CONTENTS

INTHIS Highlighted research

NEWS Q&A: Louis Staudt on
INDEPTH Molecular Classification
of Cancer........................ 276

VIEWS InThe Spotlight

Putting AML
Differentiation States on
the BoneMarrowMap........ 280

J.Berger and L. Penter
See article, p. 307

The Silence of the Lambdas:
Hidden Complexities in the
Evolution of Double-Hit
Lymphomas.................... 284

G. Shevchenko and D.J. Hodson
See article, p. 364

In Focus

Single-cell Resolved Oncogene
Co-expression: From Principles

S.Sridhar, A.S.Y. Chan,
and A.D. Jeyasekharan

Overcoming B-ALL Resistance
to Targeted and Immune
Therapies by Rational
Combination Strategies.....293

M. O_uijada-Alamo, G. Freed,
and E. Wagenblast

RESEARCH Clinical Significance of
BRIEF TP53-Mutant Clonal
Hematopoiesis Across
Diseases........................ 298

Y. Usui, M. Endo, Y. Iwasaki,
H. lijima, H. Nakagawa, K. Matsuda,
and Y.Momozawa

Précis: A large-scale population
study links TP53-mutant clonal
hematopoiesis to increased risk

of hematologic malignancies

and respiratory mortality, with
contributions of germline variants,
environmental factors, and somatic
mutations.

RESEARCH Single-cell Transcriptional Atlas of
ISSUE articles.......ccccceeeeiiiinnn 274 ARTICLES HumanHematopoiesis Reveals Genetic

and Hierarchy-Based Determinants of
Aberrant AML Differentiation.........

A.G.X.Zeng, |. lacobucci, S. Shah, A. Mitchell,
G.Wong, S.Bansal, D. Chen, Q. Gao, H. Kim,
J.A.Kennedy, A. Arruda, M.D. Minden,
T.Haferlach, C.G. Mullighan, and J.E. Dick

Précis: Comparing scRNA-seq data of >1 million
cells from 318 patients to areference atlas of
>260K normal human bone marrow cells revealed
diverse ways in which differentiation can be
disrupted in AML.

See commentary, p. 280

DNA Methylation Epitypes of Burkitt
Lymphoma with Distinct Molecular and
Clinical Features...............c....ccoo. 325

N. Thomas, C.A. Garcia-Prieto, K. Dreval,

L.K. Hilton, J.S. Abramson, N.L. Bartlett,
J.Bethony, J. Bowen, A.C. Bryan, C. Casper,

M.A. Dyer, .M. Gastier-Foster, A.S. Gerrie,

T.C. Greiner, N.B. Griner, T.G. Gross, N. Harris,
J.D.Irvin, E.S. Jaffe, FE. Leal, S.M. Mbulaiteye,
C.G. Mullighan, A.J. Mungall, K.L. Mungall,
C.Namirembe, A. Noy, M.D. Ogwang, J. Orem,

G. Ott, H. Petrello, S.J. Reynolds, S.H. Swerdlow,
A. Traverse-Glehen, WH. Wilson, M.A. Marra,
L.M. Staudt, DW. Scott, M. Esteller, and R.D. Morin

Précis: DNA methylation profiling reveals

two BL epitypes with distinct molecular and
clinical features, offering a new framework for
understanding BL pathogenesis.

Enhancer Hijacking Discovery in Acute
Myeloid Leukemia by Pyjacker Identifies
MNX1 Activation via Deletion 7q....... 343

E.Sollier, A. Riedel, U.H. Toprak, J.A. Wierzbinska,
D.Weichenhan, J.P. Schmid, M. Hakobyan,
A.Touzart, E. Jahn, B. Vick, F. Brown-Burke,
K.Kelly, S.Kelekgi, A. Pejkovska, A. Goyal, M. Bahr,
K.Breuer, M.-J.M. Chen, M. Llamazares-Prada,

M. Hartmann, M. Schonung, N. Correia, A. Trumpp,
Y. Abdullah, U. Klingmiiller, S.S. Mughal, B. Brors,
F.Westermann, E. Ulrich, RJ. Autry, M. Schlesner,
S.Vosberg, T. Herold, PA. Greif, D. Pfeifer,

M. Libbert, T. Fischer, F.H. Heidel, C. Gebhard,

W. Walter, T. Haferlach, A.-K. Eisfeld, K. Mrdzek,
D. Nicolet, L. Bullinger, L. Smeenk,
C.Erpelinck-Verschueren, R. Mulet-Lazaro,
R.Delwel, A. Ernst, M. Scherer, P. Lutsik,

. Jeremias, K. Déhner, H. Déhner, D.B. Lipka,

and C. Plass

272 | BLOOD CANCER DISCOVERY  JULY 2025

AACRlJournals.org




Précis: Systematic discovery of enhancer hijacking in

complex karyotype acute myeloid leukemia via the new tool
Pyjacker identifies MNX1 activation, a novel leukemogenic
event that can result from 7q deletion, among other events.

B-cell Receptor Silencing Reveals the Origin and
Dependencies of High-Grade B-cell Lymphomas
with MYC and BCL2 Rearrangements.............. 364

G. Varano, S. Lonardi, P. Sindaco, I. Pietrini, G. Morello,
P.Balzarini, F. Vit, H. Neuman, G. Bertolazzi, S. Brambillasca,
N.C. Parr, M. Chiarini, S. Bellesi, E. Maiolo, S. Giampaolo,
F.Mainoldi, V. Selvarasa, H. Arima, V. Pellegrini, C. Pagani,
M. Bugatti, C. Ranise, .M. Taddei, T. Sonoki, H. Thanasi,

E. Morlacchi, D. Segura-Garzon, E. Albertini, R. Daffini,
A.Sivacegaram, H. Yang, Y. Li, V. Cancila, G. Cicio,

M. Robusto, B. Leuzzi, A. Andronache, P. Trifiro, M. Riboni,
S.P.Minardi, R.J.P.Bonnal, C.L. Gonzalez, E. Visco,

P. Capaccio, S. Torretta, L. Pignataro, C. Almici, M. Varasji,
L.M. Larocca, R. Siebert, B. Falini, A.J.M. Ferreri, A. Tucci,
D.Lorenzini, A.D. Cabras, G. Pruneri, A. Di Napoli, M. Ungari,
M. Pizzi, S. Hohaus, C. Mercurio, J.Y. Song, W.C. Chan,

L. Lorenzi, R. Bomben, M. Ponzoni, R. Mehr, C. Tripodo,
F.Facchetti,and S. Casola

The surface of a healthy B lymphocyte is covered with Y-shaped B-cell
receptors (BCR), which transmit signals as vital for B-cell survival as
sunlight is for trees (left). In this issue, Varano and colleagues shed light
on the biology of high-grade B-cell lymphomas with “double-hit”MYC and

Précis: Double-hit Myc/Bcl-2 lymphomas lacking
surface BCR evolve from BCLZ2-translocated dark
zone-like state via reactivating RAG, followed by
MYC translocation into unproductively recombined
Ig-lambda locus.

See commentary, p. 284

BCL2 rearrangements (HGBCL-DH), which resemble a germinal center’s

dark zone cells and survive without detectable BCR on the surface. HGBCL-DH linger in a dark zone
state, reactivating RAG recombinases, which then translocate oncogenes into immunoglobulin
light-chain loci in a futile attempt to revise BCR specificity. In this setting, lymphoma cells survive
without light (chain) and functional surface BCR, sustained instead by a residual signal (“glow”) of
the intracellular immunoglobulin heavy chain. For more information, see article on page 364 and a

Spotlight by Shevchenko and Hodson on page 284.
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