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Abstract

The NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines) for Hodgkin lymphoma provide expert, multidisciplinary recom-
mendations for the diagnosis and treatment of Hodgkin lymphoma. The panel convenes annually to update recommendations based on a
review of recently published clinical trials. This selection from the NCCN Guidelines for Hodgkin Lymphoma focuses on the management

of newly diagnosed and relapsed/refractory classic Hodgkin lymphoma in adults aged 18 to 60 years.

Overview

Hodgkin lymphoma (HL) is an uncommon malignancy of B-cell
origin. Most patients are diagnosed between ages 15 and 30 years,
followed by another peak in adults aged =55 years. In 2025, an es-
timated 8,720 people will be diagnosed with HL in the United
States and 1,150 people will die of the disease.' The WHO classifi-
cation divides HL into 2 main types: classic HL (CHL) and nodular
lymphocyte-predominant HL. (NLPHL), also known as nodular
lymphocyte predominant B-cell lymphoma (NLPBL).** In West-
ern countries, CHL accounts for 95% and NLPHL accounts for
5% of all HL.*

CHL is divided into 4 subtypes: nodular sclerosis CHL; mixed
cellularity CHL; lymphocyte-depleted CHL; and lymphocyte-rich
CHL. CHL is characterized by the presence of Reed-Sternberg
cells in an inflammatory background, whereas NLPHL lacks
Reed-Sternberg cells but is characterized by the presence of
lymphocytic-histiocytic cells, sometimes termed popcorn cells.

The past few decades have seen significant progress in the
management of HL, in large part due to the advent of more ef-
fective treatment options, including novel therapies such as
immune checkpoint inhibitors (CPIs). HL is among the most
curable of malignancies with modern treatments, and newly
diagnosed HL has a very high likelihood of being cured with
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appropriate management. In fact, cure rates for HL have in-
creased so markedly that overriding treatment considerations
often relate to long-term toxicity. Clinical trials still emphasize
improvement in cure rates for patients with advanced disease,
but the potential long-term effects of treatment remain an
important consideration.

Management of CHL in Adults Aged 18 to

60 Years

Patients are divided into the following groups after initial diagno-
sis and workup:

e Stage [-II
e Stage III-IV

Patients with stage I-1I are further classified into the follow-
ing subgroups depending on the presence or absence of NCCN
unfavorable factors (Figure 1):

e Stage IA-TIA (favorable with non-bulky disease)
e Stage I-II (unfavorable with B symptoms, bulky mediasti-
nal disease, or >10 cm adenopathy)
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NCCN GUIDELINES®

Hodgkin Lymphoma, Version 1.2026

NCCN CATEGORIES OF EVIDENCE AND CONSENSUS

Category 1: Based upon high-level evidence (=1 randomized phase 3 trials
or high-quality, robust meta-analyses), there is uniform NCCN consensus
(=85% support of the Panel) that the intervention is appropriate.

Category 2A: Based upon lower-level evidence, there is uniform NCCN
consensus (=85% support of the Panel) that the intervention is appropriate.
Category 2B: Based upon lower-level evidence, there is NCCN consensus
(=50%, but <85% support of the Panel) that the intervention is appropriate.
Category 3: Based upon any level of evidence, there is major NCCN
disagreement that the intervention is appropriate.

All recommendations are category 2A unless otherwise indicated.

siveness and broad representative enrollment.

PLEASE NOTE

NCCN recognizes the importance of clinical trials and encourages participation when applicable and available. Trials should be designed to maximize inclu-

The NCCN Guidelines® are a statement of evidence and consensus of the authors regarding their views of currently accepted approaches to treatment. Any clinician
seeking to apply or consult the NCCN Guidelines® is expected to use independent medical judgment in the context of individual clinical circumstances to determine
any patient's care or treatment. The National Comprehensive Cancer Network® (NCCN®) makes no representations or warranties of any kind regarding their content,
use, or application and disclaims any responsibility for their application or use in any way.

NCCN CATEGORIES OF PREFERENCE

Preferred: Interventions that are based on superior efficacy,

safety, and evidence; and, when appropriate, affordability.

Other: Other interventions that may be somewhat less efficacious,

more toxic, or based on less mature data; or significantly less affordable

for similar outcomes.

Useful in certain: Other interventions that may be used for selected patient
populations (defined with recommendation).

All recommendations are considered appropriate.

The standard treatment of early-stage CHL is with either
combined modality therapy (CMT) or chemotherapy alone.
Selection of CMT or chemotherapy alone should be based on
patient age, sex, family history of cancer or cardiac disease, co-
morbid conditions, and sites of involvement. CMT provides
for a better progression-free survival (PFS)/freedom from pro-
gression. There was no difference in overall survival (OS) in
prospective randomized trials, but these studies were not
powered to detect an OS benefit. All patients will benefit from

multidisciplinary team (including radiation oncology) input be-
fore final treatment decisions. Chemotherapy alone may be pre-
ferred for individuals assigned female at birth with intact breast
tissue who are <30 years where recommended RT dose-volume
histogram constraints for breast tissue are exceeded, if cardiac
constraints cannot be met, or in the presence of high-risk comor-
bidities. Alternatively, CMT may be preferred if the doxorubicin
dose would exceed 200 mg/m? provided that breast and cardiac
radiation constraints can be met.

UNFAVORABLE RISK FACTORS
Unfavorable Risk Factors for Stage I-1l Hodgkin Lymphoma

Risk Factor GHSG EORTC NCCN

Age 250 mm/hr

ESR and B symptoms 250 mm/hr if A; 230 mm/hr if B | 250 mm/hr if A; 230 mm/hr if B | 250 mm/hr or any B symptoms
Mediastinal mass" MMR >0.33 MTR >0.35 MMR >0.33

# Nodal regions >3 24" 24

E lesion any

Bulky" >10 cm

GHSG = German Hodgkin Study Group
EORTC = European Organization for
Research and Treatment of Cancer

MMR = Mediastinal mass ratio, maximum width of mass/maximum intrathoracic diameter
as measured on chest radiograph (CXR)

MTR = Mediastinal thoracic ratio, maximum width of mediastinal mass/intrathoracic
diameter at T5-6 as measured on CXR

International Prognostic Score (IPS) 1 point per factor
(advanced disease)

« Albumin <4 g/dL

* Hemoglobin <10.5 g/dL

* Male

* Age 245 years

» Stage IV disease

* Leukocytosis (white blood cell count 215,000/mm?)

* Lymphocytopenia (lymphocyte count <8% of white blood cell
count, and/or lymphocyte count <600/mm?)

tFrom: Hasenclever D, Diehl V. A prognostic score for advanced Hodgkin’s disease. International
Prognostic Factors Project on Advanced Hodgkin’s Disease. N Engl J Med 1998;339:1506-
1514. Copyright © 1998 Massachusetts Medical Society. Adapted with permission.
" Note that the EORTC includes the infraclavicular/subpectoral area with the axilla while the GHSG includes it with the cervical. Both EORTC and GHSG combine the
mediastinum and bilateral hila as a single region.
" The definition of mediastinal bulk is best assessed with a standard CXR, as practice-changing studies utilized this staging modality. If a staging CXR is not obtained,
disease bulk can also be assessed with CT. In this scenario, a single mass or nodal conglomerate measuring (in any direction) >1/3 the maximum transverse diameter
of the chest, or any tumor mass or nodal conglomerate >10 cm (also measured in any direction) should be considered "bulky."

Continued
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HODG-3

Figure 1. HODG-3. NCCN Clinical Practice Guidelines in Oncology for Hodgkin Lymphoma, Version 1.2026.
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