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Introduction:

Certain T-cell ymphomas (TCL), in particular nodal T-follicular helper (TFH) cell ymphomas, including angioimmunoblastic TCL
(AITL), commonly develop on a background of mutations identified in clonal hematopoiesis (CH). Divergent clonal evolution
can result in both nodal TFH cell lymphomas and myeloid neoplasms (MN). As peripheral TCLs are commonly treated with
combination and dose intensive chemotherapy, there is a risk that these therapies could promote an evolution to MN. The
frequency at which this occurs is unclear.

Methods:

We conducted a retrospective search for any patient with an International Classification of Disease (ICD) code referring to a
TCL. Then, we identified patients with a concomitant ICD code referring to either myelodysplastic syndromes (MDS), acute-
myeloid leukemia (AML), or a myeloproliferative neoplasm (MPN). Once the initial query was performed, we individually
reviewed each patient and included only patients meeting the following criteria: (1) A histologically-confirmed diagnosis of
either peripheral TCL, not otherwise specified (PTCL-NOS) or nodal TFH cell lymphoma by an MSK hematopathologist be-
tween 1/1/02 and 7/1/23; (2) Presentation to MSK at lymphoma diagnosis; (3) At least 6 months of follow-up (unless death
from lymphoma); (4) if relevant, a histologically-confirmed diagnosis of a MN by an MSK hematopathologist.

Histological diagnoses were recorded as documented in the pathology electronic record in accordance with the WHO criteria
in place at the time of diagnosis. In particular, at our center, prior to 2016, cases of PTCL-NOS were not routinely assessed for
TFH phenotype, as nodal TFH cell lymphoma was only added to the WHO classification in 2016. Cases documented herein as
PTCL-NOS were not re-reviewed to determine TFH phenotype. Only patients who received systemic treatment were included
(systemic steroids were not considered systemic treatment). Cl of MN was evaluated using the reverse Kaplan-Meier method
treating death as a competing risk.

Results:

We identified a total of 376 patients with either PTCL-NOS (N=178) or nodal TFH cell ymphoma (N=198; AITL N=184; nodal
TFH cell lymphoma, NOS N=13; nodal TFH cell lymphoma, follicular-type=1). In total, 24 patients with a MN and either
PTCL-NOS or nodal TFH cell lymphoma were identified. Nine had a MN that preceded the TCL diagnosis (AML: 2; MDS:
1; myelofibrosis: 2; CMML: 2; MDS/MPN: 1; polycythemia vera: 1)-these patients were excluded for Cl calculation. Fifteen
patients were diagnosed with a MN subsequent to lymphoma diagnosis and treatment (AML: 5; MDS: 8; CMML: 1; chronic
neutrophilic leukemia: 1). Of the 198 patients with nodal TFH cell lymphoma, nine developed a MN. The Cl of developing a
MN among all patients at 2, 5, 10, and 15 years was 1.1%, 4.4%, 4.8%, and 5.8%. The Cl of developing a MN among those
with known nodal TFH cell lymphoma at the same timepoints were 1.6%, 4.5%, 5.3% and 7.1%. The median follow up among
survivors was 4.1 years (range: 0.5-18).

The median age at MN diagnosis was 72.6 years (range: 45-81), and the median time from lymphoma diagnosis to MN diag-
nosis was 2.6 years (range: 0.3-10.4). Four patients had either prior RT or chemotherapy for non-lymphoma conditions. Prior
to MN diagnosis, ten patients (67%) received etoposide and seven patients (47%) received autologous stem cell transplant
(ASCT) (six with BEAM, one with cyclophosphamide plus total body irradiation). The median number of therapies (including
ASCT) prior to MN diagnosis was 2 (range: 1-5). At the time of MN diagnosis, 10 patients had relapsed TCL and were receiving
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lymphoma therapy. No patients had undergone alloSCT prior to the diagnosis of a MN. Next generation mutational profiling
with MSK-IMPACT-Heme had previously been performed for eight of the 15 patients (on lymphoma tissue). All except one
had mutations in TET2 and/or DNMT3A.

Conclusions:

Herein we report the Cl of MN in a cohort of patients with TCL, with particular attention to nodal TFH cell lymphomas given
known CH mutations and the genotoxic stress of combination chemotherapy. As more patients have prolonged survival after
initial therapy for TCL, further analysis, including baseline genetics and prospective characterization for clonal expansion and
acquired mutations during therapy, could identify those at highest risk for developing a MN. Further characterization of our
cohort and comparison to patients who did not develop a MN is ongoing.
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Table 1. Cumulative Incidence of Myeloid Neoplasm in Peripheral T-cell Lymphoma.
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