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What is the goal of frontline therapy in Hodgkin lymphoma?

• To cure more patients
• Treatment needs to increase survival

• To limit long term toxicity
• Treatment must not decrease survival



Historically we had 2 approaches -

• Low-intensity first-line therapy (like ABVD) 

requires intensifying treatment for poor metabolic 
responders to improve lymphoma control 
• To possibly cure more patients. 

• High-intensity first-line therapy (like escBEACOPP) 

requires a reduction in treatment in good responders, with the 
aim of improving safety.
• To limit long term toxicity

• Need a PET-driven strategy to achieve this



Limited stage Hodgkin lymphoma –
RT or not?



Risk Factors for Early-Stage Hodgkin lymphoma

Nat Rev Clin Oncol 2012 Aug; 9(8): 450-459



The role of the interim PET in limited stage cHL to direct 
therapy

RAPID Trial (n=571; 2/3 favorable) –
PET negative – ABVD x3 versus ABVD x3 + IFRT
PET Positive – ABVD x4 + IFRT

EORTC/LYSA/FIL H10  Trial (n=754; EORTC favorable) –
Standard Arm – ABVD x3 + INRT
Experimental Arm – PET directed

PET negative – ABVD x 4
PET positive – ABVD x 2, escBEACOPP x 2, INRT

GHSG HD16 (n=1150; GHSG favorable) –
Standard Arm – ABVD x 2 + 20Gy IFRT
Experimental arm – PET directed

IFRT only if PET positive



RAPID trial of PET-directed therapy for early-stage 
Hodgkin's lymphoma 

Radford et al.  N Engl J Med. 2015 Apr 23;372(17):1598-607. 

PET negative –
ABVD x3 versus ABVD x3 + IFRT



André  et al. J Clin Oncol. 2017 Jun 1;35(16):1786-1794.

H10 Trial:  Progression-free survival of 1,059 early positron 
emission tomography–negative patients 

Standard Arm – ABVD x3 + INRT
Experimental Arm – PET directed

PET negative – ABVD x 4
PET positive – ABVD x 2, escBEACOPP x 2, INRT



PET-Guided Treatment in Early-Stage Favorable Hodgkin 
Lymphoma: HD16 Trial 

Fuchs et al. J Clin Oncol. 2019 Nov 1;37(31):2835-2845. 

Standard Arm – ABVD x 2 + 20Gy IFRT
Experimental arm – PET directed

IFRT only if PET positive



HD16: PET-2–neg and PET-2–pos patients assigned to receive 
RT: Does the DS cut point matter?

Fuchs et al. J Clin Oncol. 2019 Nov 1;37(31):2835-2845. 



Chohan KL, et al. Blood Adv. 2022 Jul 26;6(14):4241-4250.



Limited stage Hodgkin lymphoma – RT or not?

• PET-directed therapy is feasible and may impact therapy, but not as 
one may think –
• If PET2 is negative, omitting RT negatively impacts PFS

• If PET2 is positive, escalating therapy may improve outcome

My view –

• Simply omitting RT should be done with caution particularly in 
patients with bulky disease, poor prognostic features

• Consider proton beam, clinical trial adding novel agents



Advanced stage Hodgkin lymphoma –
BV(N)-AVD vs A(B)VD?



Advanced Disease

Age > 45 years
Stage IV
Male sex
White blood count > 15,000 cells/l
Lymphocyte count < 600 cells /l or <8%
Albumin < 4.0 g/dL
Hemoglobin < 10.5 g/dL

Hasenclever et al. NEJM 1998; 339: 1506-1514

Prognostic Factors in Hodgkin Lymphoma



Trotman et al. Lancet Haematol. 2021 Jan;8(1):e67-e79.

The role of PET scans in advanced stage cHL to direct therapy

Start low – switch to intense 
therapy if needed
Drop toxic drug if doing well

Start high – decrease number of 
cycles of intense therapy if 
doing well

Start high – switch to less intense 
therapy if doing well
Test whether PET approach impacts 
outcome



Treatment Guided by PET in Advanced Hodgkin Lymphoma: RATHL Trial

Johnson et al. N Engl J Med. 2016 Jun 23;374(25):2419-29.

My conclusions –

If you start with ABVD, you can 
drop the bleomycin if PET-2 
negative

Not clear that escalating 
therapy in PET-2 patients 
improves outcome

Luminari et al. ASH 2022; #315

PET-2 negative

PET-2 positive



Borchmann et al. Lancet. 2018 Dec 23;390(10114):2790-2802.

HD18: PFS and overall survival for patients with negative PET-2

My conclusions –

If you start with eBEACOPP, 
you can decrease to 4 cycles if 
PET-2 negative

8 cycles of escBEACOPP 
decreases survival compared 
to 4 cycles

Kreissl et al. Lancet Haematol. 2021 Jun;8(6):e398-e409.

4 cycles vs 6/8 cycles

4 cycles vs 6 cycles



Casasnovas et al. Lancet Oncol. 2019 Feb;20(2):202-215.

AHL2011: PFS and survival outcomes by treatment group

My conclusions –

If you start with 
escBEACOPP, you can 
switch to ABVD if PET-2 
negative

Whether based on ITT or 
per protocol, a PET-
directed treatment 
approach doesn’t actually 
impact survival. 

Casasnovas R, et al. J Clin Oncol. 2022 Apr 1;40(10):1091-1101.

Intent to Treat

Per Protocol



A PET-driven strategy definitely decreases toxicity – but it doesn’t really 
improve survival

Adding novel targeted agents to well-tolerated treatment combinations 
(like AVD) may achieve both low toxicity and improved outcome



Ansell SM et al. N Engl J Med. 2022 Jul 28;387(4):310-320.

Outcomes with Brentuximab Vedotin + AVD vs. ABVD in Stage III 
or IV Hodgkin's Lymphoma

PFS Overall Survival



Straus DJ, et al. Lancet Haematol. 2022 Feb;9(2):e91.

6-year OS favored 
A+AVD for both PET2-
negative patients 
(94.9% vs. 90.6) 
and PET2-positive 
patients (95% vs. 77%).

Ansell SM et al. N Engl J Med. 2022 Jul 28;387(4):310-320.

Outcome with Brentuximab Vedotin + AVD is improved vs. ABVD 
in both PET positive and PET-negative patients



BrECADD Proves Non-inferior to eBEACOPP in Advanced 
Classical Hodgkin Lymphoma (HD21 trial)

BrECADD - brentuximab vedotin, etoposide, cyclophosphamide, 
doxorubicin, dacarbazine, and dexamethasone

1500 patients, 749 were randomly assigned to eBEACOPP and 751 were 
assigned to BrECADD.

At a median follow-up of 40 months, the estimated 3-year PFS rate with 
BrECADD (n = 740) was 94.9% (99% CI, 92.8%-97.1%) vs 92.3% (99% CI, 
89.7%-94.9%) with eBEACOPP (n = 742) in the intention-to-treat (ITT) 
population (HR, 0.63; 99% CI, 0.37-1.07). 

The 1-year PFS rate with BrECADD was 97.5% (99% CI, 96%-99%). 

The estimated 3-year OS rate was 98.5% in both the BrECADD and 
eBEACOPP arms

Borchmann P, et al. Hematol Oncol. 2023;41(suppl 2):881-882. doi:10.1002/hon.3196_LBA5
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Nivolumab+AVD for Newly Diagnosed Advanced-Stage cHL

Herrera et al. J Clin Oncol 41, 2023 (suppl 17; abstr LBA4). 





Conclusions

• First-line N-AVD improved PFS compared to Bv-AVD in advanced 
stage Hodgkin lymphoma

• N-AVD was well-tolerated
• Few immune-related adverse events

• <1% received RT 

• Study included adolescent patients, demonstrating  that protocols 
could be harmonized across the pediatric-adult spectrum

• Issues to think about:
• Short follow-up

• How will those curves change over time?

• What will we do in the relapse setting? 

• Likely practice-changing 



Advanced stage Hodgkin lymphoma –
BV(N)-AVD vs A(B)VD?

• PET-directed therapy omitting bleomycin as per RATHL is feasible and 
impacts pulmonary toxicity of therapy 

• BV + AVD is associated with more neutropenia (requires growth factor 
administration) and more neuropathy

My take –

• It is hard to argue with a survival advantage for BV-AVD

• BV-AVD allows for a “set it and leave it” approach

• N-AVD may be better than BV-AVD 


