Diagnosis: AML in 3.7 years
l

1.00
80
Gene hotspots
0.75 5 60 n=10
9] n=2
> [T MN-free 4 .
e g
3 . AML 2 40
8 o050 MDS 3
g MPN 5 20 =
o ais | ] *
i Bi-g"=
0.25 240 I 1
DNMT3A  CTCF _ TET2 __ PPM1DGNB1 SF3B1 JAK2 PTPN11 : e e
-20 17P53 BRCC3  KRAS CBL ASXL1 IDH1

5 Time (years) . 2
Multiparameter prediction of myeloid neoplasia risk (Gu et al, Nature Genetics, 2023)
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Fraction of clones growing
at constant rate

The longitudinal dynamics and natural history of clonal haematopoiesis (Fabre, de Almeida et al, Nature 2022)

Polygenic risk score (PRS) for telomere length and clonal haematopoiesis subtypes Ribosomal protein depletion in NPM1-mutant pre-leukaemia and AML Whole-genome CRISPR screen identifies Dnmt3aR882H/+ drug targets

B * Ribosome biogenesis (RB) factors are depleted in NPM1c* cells

* NPM1c* cells are preferentially sensitive to RB inhibition
3 * RB targeting activates p53 and re-sensitizes to Venetoclax 8 - Dnmt3a™®"*, Cas9
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Telomere attrition becomes an instrument for clonal selection in aging hematopoiesis
and leukemogenesis (McLoughlin, Kovilakam, Dunn et al, Nature Genetics 2025)

Posttranscriptional depletion of ribosome biogenesis factors engenders therapeutic
vulnerabilities in NPM1-mutant AML (Damaskou et al, Blood 2025)

Mitochondrial metabolism sustains DNMT3A-R882-mutant clonal haematopoiesis
(Gozdecka et al, Nature 2025)



