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Definition of Unfavorable early-stage Hodgkin lymphoma







St I/II U GHSG

standard 2 + 2 + 30 Gy IFRT   (n=548) VS 

PET guided (n=552) 2+2 > PET > DS 1-2  stop  

DS 3-5 INRT/ISRT

5y PFS 97.7% vs 95.9 (N.S.)  pre-defined non-inferiority 8%



1950 St  I-II  754 F vs 1196 U  according to EORTC

U  PET- 5-y PFS 92.1% 4 ABVD+ISRT  vs   89.6% 6 ABVD 

Noninferiority could not be demonstrated upper bound of 95% CI HR (2.50) exceeded the 

prespecified margin (2.10).

favorable (F) ePET-neg 10-y PFS 98.8% VS 85.4% (P < .0001) ABVD+INRT vs ABVD x 4 

unfavorable (U) ePET-neg 10-y PFS 91.4% vs 86.5% (value for non-inferiority not reached)

analyses performed in the ITT up to the safety amendment (n = 969)

U 20/ 22 relapses (91%) in the ABVD-only arm in previously involved nonirradiated sites



EORTC/LYSA/FIL H10 + GHSG HD16 + UK-RAPID + Picardi

19502267 pts (RT: n=1136, control: n=1131). 1513 F    754 U

1951F+U recurrence 4.7% RT vs 11.2% no-RT p<.004    

1952U 6.7% RT vs 12.0%  p 0.03

Improvement larger in F than in U > in-field recurr 1.4% vs 9.5% F   and   
4.3% vs 9.7%

no difference in OS, toxicity, or development of second malignancy



Controversies in the management of unfavorable early-stage HL

Front line systemic treatment + number of cycles > eBEACOPP vs ABVD > varies across

Institutions

Clinical risk factors (e.g. comorbidities, mediastinal bulky, disease site and extension)

Definition of PET negativity

Brentuximab and check point inhibitors

Modern RT techniques > impact on toxicity and SMN
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Controversies in the management of unfavorable early-stage HL

Clinical risk factors (e.g. comorbidities, mediastinal bulky, disease site and extension)

45 yo male non-bulky upper mediastinum 28 yo female bulky mediastinum



Controversies in the management of unfavorable early-stage HL

Definition of PET negativity

>  All patients in the RAPID, HD16, and HD17 trials with a 

DS 3 received CMT 

> CALGB 50604 inferior PFS of 77% in 22 patients with a 

DS 3 treated with CHT alone
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Controversies in the management of unfavorable early-stage HL

increased antracycline dose > risk of cardiotoxicity?



Patient tailored and patient centered treatment

GHSG HD 17

33 (10%) of 318 PET4-negative in standard CMT refused RT

7 (2%) of 333 PET4-negative in PET-guided requested RT



Case report

Female 29 yo

Bilateral neck swelling > CT scan + 

PET-SC 

Level IV-V bilateral (SUVmax 12.9) 

+ bilateral infraclavicular/retro-pectoral

(SUVmax 14.9) + mediastinal and 

cardiophrenic (SUVmax 13.3).

Level IV biopsy > NSCHL     negative 

bone marrow biopsy ESR = 52

Stage IIA unfavourable non-bulky

05/24 ABVD  >  PET 2  mediastinal

Deauville 3



Multidisciplinary management
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