -
< 20% 4 — FLT31TD < 20% 4 — FLT31TD < 20% 4 — FLT31TD
— Wild- — Wild- — Wild-
Wild-type e Wild-type P=g d-type ez
0% 0% - 0%
T T T T T T T T L T T T T T T T T T
[0] 1 2 3 4 5 (0] 1 2 3 4 5 (0] 1 2 3 4 5,
Time (years) Time (years) Time (years)
Number at risk Number at risk Number at risk
— 525 395 303 235 187 152 — 205 184 151 113 81 65 — 81 50 27 15; 13 74
— 823 689 577 464 354 266 — 386 356 308 230 159 106 — 62 48 28 18 10 5

Othman J et al, Blood 2024



Median OS is ~3 yrs for flow cytometric MRD < 103 CR/CRi patients on Ven+Aza

No. of events/No. OS (months)

of patients (%) median (95% Cl)
c
(]
>
w
o
Z Ven+Aza MRD 2 1073 76/96 (79) 18.7 (12.9, 23.5)
o .
2
5 ;
3 Pbo+Aza MRD 2 1073 23/24 (96) 15.1 (7.4, 26.4)
o

I

Months

Patients at Risk * 41% of CR/CRIi pts (67 of 164)
attained MRD < 1072 by

Ven+Aza .

MRD>103 96 91 85 73 63 52 47 41 37 33 31 28 23 17 10 7 2 1 0 centrallzed ﬂOW cytometry
11 11 11 9 9 8 T T T 5 3 2 2 2 1 0

I\Pn?l;‘:ﬁ%_s 24 23 18 17 16 13 11 7 7 6 6 4 3 3 2 0

Pratz K et al, AJH 2024



Proportion MRD negative in first 4 cycles

NPM1 MRD Neg status by RT-qPCR provides valuable prognostic information
(n=76 patients with NPM1m AML attaining CR/CRi w frontline VEN + LDAC or HMA)

1

MRD negativity within 4 cycles
BM MRD negativity in 58% strongly prognostic
Most (82%) within first 4 cycles
Owverall survival
00% -
84%
75% - 46%
— Megative
—— Detectable
L L I T
0% o] & 12 18 24
Relapse
25% 72%
0% - 10%
C1 C2 C3 C4 C5 C6 Anytime .—'_'l . .
Cumulative proportion becoming MRD negative 0 [ 12 18 24
Months

100%

Proportion achieving MRD negativity in first 4 cycles
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(] First BM MRD neg
—> Ongoing remission
X NRM
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Othman J et al, Blood 2024




Most cancers are NOT hereditary : but a substantial minority are!

One-gene disorders /
Mendelian Genetics:
Breast Ca

Colon Cancer

10-15% familial 5-10% hereditary =~ aw

Lymphomas

MPNs

Example: Familial lymphoma
* First degree relatives of an individual affected with a lymphoid
malignancy have between at 1.7-8.5-fold increased risk to develop a _ o) :
lymphoid malignancy (CLL the highest risk) 75 85 A) Spo ra d IC
* Twin studies of monozygotic twins show 100-fold increased risk for HL
* But very few causative single genes identified



Clinical Features Prompting Consideration of Genetic Testing

Clinical features

Personal history of 22 cancers, 1 of which is a hematopoietic malignancy (order does not matter)

Personal history of a hematopoietic malignancy plus:
e Another relative within two generations with another hematopoietic malignancy, or
e Another relative within two generations with a solid tumor diagnosed at age 50 or younger, or
e Another relative within two generations with other hematopoietic abnormalities

Presence of a deleterious gene variant in tumor profiling that could be a germline allele, especially if that variant is
present during remission*

Age of diagnosis of hematopoietic malignancy at an earlier age than average (eg, MDS diagnosed < 40 y)

Germline status of a variant is confirmed by:

Its presence in DNA derived from a tissue source not likely to undergo somatic mutation frequently (eg, cultured
skin fibroblasts or hair follicles) AND at a variant allele frequency consistent with the germline (generally considered
between 30-60%), or

Its presence in at least two relatives at a variant allele frequency consistent with the germline

*Certain gene alleles (i.e. DDX41 truncating variants) are overwhelmingly likely to be germline and should prompt

consideration of germline testing
Dohner H et al, Blood 2022. 2022 ELN Recommendations



DDX41

Age of onset
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X Courtesy of Keyur Patel, MDACC Molecular Diagnostics Lab



How do you order genetic testing?

. You shouldn’t perform genetic testing on peripheral blood or
buccal or saliva samples in patients with active heme malignancy
... you will NOT be able to tell what is somatic and what is germline since you
are testing the circulating tumor !

Cultured skin fibroblasts from a skin punch biopsy (not a shave
biopsy) is the gold standard.

Many clinical genetic testing labs do not have ability to process
skin samples (and these procedures take time and planning)

Nail clippings and hair follicles also provide appropriate germline
DNA - but very small amounts and not routine for most labs (yet)



DDX41-associated susceptibility to heme malignancies

* Autosomal dominant MDS/AML often presenting at older age (median 65 yrs) often with
hypocellularity and diploid cytogenetics

* RNA helicase enzyme involved in RNA metabolism, spliceosome function, ribosome

biogenesis and innate immune regulation
A500Cf5\
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Ding L, Nature 2012
Polprasert, Maciejewski et al, Blood 2013



Prevalence and significance of DDX41 variants in the general population

DDX41 Germline Variants: Prevalence and Associated Phenotypes

DDX41 germline variant prevalence

UK Biobank Germline Pathogenic
variant wvariant
o o9 9 O carriers carriers
g v
A, & DDX41 o
e —~ 4
W ]
= 3538 n = 1059
= 454,792 (1in 129) (1 in 429)
" T

DDX41 variant characteristics

@ European Full cohort

® non-European 0

p.M1? p.D140Gisp.RATIC

p.S526L p.¥33H pwv412l

B Missense (84.19%%:)
M Truncating (11.3%)

MDS/AML risk and other phenotypes in
DDX41 germline pathogenic variant carriers

Pathogenic

variant
carriers
MNormal
w \ blood counts
n = 1059 Mo increase in clonal

haematopoiesis
] (-1
Y - - D
B
TMCV | Somatic T MDS/AML

| DDX41 — MPIMN
+ — other cancers

— autoimmune
e ®

Odds ratios for ANMIL/MDS

M Splice site variant (2.79%)
W In-frame deletion (1.5%)
W Start loss (0.4%5)

Differences in variant
prevalence with ethnicity

y

AML/MDS DDX41 truncating: 15.1
n = 34 by age 71 DDX41 missense: 7.5
(median) DDX41 start-lost:12.9

 DDX41 germline variants common in general population (1 in 129 individuals)
 DDX41 germline PATHOGENIC variants relatively common (1 in 429 individuals)

Kovilakam SC et al, Blood 2023



Overall Survival

MDACC Experience: Improved OS with Venetoclax and HSCT

Improved Outcomes with addition of VEN Improved Outcomes with HSCT*
0S of AML/MDS patients with DDX41 mutations OS of AML/MDS patients with DDX41 mutations - Landmark
100% 4 100% 1
=+ No HSCT
=+ [T/LIT treatment -+ HSCT
80% - =+ IT/LIT +Ven 80% 1
S 0%+
60% 1 2
2
w
T
40% g 40% 1
20% 4 20%
Median OS (months) 53.8 (NA-29) (IT/LIT) vs NA (NA-NA) (IT/LIT+Ven) — Median OS (months) 37.3 (NA-27) (No HSCT) vs 73.1 (NA-67.5) (HSCT)
0S8 24m 69.9% (+/-7) (IT/LIT) vs 94% (+/-4.1) (ITILIT+Ven) 0S 24m 75.8% (+/-8.1) (HSCT) vs 87.2% (+/-6) (HSCT)
0% o P-val= 0.067 0% 4 P-val= 0.014
0 12 24 3% 48 60 72 84 0 12 2 36 48 60 72 84
Time (months) Time (months)
Number at risk Number at risk
.3 5 i Z H ; G : : 3 3 3 1 8 3 : g

* post-transplant cyclophosphamide as standard of care

Bataller A et al, Leukemia 2023
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L
The MEASURE Genome Atlas (Hourlgan Lab; Yu #455 ASH)

« MEASURE clinical protocol (NCT05224661)

* 18 high-volume transplant centers in the US

« Adult with AML undergoing Allogeneic hematopoietic cell

transplantation (alloHCT) in CR
* N=255 patients included

 AML Temporal Landscape Analysis by Sequencing (“ATLAS”)

 Samples:
« Time of diagnosis (TOD)
« Complete Remission (CR)
« WGS on lllumina platform
« TOD: 59-300X (median=117X)
« CR: 24-89X (median=37X)
» Bioinformatics framework:
+ DRAGEN Heme WGS Tumor Only analysis

« DRAGEN Tumor/CR paired analysis
» Other secondary analysis as indicated
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Age
median: 59 (19-79)

Sex
Female 119 (47%)
Male 136 (53%)
Ethnic
Hispanic or Latino 23 (9%)
Not Hispanic or Latino 222 (87%)
Not reported/Unknown 10 (4%)
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MOLECULAR EVALUATION OF AML PATIENTS AFTER STEM @

CELL TRANSPLANT TO UNDERSTAND RELAPSE EVENTS

Total patients (n=255)

Race

White 189 (74%)

Native Hawaiian or

o,
Other Pacific Islander ~ © (1 7
Black or African .
American 16 (6%)
Asian 20 (8%)
American Indian or 4 (2%)

Alaska Native

BE &% THE MATCH @Ry C|BMT}3

CR sample collection to tumor sample collection

median: 110 days (38-1983)

Tumor Sample Type
BM 180 (71%)
PB 75 (29%)
ELN 2022
Favorable 36 (14%)
Intermediate 72 (28%)
Adverse 147 (58%)



~70% pts had AML/cancer-related features identified by WGS

ELN Gene

ELN Structural
U IEEEEEEEE DEEEEEEEEEEEEEEEEEEEEEY SEEEEEEEEEEE EEEEEEEEEEEE

AML Gene

AML Structural
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Patients with novel genomic findings by WGS

(Oncogenic variants)

Small
46 (18%)

None
83 (32.5%)

43 (16.9%)
Structura

& smalll Structural

Additional findings in each category

Small Variant Calls Structural Variant Calls
WGS and clinical
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Driver fusion genes missed by standard cytogenetics

. NUP98-r
n 1 Atypical MECOM-r
= UP98-KDMSA Other Crypt|C fusions:

KMT2A, RUNX1, NPM1, etc

2
g %

Only called by WGS ratio

00 02 04 06 08 10 10 *color indicates the fraction missed by karyotyping or FISH
FRAL S MOKTRIGA RTECARSH IMGTTLIT IT[T1T1T1 [ t"--.l I"l
5 Z T e o oeER-BE T ME-A-S-U-R-E atlas@measuremrd.org




WGS reveals hidden genomics of normal karyotype AML

Vlore than half of patients determined to be normal
karyotype by metaphase cytogenetics are not

normal by WGS

" |} Complex/Monosomal
- " Abnormal
55 Normal

FRal 3 RINETRINAL RTECARGEH INGTTUTT IT[T1T1T1 [ b"--.l I'l
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WGS at CR helps identify potential inherited
myeloid malignancy predisposition variants

« WGS in CR identified oncogenic variants likely to be germline.

 ~10% of patients carry a likely germline variant that could
cause autosomal dominant myeloid-predisposition
syndrome.

« >50% of these germline-risk patients would have been missed
by routine clinical testing
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AD myeloid
neoplasm
(n=25)

DDX41 (n=6)
CHEK?2 (n=5)
RUNX1 (n=4)
BRCA1 (n=2)
BRCAZ2 (n=2)
MPL (n=2)
ATM (n=1)
GATAZ2 (n=1)
MSH6 (n=1)
RTEL1 (n=1)

AD: Autosomal dominant

1.004
0.754
< 0501 | "GATA2
=
0.25+4
0.00- -
CR
AnF;:)n;:ls"rLd Other cancer
(n=15) i
SBDS (n=5)

RECQL4 (n=2)  ~pnina (n=1)
FANCA (n=2) ERCC2 (n=1)
FANCC (n=1) ERCC3 (n=1)
FANCE (n=1) MSH3 (n=1)
FANCI (n=1) RAD50 (n=1)

FANCD2 (n=1) o bs18 (n=1)

NBN (n=1)

RAD51C (n=1)

AR: Autosomal-recessive



Prognostic or potentially therapeutic significance from ATLAS genomes

(n=255)

Total cases

Feature (WGS only) Potential clinical significance Citation
Potentially germline AD 25 (14) Practice guidelines on disease management NCCN Guidelines;
° WGS can recapitu|ate predisposition myeloid neoplasm and risk assessment PMID: 35797463
Sta nda rd AM L Cl | Nn ical progiiglt?cr}[aalrii_i;ive N/A (31) Risk stratification and targeted therapy selection PMID: 35797463
dlagnOStlc Workup i 27 (1) Risk stratification and targeted therapy PMID: 35707463, 39121437
(including Menin inhibitors)
. i High-risk marker and on-going investigation .
° Enhanced resolutlon and KMT2A-PTD 34 (24) into targeted therapies PMID: 36725100, 40361241
coverage empowe red to RUNX1-PTD/MD 4 (4) Potential risk stratification PMID: 35797463
Captu re add|t|0na| Va”ant NUP98-r 5(3 High-risk marker and on-going investigation PMID: 38744828,
types ®) into targeted therapies 38890447, 40700635
UBTF-ITD 3(3) Pre-clinical evidence of sensitivity to menin inhibitors PMID: 37890156
° WGS at CR a”OWS fu rther Resistance to cytarabine-based chemotherapy, potentially :
SETD2 5(3) e g P, PMID: 30967619
f. t . t t t overcame by combination with S & G2/M checkpoint inhibition
rernemen ’ In erpre a |On, RIT1 5 (a) Evidence of sensitivity to SHP2 inhibitors, RAS nucleotide PMID: 40644578
and diSCOVGry of Oncogenic exchange inhibition, RAS tri-complex inhibitors in lung cancer :
. Clinical association with sensitivity o PMID: 31415061,
Vanants' A0l SaisE R 2 immune checkpoint inhibitors 33653800, 32111729
BAP1 1(1) Evidence of sen_5|t|V|ty to PARP inhibitors in PMID: 39626160
multiple tumor types
S0S1 101) On-going investigation into targeted therapies in PMID: 39488215,

multiple tumor types NCT06104488, NCT05578092
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Conclusions

 AML therapeutic options continue to
improve, with increasingly individualized
and effective treatments

* Awareness of genomics (cytogenetics and
mutational data) are essential to
determine optimal treatment

* MRD testing is critical to guide post-
remission decisions: MRD standardization
approaches have expanded access

* Inherited predispositions to heme
malignancy are not so rare! Requires
attention and often additional work-up
and evaluation




