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Relapsed/Refractory cHL

ASCT ELIGIBLE ASCT INELIGIBLE

2° LINE CHEMO 2° LINE CHEMO

ASCT ANTI-PD1 or BV

DISCRASIA TRA ATTUALE
SCENARIO TERAPEUTICO E 
POSSIBILITA’ PRESCRITTIVA

Current treatment landscape in Italy



Chemorefractory 
to pre-ASCT 

salvage therapy

Primary refractory 
Early Relapse

> 2 prior 
salvage 

regimens 

B symptoms; Bulky; Age> 40 yrs 
Extranodal; Stage III/IV; Anemia

Residual 
disease at 

ASCT
(PET positive)

Risk factors for ASCT outcomes

Primary refractory disease: PD during front-line CT or ≤ 3 mos after end of CT; PET positive (DS score 4 or 5) at the end 
of first-line CT  
Early relapse: Relapse after > 3 months but < 12 months after enf of first-line CT



 

3-year PFS and OS after ASCT 
 
 

•Median follow-up: 
42 months

 (range, 24 to 66)

73.8%

89.4%

HD-CT and ASCT as first salvage treatment in 220 patients with R/R Hodgkin Lymphoma in 
the era of PET-adapted strategy 

3-year PFS and OS after ASCT

Viviani S et al. Leuk Lymphoma 2024;65:460-471

3-year PFS according to status at ASCT

41%

61%

81%
80%

59%

3-year PFS by PET-2 status at front-
line treatment



How to Enhance First Salvage Strategies?

• 20% to 30% of pts with Hodgkin lymphoma are refractory to or relapse after 
first-line treatment 

• Standard salvage (second-line) regimens such as ICE/DHAP/GDP/IGEV/
BeGEV  have high response rates but are associated with significant 
toxicities

Salvage Regimen Pts, n ORR, % CR, % Post-ASCT PFS, 
%

Post-ASCT OS,  
%

ICE1 65 88 26 68 (4-yr) 83 (4-yr)
DHAP2 102 88 21 69 (3-yr) 85 (3-yr)
ESHAP3 82 67 50 56 months 73 (5-yr)
GVD4 91 70 19 EFS: 52 (4-yr) 70 (4-yr)
GDP5 34 62 9 74 (1.5-yr) 91 (1.5 -yr)
IGEV6 91 81 54 53 (3-yr) 70 (3-yr)
BeGEV7 59 83 75 59 (5 yr) 78 (5 yr)

1.Moskowitz CH, Blood. 2001;97:616 
2.Josting A, Ann Oncol. 2002;13:1628 
3.Labrador J, Ann Hematol. 2014;93:1745 
4.Bartlett NL, Ann Oncol. 2007;18:1071

5.Kuruvilla J, Cancer. 2006;106:353	
6. Santoro A, Haematologica. 2007;92:35	
7. Santoro A,  Clin Oncol. 2016;34:3293



Brentuximab Vedotin ±  Chemotherapy Regimens

Salvage Regimen Pts, n ORR, % CR, % PFS, % OS,%

BV->ICE1 65 88 83 82 (2yr) 95 (2yr)
BV-Benda2 54 96 83 63 94
BV-ESHAP3 66 91 70 71 90
BV-DHAP4 52 90 82 78 96
BV->ICE/GVD5 57 70 65 67 93
BV-IGEV6 28 81 70 73 87

1.Moskowitz AJ,  Blood. 2017;130:2196 
2. LaCasce AS, Blood. 2018;132:40 
3. Garcia-Sanz R, Ann Oncol. 2019;30:612

4.Kersten MJ, Haematologica. 2021;106:1129 
5. Herrera AF, Ann Oncol. 2018;29:724 
6. Abuelgasim KA, Bone Marrow Transplant. 2019;54:1168



BV-ESHAP significantly increases the CMR vs ESHAP in R/R cHL.  
Final Results of the BRESELIBET trial 

BV-ESHAP x 3 vs ESHAP x 3, followed by BV consolidation in those
 who attained a CMR x 13-16 doses in both arms

N=160 pts; 36% primary refractory, 
                     52% stage III-IV

CMR 68.4% in BV-ESHAP vs 48% 
in ESHAP
           (P=0.011)

2-y PFS 74.3%

80 pts consolidated with BV
(65% dose delay or modification,
38.5% delay and modification);
14 relapsed during BV, 2 during FU

BV consolidation might eventually 
substitute ASCT in pts who achieve 
CMR

Sureda A et al, T104, ISHL 2024



Checkpoint inhibitors ± Brentuximab Vedotin ± Chemotherapy 

Salvage Regimen Pts, n ORR, % CR, % PFS, % OS,%

BV + Nivolumab1 91 85 67 77 (3-yr) 91 (3-yr)
Pembrolizumab+ GVD2 39 100 95 96 (30 mos)* 100 (1-yr)
N-ICE (Nivo alone or 
+ICE)3 43 93 91 72 (2-yr) 95 (2-yr)

Tislelizumab+ Gemox4§ 30 100 97 96 (1-yr) 99 (1-yr)
Sintilimab + ICE5

34 -- 62 Median PFS not 
reached

1.Advani R, Blood. 2021;138:427 
2. Moskowitz AJ, J Clin Oncol. 2021;39:3109 
3.Mei Mg, Blood 2022;139:3605 
4.Ding K, Haematologica 2023;108:2146 
5.LiuP, J Clin Oncol 2025;43 (16 S):7007

• Engraftment syndrome: 68%
• § no ASCT, Tislelizumab maintenance



Improved outcome with PD-1 blockade before ASCT 

Desai SH, Blood 2026;147: 1125



Have new drugs made Stem Cell Transplantation obsolete?



Pembrolizumab maintenance 
instead of ASCT in R/R cHL in CR 
after Pembro-GVD
•N= 40 (43% primary refractory; 40% stage IV)
•Post 4x P-GVD 90% CR
•24 CRs proceeded to Pembro maintenance
•2-y PFS 60%
•9/10 relapses proceeded to ASCT
•Freedom from 3rd relapse >90%

Ongoing trial for stage I-III R/R cHL with CR post 2 x PGVD

Moskowitz A et al, ISHL 2024



BV-ESHAP significantly increases the CMR vs ESHAP in R/R cHL.  
Final Results of the BRESELIBET trial 

BV-ESHAP x 3 vs ESHAP x 3, followed by BV consolidation in those
 who attained a CMR x 13-16 doses in both arms

N=160 pts; 36% primary refractory, 
                     52% stage III-IV

CMR 68.4% in BV-ESHAP vs 48% 
in ESHAP
           (P=0.011)

2-y PFS 74.3%

80 pts consolidated with BV
(65% dose delay or modification,
38.5% delay and modification);
14 relapsed during BV, 2 during FU

BV consolidation might eventually 
substitute ASCT in pts who achieve 
CMR

Sureda A et al, T104, ISHL 2024



Pembrolizumab and ISRT alone as an alternative to transplant in 
patients with localized failure following chemotherapy for cHL



Post-ASCT Maintenance 



16

AETHERA Trial: Placebo-controlled Phase 3 study 
Brentuximab Vedotin for pts at risk of HL progression after ASCT

Moskowitz CH, Blood. 2018 Dec 20;132:2639



 5-yr PFS rate with BV vs placebo

59%

41% 

5-yr PFS in patients with ≥2 or ≥3 risk factors

Moskowitz CH, Blood. 2018 Dec 20;132:2639

Risk factors:
- relapse < 12 months or refractoriness to frontline therapy; 
- best response of partial response or stable disease to most recent salvage therapy; 
- extranodal disease at pre–auto-HSCT relapse; 
- B symptoms at pretransplantation relapse
- >2 prior salvage therapies



PD-1 blockade with Pembrolizumab after ASCT

1.Post-ACST pembrolizumab maintenance therapy does not impact recovery of T cells. 

2.Pembrolizumab was associated with an elevation in circulating dendritic cells. 

3.Features of post-ASCT immune reconstitution may be associated with PFS and irAEs.

Armand P, Blood 2019;134:22;  
Merrymann W, Transplant Cell Ther. 2022;28:32.e1

❖ 28 evaluable patients  

❖ 200 mg q 21 days up to 8 cycles 

❖ 18-months PFS : 82%; OS 100% 





Transplant-
based 

Approach



Non Transplant 
Approach

Selected Patients w/
comorbidities



Novel Treatment Strategies in r/r HL 
BV/CPI exposed r/r HL



Kuruvilla et al, Lancet Oncol 2021

Starting point: Brentuximab Vedotin vs PD-1 blockade in r/r HL



Alternative CPIs 
Anti LAG3 mABs





Maraglino et al, Leuk Lymph 2025

Cell Therapy
Allogeneic Transplant



Caballero et al, Blood 2025

Cell Therapy
CAR-T



Nieto et al, Nat Med 2025

Cell Therapy
Ex-vivo expanded alloNK cells



Small Molecules 
PRMT5 inhibitors









N=68

All Possibly related

Any TEAE, n (%) 62 (91) 47 (69)

Grade ≥3 TEAE, n (%) 27 (40) 14 (21)

TEAE with outcome of death, n (%) 0 0

TEAE leading to AZD3470 dose reduction, n (%) 2 (3) 2 (3)

TEAE leading to AZD3470 discontinuation, n (%) 0 0

Serious AE, n (%) 13 (19) 3 (4)

Dose-limiting toxicity, n (%) 0 0

• The most common 
AZD3470-related TEAEs 
(any grade) were anemia 
(27%), fatigue (21%), 
decreased appetite (15%) 
and dysgeusia (15%) 

• The most common 
AZD3470-related grade ≥3 
TEAE was anemia (7%)

25−100 mg QD 
(n=12)

165 mg QD 
(n=3)

250 mg QD 
(n=3)

300/325 mg QD 
(n=10)

450 mg QD 
(n=15)

600 mg QD 
(n=16)

ORR, n (%) 
  CR 
  PR

0 
0 
0

2 (67) 
0 

2 (67)

2 (67) 
0 

2 (67)

4 (40) 
0 

4 (40)

8 (53) 
4 (27) 
4 (27)

10 (63) 
  7 (44) 
  3 (19)

SD, n (%) 5 (42) 0 1 (33) 1 (10) 2 (13) 1 (6)

PD, n (%) 7 (58) 1 (33) 0 3 (30) 2 (13)   3 (19)

NE, n (%)† 0 0 0 2 (20) 3 (20)   2 (13)

ORR 58%

CR 35%

PRIMAVERA TRIAL: SAFETY AND EFFICACY



Baseline Post Cycle 3 

• 66-year-old male
• Stage III
• 3 prior lines of anticancer therapy

Best overall response to AZD3470: 
complete response

75% reduction in target lesion



CONCLUSIONS

Gap between scientific evidence and regulatory rules in r/r HL

BV and CPIs improved outcome of r/r HL in the last decade

Exposure to CPIs has a profound impact 
on the natural history of the disease 

Novel CPIs and 2° gen PRMT5i showed prelimary efficacy 
in double exposed r/r HL 


