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Outcomes for patients with cHL continue to improve over time

https://seer.cancer.gov/statfacts/html/hodg.html



Advanced-stage HL: N-AVD 

versus BrECADD



Schema S1826:  N-AVD vs BV-AVD

Herrera et al.  NEJM 2024.



Nivolumab dosing/schedule

Nivolumab:     240 mg day 1,15

Doxorubicin:    25 mg/m2 day 1,15

Vinblastine     6 mg/m2 day 1,15

Dacarbazine:    375 mg/m2 day 1,15

    

Cycle length = 28 days



HD21: BEACOPP vs BrECADD

Borchmann et al. Lancet Onc 2024.

Co-primary endpoints:
Superiority for treatment     

related morbidity
Non-inferiority for efficacy



BrECADD dosing/schedule

Brentuximab vedotin:    1.8 mg/kg day 0

Etoposide:      150 mg/m2 days 1-3

Cyclophosphamide:    1250 mg/m2 days 1

Doxorubicin:    40 mg/m2 day 1

Dacarbazine:    250 mg/m2 day 2-3

Dexamethasone:    40 mg days 1-4

Cycle length = 21 days



36% of patients required 6 cycles of BrECADD



Patient populationsN-AVD BrECADD



 Efficacy

N-AVD BrECADD

2 yr PFS 92% 4 yr PFS 94%



Patients > age 60

N-AVD BrECADD

2 year PFS 88%



Patients age 12-17

N-AVD BrECADD

2-year PFS 95%



Radiotherapy

N-AVD BrECADD

15% 

<1% 



acute toxicity
N-AVD BrECADD

PRBC 
transfusion

platelet 
transfusion

febrile 
neutropenia

24%

17%

28%

Gr 4:1%

6%

Gr 3:6%

29% 39%sensory PN

steroid 
toxicity +

immune
toxicity

11% d/c nivo 0%



Late effects
N-AVD BrECADD

Higher dose of 
doxorubicin

? impact of 
dexrazoxane

More RT, possibly 
mediastinal

Low risk
Higher  risk, especially 
if 6 cycles of therapy

Low risk Higher  risk, especially 
if 6 cycles of therapy

Low risk
Except 

thyroiditis

No risk

Similar risk Similar risk

cardiac

fertility

myelotoxicity

Immune
toxicity

neuropathy



Age > 60

Age 12-17 Age 18-60

Nivo-AVD has rapidly become the standard of care 
for advanced stage HL in the US

Herrera et al.  NEJM 2024.



BV-nivo-doxorubicin-dacarbazine: small study but 
with some recurrences after 12 months

18
Lee  et al. Blood 2025



Summary of N-AVD vs BrECADD: 
personalize to the patient

N-AVD with excellent PFS and less toxicity than BrECADD.

N-AVD with relatively short follow-up and more time necessary 
to ensure remissions are durable.

BrECADD with the best efficacy of any regimen in advanced 
stage cHL.



Moving forward

Heger et al. JCO 2024.

Inflammatory/immune escape and viral driven 
HL may be particularly well suited to PD-1 

based combinations

CT DNA may allow for the administration of 
less chemotherapy

Alig et al. Nature  2024.



Early-stage HL: improving 
outcomes/limiting late toxicity



Armitage. NEJM 2010.

Competing risks in early stage 
Hodgkin lymphoma 

Risk of relapse Late Toxicity



RT related late effects

  Secondary cancer:
Breast cancer  <30

Lung 
GI

Sarcoma 
Thyroid

  Secondary cancer:
 Long latency

Increasing risk over 
time

Relates to dose and 
field

 

  Cardiovascular 
disease:

CAD
Valvular

Pericardial
Conduction

 



Evolution of radiotherapy techniques 
over time

Bergom et al. JACC: Cardiooncology 2021.



Early-stage HL therapy

Current standard of 
care

Recent advances On-going 

ABVD chemotherapy
PET adapted/

individualized use of 
RT

Many phase 2 studies 
with encouraging PFS 

with less RT

Randomized study to 
assess impact of BV 
and PD-1 inhibitors



EORTC H10: Testing PET adapted therapy in 
early-stage Hodgkin lymphoma

Andre et al. JCO  2017.

Risk factors:

LMA (> 1/3 max intrathoracic 

diameter)

Age > 50

ESR > 50 without B sx

ESR > 30 with B sx

> 3 lymph node groups



Long term follow-up of PET 2 negative patients

Federico et al. JCO 2023.

Positive PET = Deauville 3-5
81% of patients PET2 negative

10 yr PFS 99% vs 85% 10 yr PFS 91% vs 87%



Long term follow-up of PET 2 positive patients

Federico et al.  JCO 2023.

Positive PET = Deauville 3-5
19% of patients PET2 positive

10 yr PFS 80% vs 85%



Nivolumab + AVD (concurrent and sequential) in early 
unfavorable HL very promising though all patients received RT

Brocklemann et al.  JCO 2022.

Randomized phase 2
A: 4 x N-AVD
B: 4 x N
     2 x N-AVD
     2 x AVD

30 Gy 
ISRT



Updated Analysis of Brentuximab Vedotin, Nivolumab, 
Doxorubicin, and Dacarbazine for Nonbulky, Early-Stage CHL

Abramson et al. ASH 2024

• 98% of patients received 4 cycles 
of treatment

• Six patients (4%) received 
subsequent treatment, 2 of 
whom received consolidative 
radiotherapy

PFS



A Randomized Phase 2 Study Incorporating Nivolumab and Brentuximab 
Vedotin into Radiation-Free Treatment of Early Stage CHL

LaCasce et al. ASH 2024





Future directions in cHL

Brockelmann . Nature Reviews Clinic Onc 2025



The vast majority of 
will experience 

long term disease 
control after front-

line therapy

Balancing efficacy vs late 
toxicity key for individual 

patients

Incorporating novel 
agents (where 

approved/available) 
standard in advanced 

stage disease 

Novel agents remain 
experimental in early- 

stage cHL

ctDNA may allow 
for improved risk 

adapted 
approaches

Summary
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