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Overview

• Mature T-Cell Lymphomas Origin and Biology

• Nodal PTCL: Types and Management

• CTCL: MF/SS Management Across the Stages

• Post-Thymic T Leukemias: T-PLL, T-LGL

• ENKTCL



O’Connor et al., Clin Cancer Res, 2014



Post-Thymic T-Cell Lymphoma: 27 established or provisional diagnoses

Nodal PTCL

CTCL
Leukemias

GI Tract

International Consensus Guidelines, Campo et al., Blood, 2022 

WHO 5th Edition, Alaggio et al., Leumemia, 2022 

Viral: 
HTLV-1/2

Viral: EBV



Iqbal, et al., Blood, 2024



PTCL Types with Uniform Frontline Management Guidelines

• PTCL-NOS
– GATA3
– TBX21

• nTFHL
– Angioimmunoblastic T-Cell Lymphoma (AITL)
– Follicular helper T-Cell Lymphoma, Follicular Type
– Follicular helper T-cell Lymphoma-NOS

• Systemic ALCL
– ALK-Positive
– ALK-Negative

• Aggressive Intestinal TCLs (Celiac Disease-Associated)
– Enteropathy Accociated T-Cell Lymphoma (EATL)
– Monomorphic Epitheliotrphic Intestinal T-Cell Lymphoma (MEITL)

PTCL-NOS

NCCN Clinical Practice Guidelines in Oncology, T-Cell Lymphomas, Version 2.2026



Angioimmunoblastic T-Cell 
Lymphoma (AITL)

• Derived from T follicular helper (TFH) 
cells
– Markers: PD1, CD10, BCL6, CXCL13, ICOS, 

SAP, CCR5
– T-Clonality is key!

• Recurrent Mutations: TET2, IDH2, 
DNMT3A, RHOA (G17V), CD28

• B-cell blasts (usually EBV+) may 
resemble HRS cells, may transform to 
B-cell lymphomas

• Common systemic symptoms, autoimmune 
cytopenias, skin involvement

Lunning and Vose, Blood, 2017



Moskowitz et al., Blood, 2022
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ECHELON-2: Five Year Results

Horwitz et al., Annals 
of Oncology, 2022



CD30-Negative PTCL Frontline Treatment
• CHOP or CHOP-like is standard frontline: CHOEP, 

dose-adjusted EPOCH

• Retrospective Data Suggested Benefit of Auto 
Consolidation and to Include Etoposide

EFS, Patients ≤ 60, n=144

Schmitz et al., Blood, 2010

Reimber et al., JCO, 2009





Haematologica, 2018
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Allogeneic transplant in rel/ref PTCL

• French data: 77 Patients (NOS, AITL, ALCL ALK+/-, others)

Le Gouill et al, JCO, 2008

• Dana Farber: 52 Patients (Nodal and skin)

Jacobsen et al, Ann Onc, 2011

• MSKCC: 34 Patients (All mature T and NK/T types)

Goldberg et al, Leukemia & Lymphoma, 2011



Rel/Ref PTCL: Transplant Eligible

• Salvage Chemo: 
– High-dose AraC containing plus platinum (DHAP/X, ESHAP/X)

– ICE (Ifosfamide, Carboplatin, Etoposide)

– Gemcitibine containing (GDP, GemOx)

• Single Agents (less used initially):
– Labeled in PTCL: Belinostat, Pralatrexate

– Off-Label: BV (in rel/ref), Duvelisib, Romidepsin (lost PTCL label)

Brink, et al., Blood Advances, 2024



Active Off-Label Combinations

Mehta-Shah et al., Am J Hematology, 2021

Falchi et al., Blood, 2021

Horwitz et al., Nature Medicine, 2024

Romi/Duve



Palliative/Non-Tranplant: Single Agents

Moskowitz et al., Blood, 2024
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CTCL: Mycosis Fungoides/Sezary Syndrome

• Named in the 1800s for mushroom-like growths from skin 
(i.e. tumor-stage skin disease)

• Multidisciplinary approach: Med-Onc, Derm, Pathology, 
Radiation Oncology

• Diagnosis: Skin biopsy with expert hemepath review
• Staging: Scans not mandatory at Dx, PET at progression
– Flow cytometry of peripheral blood, not “Sezary Count”

• B0<250, B1 250-1000, B2 > 1,000 clonal T cells matching skin/µL

• A lifelong disease, rarely if ever cured by allo transplant
• Avoid burning through treatment options early

Johnson et al., Skin Health and Disease, 2026; Stuver and Horwitz, Hematology, 2025



Stage I Mycosis Fungoides: Skin-Directed

• Stage IA: <10% body surface area
– Corticosteroids (triamcinolone, betamethasone for face)

– Mechlorethamine (nitrogen mustard, use with caution)

– Topical retinoids (Bexarotene)

– Imiquimod (off-label)

• Stage IB: ≥10% body surface area
– UV light therapy instead or in addition Patch-Stage MF

Sheern, Clinical and Experimental Dermatology, 2025



Medical Therapies: When to Use?

• Inadequate Response to Skin-Directed
– PO Methotrexate (first choice)

– Retinoids: PO Bexarotene

– IV: mogamulizumab, romidepsin, vorinostat

– Off-label: gemcitibine, liposomal doxorubicin, 
Interferon Alpha

• Nodal and/or visceral
– Single agents above

– Consider Multiagent Chemo if Allo-Eligible

• Non-Isolated Large-Cell Transformation (=PTCL?)

Plaque-Stage MF

Sheern, Clinical and Experimental Dermatology, 2025



Potential Roles for Radiation

• Unilesional Presentation

• Skin large-cell transformation (limited)

• Tumor-Stage Skin Disease

• Total-Skin Electon Beam (TSEB): Great but Short-Lived 
Responses
– Erythrodermic disease (stage III-IV)

– Consolidate Remission Pre-Allo

Tumor-Stage MF
Hoppe, Dermatologic Therapy, 2003
Schiavone, et al., Dermatology Reports, 2024



Sezary Syndrome: >1,000/µL

• Assess Transplant Eligibility

• Extracorporeal Photophoresis (ECP)
– Consider adding for any B+ disease

• Mogamulizumab

• Romidepsin

• Consider Multi-Agent Chemo/TSEB Conslidation pre-Allo
Erythrodermic MF/SS

Damaj et al., Bone Marrow Transplantation, 2025
Campbell, et al., British Journal of Haematology, 2024



Post-Thymic T-Cell Leukemias

• T-Cell Prolymphocytic Leukemia (T-PLL)
– May mimic CLL on a smear, T cells by flow

– Alemtuzumab +/- pentostatin (off-label)

– Refer for allo workup ASAP

• T-Cell Large Granular Leukemia (T-LGL)
– Check smear, flow, and NGS on blood (STAT3, STAT5B mutations)

– Indolent and may often be observed at diagnosis

– Treat for cytopenias. Neutropenia <500 most common reason

– PO MTX is first choice and needs time to work

– Subsequent line (off-Label): PO cyclophosphamide, cyclosporine

T-LGL

van Jan, Blood, 2024; Lamy, et al., Blood, 2017



Extranodal NK/T-Cell Lymphoma
• Increased incidence: Asia and South America
• Presentation in nasal/upper aerodigestive tract most common, 

others possible: skin, testes, GI tract
• EBV+ in tumor; Quant EBV in whole blood tracks tumor burden
• Diagnosis typically by ENT, Stage with PET
• Treatment: Concurrent or Sequential Chemo and RT is 

Required; Either Alone is Inadequate
• Unique combinations (e.g. mSMILE: Dexamethasone, MTX, Ifos., 

PEG-asparaginase, etoposide). Most include asparaginase.
• Auto consolidation: No clear role
• Relapsed/Refractory: Aggressive salvage and allo if possible

van Doesum et al., HemoSphere, 2021


