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Myeloid and histiocytic/dendritic neoplasms

Myeloproliferative neoplasms (MPN)
Chronic myeloid leukemia
Polycythemia vera
Mastocytosis and subtypes
Myelodysplastic neoplasms (MDS)
Childhood myelodysplastic neoplasms
Myelodysplastic/myeloproliferative neoplasms
Acute myeloid leukemia (AML)
AML with defining genetic abnormalities
Acute promyelocytic leukemia with PML::RARA fusion
Acute myeloid leukemia with RUNX1::RUNX1T1 fusion
Acute myeloid leukemia, myelodysplasia-related
AML, defined by differentiation

Myeloid neoplasms associated with germline
predisposition

Acute leukemias of ambiguous lineage

Dendritic cell and histiocytic neoplasms

BmmE 14,318 A
1) /7\[[E36,636 A
BHIE 7,591 A

Lymphoid neoplasms
B-cell ymphomas
@Precursor B-cell neoplasms
B-cell lymphoblastic leukemias/lymphomas (B-LBL/L)
B-LBL/L, NOS
B-LBL/L with BCR::ABL1
B-LBL/L with BCR::ABL1-like features
@ Mature B-cell neoplasms
Neoplastic small lymphocytic proliferations
Chronic lymphocytic leukemia/small lymphocytic lymphoma
Splenic B-cell ymphomas and leukemias
Hairy cell leukemia
Splenic marginal lymphoma
Lymphoplasmacytic lymphoma
Marginal zone lymphoma
Follicular lymphoma
Mantle cell lymphoma
Large B-cell ymphomas
Diffuse large B-cell ymphoma, NOS
Burkitt lymphoma
@Hodgkin lymphoma
@Plasma cell neoplasms

Plasma cell myeloma

Lymphoid neoplasms

T-cell and NK-cell lymphomas

@Precursor T-cell neoplasms

T-lymphoblastic leukemia/lymphoma

@ Mature T-cell and NK-cell neoplasms

Mature T-cell and NK-cell leukemias

Primary cutaneous T-cell ymphomas

Intestinal T-cell and NK-cell lymphomas

Hepatosplenic T-cell ymphoma

Anaplastic large cell lymphoma

Nodal T-follicular helper (TFH) cell lymphoma

Other peripheral T-cell lymphomas
Peripheral T-cell ymphoma, NOS

EBV-positive NK/T-cell ymphomas
Extranodal NK/T-cell lymphoma

EBV-positive T- and NK-cell lymphomas of childhood

Stroma-derived neoplasms of lymphoid tissues

@®Mesenchymal dendritic cell neoplasms

@ Myofibroblastic tumor

WHO % $8 55 5hR (— BBk %)

Khoury JD et al. Leukemia 2022; 36:1703-1719
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(A)

(i) Patient enrollment
& specimen collection

{ii) Library preperation

Custom capture probes

Genomic DNA [ [
w /""»..J
y - Sequencmg
Total RNA Enrichment of library
targeted regions

Patient inclusion criteria Mucleic acid extraction

+ Hematologic malignancies requiing  + = 200 ng dsDMA for both fresh and FFPE
treatment specimens recommended

+ Either untreated or previously treated + = 100 ng RMNA for fresh and = 200 ng RNA

for FFPE specimens recommended

Tumor specimen

« Fresh (BM, PB, fluid aspirate,
tumor biopsy specimen) or FFPE

* Tumor content 2 5%
(= 20% preferred)

Library preparation
+ Hybridization capture-based target enrichment
DMA: custom capture probes and
Agilent SureSelect XT HS
RNA: custom caplure prabes and
Germline control Agilent SureSelect XT RNA Direct
* Buccal swab

(iii) Sequencing & bicinformatic analysis

Sequencing
+ 150 bp paired-end sequencing on the lilumina

MNextSeq platform

* Targeted DNA-seq with = 400 average depth

and z 100= coverage in = 85% of targeted
regions

+ Targeted RMNA-seq with 2 3.0x10° unique reads

Bioinformatic analysis
« Sequence alignment and alteration calling

were performed using the Genomon / CNACS
pipelines

(iv) Assessment of
clinical relevance

Repo g,

"9?

Reporting
« Malecular turmer board and reporting is

held monthly

* Evaluation of detected alterations and

determination of their clinical relevanve
including diagnosis, prognosis, and
treatment (drug availability and ongoing
clinical trials)
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