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BHS initiatives for young hematologist

• Cantera: lymphoma seminar in Barcelona 

25-28 april 2023 (Dr Hanne MASSA)

• ESH 

• Partners supported initiatives



Absolute excess of risk of second cancer

Schaapveld M, NEJM, 2015



1L: Cure…

2L: Cure!

3L: Cure?

Treatment of HL

15%

50%



Our need

The Hodgkin lymphoma clinicians are very active

Early stage : Rapid, H10 and HD16-17, BREACH

Advanced stage: Rathl, AHL2011, HD18 and Echelon 1

Relapse: Aethera

Brentuximab Vedotin and check point inhibitors



How do we try to adapt
our guidelines to the
emergence of PET
adapted therapy, BV
and CPI?

My task
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• Localized

– CMT remains a SOC in PET2 neg but…

– PET2+ (DS 4 or 5) : BEACOPPesc

– Intermediate: 2 BEACOPPesc + 2 ABVD

• Advanced:

– ABVD or BEACOPPesc (PET2 adapted)

– BV-AVD for stage IV only (01/05/2023)

• Relapses: ASCT and BV maintenance

• CPI after BV (and ASCT)

Main messages 



• Initial work-up and Fup

• First-line treatment
• Localised

• Advanced

• Relapses

Preview



• Biopsy

• Blood count, serologies, βHCG, PET CT

• Echocardiography, pulmonary function test

• Reproductive counselling

• Early PET and EOT PET

• NO fup PET in asymptomatic patients

HL work-up 



RISK FACTORS ACCORDING TO COOPERATIVE 

TREATMENT GROUPS

EORTC-LYSA GHSG

Risk factors (RF) A - mediastinal mass A - mediastinal mass

B - Age  50yr B - Extra nodal site E

C - ESR  50 C - ESR  50

D -  4 nod.areas D -  3 nod.areas

E - B + ESR > 30

Stage:

Favorable (F) I – II without RF I – II without RF                                          

Unfavorable (UF) I – II with 1 or + RF I – IIA with 1 or + RF                                 

Or intermediate II B with C/D without A/B



In GHSG, IIB with bulky

mediastinum is considered

and treated as advanced

disease.



• Initial work-up and Fup

• First-line treatment
• Localised

• Advanced

• Relapses

Preview



Five-point scale

(Deauville scale)

1) no uptake

2) uptake ≤ mediastinum

3) uptake > mediastinum but ≤ liver

4) uptake > liver at any site

5) uptake > liver ± new sites of disease

Meignan, et al., Leuk Lymphoma 2009

Barrington, et al., Eur J Nucl Med Mol Imaging 2010

Meignan, Eur J Nucl Med Mol Imaging 2010

Negative

Positive



Initial treatment: ABVD x 3

Re-assessment: if response, PET scan performed

4th cycle ABVD then IFRT Randomisation

30 Gy IFRT No further 

treatment

PET +ve PET -ve

UK NCRI RAPID trial in early favorable HL

NEVER use G-CSF after ABVD !



Progression-free Survival.

On the basis of a maximum 

allowable difference of 7 

percentage points, this study did

not show noninferiority of the 

strategy of no further treatment
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favorable group unfavorable group 

Non-inferiority is concluded if the upper bound of the 95% confidence interval for the estimated hazard 

ratio does not exceed the non-inferiority margin.

F group: HR < 3.20 

U group: HR < 2.10 (upper bound is 2.50)

M. André, JCO, 2017 



H10: PET positive

HR: Hazard Ratio BEACOPPesc vs. ABVD 

*: Alpha=0.037 is the significance level to be used at the final 
analysis as alpha=0.018 has already been spent at the IA

M. André, JCO, 2017 



L. Fornecker, JCO, 2023 

BREACH: BV-AVD first line 



• First-line treatment
• Localised

• Advanced

• Relapses

Preview



Advanced HL 

• Advanced stage HL is usually treated with chemotherapy 

alone. Additional RT is confined to patients with residual 

disease after chemotherapy. 

• Patients up to 60 years are treated with either 2ABVD + 4 

AVD or  2 BEACOPPes + 4 ABVD, or 4 BEACOPPesc.

• BV-AVD will be available in Belgium for stage IV only on 

01/05/2023



P. Johnson, NEJM, 2016 



p = 0.68 ; HR = 1.084 (95%CI: 0.73  - 1.59)

4y-PFS = 87.4% ; 5y-PFS = 86.2%

4y-PFS = 87.1% ; 5y-PFS = 85.7%

O. Casasnovas, Lancet Oncol, 2018 



2 x eBEACOPP

FDG-PET-2 positive:

End of therapy AND residual disease ≥ 2.5 cm AND positive PET: RT 

4-6

eBEACOPP

2x

eBEACOPP

FDG-PET-2 negative:

Arm C Arm D

centrally reviewed PET/CT

Final analysis of the GHSG HD18 trial

Does metabolic response determined by PET after two cycles (PET-2) allow 
adaption of treatment intensity?

The GHSG HD18 study

PET-guided therapy of advanced-stage HL

P. Borchmann, Lancet, 2017 



504 458 419 342 273 181

501 460 423 341 273 202

Pts. at risk
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PET-, 4x eBEACOPPPET-, 8/6x eBEACOPP

3-year estimate [95%CI] 5-year estimate [95%CI]

8/6x eBEACOPP 92.3% [89.8-94.8] 91.2% [88.5-94.0]

4x eBEACOPP 94.8% [92.8-96-8] 91.8% [89.0-94.6]

Difference +2.5% [-0.7-+5.7] +0.6% [-3.3-+4.5]

Hazard Ratio 0.88 [0.57 to 1.36]
Median observation time 53 months

HD18 for PET-2-negative patients

Progression-free survival

Margin for inferiority of -6% can be safely excluded

Final analysis of the GHSG HD18 trial P. Borchmann, Lancet, 2017 



504 476 438 363 298 207

501 479 459 370 292 227

Pts. at risk
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PET-, 4x eBEACOPPPET-, 8/6x eBEACOPP

3-year estimate [95%CI] 5-year estimate [95%CI]

8/6x eBEACOPP: 95.9% [94.1-97-7] 95.4% [93.4-97.3]

4x eBEACOPP: 98.7% [97.6-99.7] 97.6% [96.0-99.2]

difference: +2.7 [+0.6-+4.8] +2.2% [-0.3-+4.7]

Hazard Ratio 0.36 [0.17 to 0.76], 

log-rank test p=0.006
Median observation time 56 months

HD18 for PET-2-negative patients

Overall survival

Final analysis of the GHSG HD18 trial P. Borchmann, Lancet, 2017 



• Inclusion criteria

– cHL stage III or IV

– ECOG PS 0, 1 or 2

– Age ≥18 years 

– Measurable disease

– Adequate liver and renal 

function

ECHELON-1: Open-label, randomized, phase 3 study 

of A+AVD versus ABVD in patients with newly 

diagnosed advanced cHL

218 study sites in 21 countries
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Follow-up

Every 3 

months for 

36 months, 

then every 

6 months 

until study 

closure

End-of-Cycle-2 PET scan
• Deauville 5; could receive alternate 

therapy per physician’s choice (not 

a modified PFS event)

Connors JM, NEJM, 2017



Modified PFS per independent review

Time

A+AVD 

(95% CI)

ABVD

(95% CI)

2-year 82.1 

(78.7–85.0)

77.2 

(73.7–80.4)

Median follow-up (range): 24.9 months 

(0.0–49.3)

Category

A+AVD

N=117

ABVD

N=146

Progression 90 102

Death 18 22
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No. of patients at risk:

A+AVD

ABVD

HR 0.77 (95% CI: 0.60–0.98)

Log-rank test p-value: 0.035
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0.9 
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Modified PFS estimates

Number of events

ABVD

Connors JM, NEJM, 2017





• First-line treatment
• Localised

• Advanced

• Relapses

Preview



Relapsing HL 

• For most patients with refractory or relapsed HL, the 

treatment of choice consists of high-dose 

chemotherapy followed by autologous stem cell 

transplantation (ASCT) II, A.

• Consolidating treatment with the antibody-drug 

conjugate brentuximab vedotin was shown to improve 

the tumor control in high-risk patients receiving high-

dose chemotherapy and ASCT II, B.



AETHERA: phase 3 trial of brentuximab vedotin vs placebo 

in relapsed or refractory HL pts at risk of relapse post ASCT  

34

Dose and schedule: Pts were randomized 1:1 to receive 16 21-day cycles of brentuximab 

vedotin 1.8 mg/kg IV day 1 or placebo

• Pts who progressed on placebo could receive brentuximab vedotin in another trial

Objectives: Primary: PFS per IRF; Secondary: OS, safety/tolerability

Moskowitz CH. Lancet 2015



AETHERA: Updated PFS

Sweetenham J, et al. Blood.2015;126: Abstract 3172S



• Nivolumab:

• After BV and ASCT

• Pembrolizumab

• After BV and ASCT

• After 2 lines (ASCT not mandatory)

Anti PD1 



• The treatment of HL has become PET adapted:

• Localised: PET2 neg: ABVD +RT but….

• Localised: PET2 +: go to BEACOPPesc

• Intermediate: 2 BEACOPPesc + 2 ABVD

• Advanced:

• 4 BEACOPPesc, 2 BEACOPPesc +4 ABVD, 6

A(B)VD, 6 BV-AVD

• New drugs (BV and CPI) are available for relapses…that

are becoming very unfrequent.

Conclusions 



Breast implant associated

anaplastic large cell lymphoma

Belgian registry: marc.andre@chuuclnamur.uclouvain.be
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