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Caso clinico

Matteo, 27 anni, non fumatore, operaio in cantiere navale.

Gennaio 2023: riscontro di linfadenopatia ascellare sinistra.
Non sintomi B.
VES 25 mm/h (v.n. < 20 mm/h)

Istologico: linfoma di Hodgkin classico, sclerosi nodulare

PET/TC:
Voluminose linfadenopatie in sede sovraclaveare sinistra, 
retropettorale e ascellare bilaterale (SUVmax 10.1), al mediastino 
superiore e anteriore, alla catena mammaria interna bilaterale; 
voluminosa tumefazione tra angolo cardio-frenico e sfondato 
costo-diaframmatico di sinistra

Stadio II A early unfavorable (per n°aree nodali), IPS 2 (sesso 
maschile, linfopenia) 



Quale terapia di prima linea (stadio IIA early unfavorable)?

a) 4x ABVD + 30 Gy

b) 6x A(B)VD

c) 2x eBEACOPP + 2x ABVD

d) Ne discuto con il radioterapista



Caso clinico

à Caso discusso con radioterapista: campi molto estesi, rischio di tossicità a breve e lungo termine

ABVD x2 cicli à PET-2: DS 3 à AVD x 4 cicli: DS 2

Residua captazione in sede 
ascellare sinistra, con SUV inferiore 
a quello epatico (3.1 vs 3.4)

Captazione in sede ascellare 
sinistra, SUV inferiore a quello 
mediastinico (2 vs 2.3)



Risk groups

Risk factor/stage IA/B IIA IIB IIIA/B IVA/B

None Early Favorable

Advanced

>3 nodal areas

Early Unfavorable
↑ ESR

Age ≥ 50

Bulky mediastinal
mass

Risk factor/stage I A/B IIA IIB III A/B IV A/B

None Favorable

Advanced

>2 nodal areas
Unfavorable

↑ ESR

Extranodal disease

Bulky mediastinal 
mass

EORTC GHSG

ESR > 50mm/h for asymptomatic patients, > 30 mm/h for patients with B-symptoms

Bulky mediastinal mass: at least one third of the maximum thorax diameter

Eichenauer et al,  Ann Oncol, 2018



EARLY UNFAVORABLE

Eich T et al, JCO 2010

HD11 1395 patients, early unf cHL

• No difference between
BEACOPP and ABVD when
followed by 30 Gy of IFRT

• Inferiority of ABDV + 20 
Gy IFRT

• Treatment-related toxicity
more frequent in 
BEACOPP arms

«BEACOPP did not significantly improve outcome in early
unfavorable cHL»

«Four cycles of ABVD should be followed by 30 Gy IFRT»



EARLY UNFAVORABLE

Gillessen S et al, Lancet Haematol 2021 Borchmann P et al. Lancet Oncology 2021

HD17: omission of RT if
PETneg after «2+2»HD14: no differences in OS



EARLY UNFAVORABLE

CALGB 50801trial Alliance
94 patients with bulky disease

Sparing radiotherapy in PET-negative patients

LaCasce AS et al, JCO 2023



Eyre TA et al, Ann Oncol 2025

Early fav

Early unfav
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Early unfav

Early fav



Caso clinico

Giulia, 24 anni, asma cronico in terapia al bisogno, ovaio policistico.

Gennaio 2022: accesso in PS per tachicardia e febbre serotina.
TC torace: massa bulky mediastinica (11x12 cm), interessamento del polmone a 
sinistra e multiple linfadenopatie mediastiniche.

VES 120 mm/h; PCR 125 mg/L; piastrine 638.000/mmc, leucociti 9.420/mmc, 
neutrofili 8.790/mmc, linfociti 560/mmc.

PET/TC: positiva a livello della nota massa mediastinica, che si estende al polmone 
di sinistra (SUV 10.4), con interessamento dei settori basali del lobo superiore, 
lingula e settori apicali del lobo inferiore; linfadenopatie in sede mediastinica, 
para-tracheale, para-esofagea, sfondato costo-diaframmatico a sinistra.

Stadio IVB, GHSG avanzato, IPS 3 (stadio, ipoalbuminemia, linfopenia) 

Biopsia massa mediastinica: linfoma di Hodgkin classico, sclerosi nodulare



Quale terapia di prima linea (stadio IVB GHSG advanced)? 

a) A(B)VD

b) BV-AVD

c) eBEACOPP

d) Vorrei poter utilizzare uno schema «nuovo» tipo BrECADD o Nivo-AVD



Caso clinico

Sofia, 24 anni cHL sclerosi nodulare, stadio IVB, GHSG avanzato, IPS 2 (stadio, ipoalbuminemia) 

BV-AVD x2 cicli à PET-2: DS 4 à BV-AVD x 4 cicli: DS 3

Tessuto in sede mediastinica anteriore con 
gradiente metabolico superiore a quello 
epatico (SUV 3.4 vs 3.1)

Tessuto in sede mediastinica anteriore con 
gradiente metabolico inferiore a quello 
epatico (SUV 2.9 vs 3.2)



ADVANCED ECHELON-1

Ansell S, ASCO 2024, poster presentation

7-years probability of PFS

OS rate: BV+AVD 93.5% vs ABVD 88.8%; 
HR 0.617 (95% CI: 0.423–0.899); P=0.011 

n engl j med 387;4 nejm.org July 28, 2022314

T h e  n e w  e ngl a nd  j o u r na l  o f  m e dic i n e

6-year overall survival estimates were 93.9% 
(95% CI, 91.6 to 95.5) in the A+AVD group and 
89.4% (95% CI, 86.6 to 91.7) in the ABVD group.

Overall survival was examined in prespecified 
subgroups (Fig. 2 and Table S3). We observed 
more favorable estimates of the treatment effect 
with A+AVD than with ABVD among patients 
younger than 60 years of age, among those with 
stage IV disease, among those in the high-risk 

IPS subgroup, and among those in North Amer-
ica. We observed less favorable estimates of the 
treatment effect with A+AVD than with ABVD 
among patients 60 years of age or older, among 
women, and among patients in the low-risk IPS 
subgroup.

In a multivariate analysis that included simul-
taneous adjustment for demographic and base-
line disease characteristics, we found that the 

Figure 2. Overall Survival in Prespecified Subgroups (Intention-to-Treat Population).

The geographic region of the Americas was defined as Brazil, Canada, and the United States, and North America 
was defined as Canada and the United States. International Prognostic Score (IPS) risk groups were characterized 
with the use of a 7-point scoring system, with 1 point for the presence of each poor prognostic factor (0 or 1 [low],  
2 or 3 [intermediate], vs. ≥4 [high]) and with higher scores indicating a poorer prognosis. B symptoms were defined 
as weight loss, night sweats, and fever. Eastern Cooperative Oncology Group (ECOG) performance-status scores 
are assessed on a 5-point scale, with higher scores indicating greater disability. The dashed vertical line indicates 
the treatment effect in the overall trial population. The arrow related to the hazard ratio in the Asia subgroup indi-
cates that the 95% confidence interval extends outside the graphed area.
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ADVANCED

Herrera A, NEJM 2024
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Nivolumab(N)-AVD Improves Progression-Free Survival Compared to 
Brentuximab Vedotin(BV)-AVD in Advanced Stage (AS) Classic Hodgkin 
Lymphoma (HL): Results of SWOG S1826
Herrera et al.

EOT RT
(residual FDG-avid lesions)

SWOG S1826



ADVANCED

Herrera A, NEJM 2024

SWOG S1826

Higher PFS with Nivo-AVD
No differences in overall survival

PFS benefit across all subgroups: Age, IPS, Stage, B-symptoms

PFS in patients aged 18-60 yrs



ADVANCED HD21

Borchmann P, Lancet 2024

Co-primary objectives:
- Demonstrate superior tolerability defined by treatment-related morbidity (TRMB) with BrECADD.
- Demonstrate non-inferior efficacy of 4-6 x BrECADD compared with 4-6 x BEACOPP determined 

by PFS (NI margin 6%, HR to be excluded 1.69)

• Introducing Brentuximab vedotin, omitting Bleomycin
(pulmonary toxicity) and Vincristin (neuropathy)

• Replacing Procarbazine with less geno-/gonadotoxic
Dacarbazine

• Replacing 14 days of Prednisone to 4 days of 
Dexamethasone

From BEACOPP to BrECADD



ADVANCED HD21
PFS

4-year-estimated
• BrECADD 94.3% (92.6-96.1)
• eBEACOPP 90.9% (88.7-93.1)

Borchmann P, Lancet 2024

Higher relative dose intensity and patients
able to receive full dose level
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