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Immunotherapy 

in the standard treatment 

Immunotherapy 

in future treatment strategies

Outline



Standard treatment 



Outcome for r/r HL after autoSCT in the era of novel agents

Spinner et al Blood 2023



Pembrolizumab vs Brentuximab: KEYNOTE-204 - Study Design

Kuruvilla et al The Lancet Oncology 2021



Future treatment strategies: the scenario is changing 

Consolidation
CPI w/o BV 



Brentuximab Vedotin + chemotherapy  as first salvage therapy

Complete metabolic response range between 67% and 79%

Burton et al  ASCO Educational Book 2024



Combination Phase N Transplanted
patients

ORR CR PFS PFS
(ASCT cohort)

Median fw References

Nivolumab+ICE 2 37 76% 93% 91% 72% (2y) 94% (2y) 31 mo Mei et al 
Blood 2022

Pembrolizumab+ ICE 2 42 83%° 97.3% 86.5% 87% (2y) NR 24 mo Bryan et al 
Jama Oncol. 2023

Pembrolizumab+GVD 2 39 95% 100% 92.6% 100% (1y)* 100% (1y) 14 mo Moskpwitzet al
JCO 2021

Nivolumab + BV 1/2 93 92% 85% 67% 77% (3y) 91(3y) 34 mo Advani et al 
Blood 2021

*One-third of patients received brentuximab vedotin maintenance or brentuximab vedotin plus nivolumab maintenance for a median of five cycles.

° 7% of patients transplanted off protocol

Anti-PD1 + chemotherapy or + BV as first salvage therapy

Complete metabolic response range between 86.5% and 95% with CPI+CHT 



Studio di fase I/II b (controllato randomizzato) su Atezolizumab in combinazione con BEGEV come primo salvataggio in 

pazienti con linfoma di Hodgkin recidivante o refrattario candidati al trapianto autologo di cellule staminali. EudraCT 

number: 2020-002927-13



Post-transplant strategies: outcome by consolidation

Pembrolizumab consolidation after ASCT

Armand et al, Blood 2019Moskowitz et al, Blood 2018

BV consolidation after ASCT

18m median fw

Nivo + BV  consolidation after ASCT

Herrera  et al, The Lancet 2023

29.9m median fw

5y median fw

months



• Novel salvage regimens in the second line setting achived CR rates in 70-95% of

patinets

• Highly effective maintenance strategies have been tested succesfully

• The randomized trials that established ASCT as the standard of care for r/r cHL were

notably conduced > 20 yrs ago, precdeing the development of BV and PD-1 inhibitors

→ Can ASCT avoided or deferred to later lines of therapy without affect outocome?



Ding et al, Heamatologica 2023

Transplant free salvage strategies    



Ongoing trials

Transplant free salvage strategies    

Memorial Sloan Kettering (NCT03618550): 4 cycles of

pembrolizumab + GVD followed by 13 cycles of pembrolizumab

maintenance without ASCT for pts achieving metabolic CR

City of Hope Medical Center (NCT04561206): BV + Nivolumab for

16 cycles in lieu of ASCT



New combination strategies

Anti-PD1 based combination may help overcome resistence

Anti-PD1

Decitabine

Methylation inhibition: 

- enhanced T-cell rejuventation

- increased tumor immunogenicity

- increased T-cell infiltration 

Ruxolitinib

JAK2 induces PD-1 ligand 

expression and augments 

tumor cell proliferation

Ibrutinib

-Reverse T-cell exhaustion by 

reducing PD-1 expression

Reconstitution of T cell cytokine

production 

Potentiate Th1-mediated immune 

Lenalidomide

-Stimulate Treg cell-mediated

antitumor responses, 

-Modulatation of chemokine levels

Vorinostat

- enhancing antigen presentation

- recruiting T-cells into tumors

- promoting T-cell function



COMBINING CPI WITH IMMUNOMODULATORS AND EPIGENETIC MODIFYNG THERAPIES



.1: Brentuximab vedotin. 2: Nivolumab, pembrolizumab and other PD-1 inhibitors. 3: Camidanlumab tesirine. 4: Vibostolimab. 
5: Favezelimab. 6: Magrolimab. 7: AFM13. 8: anti-CD30 CAR T-cells. 

Emerging target therapy approaches in cHL

Savelli  et al, Cancer 2024



Song et al, Clin Cancer Res. 2022

Phase II, open-label, single-arm study: 

70 r/r cHL patients: Tislelizumab 200 mg iv, every 3 wks until PD, unacceptable

toxiity, or study termination. 

Response: ORR 87.1%; CR 62.9% (Song et al. Leukemia 2020)

Median fu 33.8 mo

Tislelizumab

The different FcyR design may have

meaningful differences in the clinic



CAMIDANLUMAB TESIRINE (CAMI) - Anti-CD25 antibody drug conjugate

Herrera et al, Blood Advances 2025

ORR 70.1%

CR 33.3%

Median PFS 9.13 mo

Median OS NR

Median fw 20 mo

Treatment discontinuation 28.2%

-Skin toxicity 8.5%

-Infections 4.3% 

-Nervous system disorders 4.3%

-Guillain-Barré or polyradiculopathy-type events 6.8%

Response Safety



LAG3 blockade CTL4 blockade CD47 blockade

OTHERS IMMUNE CHECKPOINT INIBHITORS



Regimen Therapeutic target Phase Patient Population N ORR CRR Median PFS Median f/u

Nivo+ipilimumab
Ansell 2016

PD1+CTL4 1 4 prior lines
All CPI naive

31 74% 23% NR 18 mo

Nivo+ipilimumab+BV
Diefenbach 2020

PD1+CTL4+CD30 1/2 2 prior lines
All CPI naive

64 82% 73% NR 20 mo

Pembro+favezelimab
Timmerman 2024

PD1+LAG3 1/2 CPI naive 30 80% 33% 19.4 mo 32 mo

Pembro+faevzelimab
Timmerman 2023

PD1+LAG3 1/2 CPI refractory 34 29% 9% 9.7 mo 35 mo

Tislelizumab+IMM01
Song 2024

PD1+CD47 2 19 CPI refractory 33 70% 24% NR 13.8 mo

COMBINING IMMUNE CHECKPOINT INIBHITORS



BISPECIFIC ANTIBODIES 

CD30/CD16A Bispecific Antibody

AFM13 is a bispecific, tetravalent innate cell engager that activates NK cells

and macrophages via CD16A to target CD30+ lymphoma cells

CD47/PD-L1 Bispecific Antibody

BI322 is a bispecific that antagonize both innate and adaptive
immune checkpoint pathways.



CD30/CD16A Bispecific Antibody

Barlett et al. Blood 2020, Nieto et al ASH 2023

CD30/CD16A Bispecific Antibody montherapy Phase II study

CD30/CD16A Bispecific Antibody combination

Sasse et al. Leuk Lymphoma 2022

Best response to AFM13 (N=26) Patients, n (%)

CR 0 (0%)

PR 3 (11.5%)

SD 13 (50.0%)

PD 10 (38.5%)



Zhang et al, EHA 2023

CD47/PD-L1 Bispecific Antibody



CD30 directed CAR-T cell

Study Costimulatory
Endodomain

phase LDC N Range of 
CAR-T Cells

ORR CR FW PFS OS CRS & ICANS %(n) 

Wang et al 
2017

4–1BB (Lenti virus) 1 GEMC (n = 8)
Flu + Cy (n = 5) 

PC (n = 4) 
Others (n = 4) 

17 1.1–2.1 × 107

cells/kg 
35% 0% na 14 mo na CRS. all grades: 100%

CRS. grade ≥3: 0%
ICANS. all grades: 0% 
ICANS. qrade ≥3: 0% 

Ramos et al 
2017

CD28 (γ- retrovirus) 1 none 7 0.2–2.0 × 108

cells/m2 
29% 29% na na na CRS. all grades: 0% 

CRS. grade ≥3: 0%
ICANS. all grades: 0%
ICANS. qrade ≥3: 0% 

Ramos et al 
2021

CD28 (γ- retrovirus) 1/2 Flu + Cy (n = 17) 
Benda-Flu (n = 17)

Benda (n = 8) 

42 0.2–2.0 × 108

cells/m2 
72% 59% 18 mo 36% at 1 y 94% at 1y CRS. all grades: 24%

CRS. grade ≥3: 0%
ICANS. all grades: 0% 
ICANS. grade ≥3: 0% 

Sairah et al 
2022

CD28 (γ- retrovirus) 2 Benda- Flu 15 2.0-2.7 × 108 73% 60% na na na CRS. all grades: 6.6 % 
CRS. grade ≥3: 0%

ICANS. all grades: 0% 
ICANS. grade ≥3: 0% 



Study target phase LDC N ORR CR fw PFS OS Toxicity

Sang et al 2022 CD30 + PD1 2 Benda-Flu 12 (9 HL) 92% 50% 21.5 mo 45% 70% CRS (25%)

Gr3 CRS (8%)

Grover et al 2024 CD30 + CCL17 1 Benda-Flu 24 92% 67% 29.6 mo Median 6.4 

mo

NR CRS (33%)

Gr1 CRS (17%)

Gr2 CRS (17%)

CD30 directed CAR-T cell

NEW CAR-T
Genetically modified autologous T cells expressing the chimeric CD30 antigen receptor with
the chimeric switch receptor PD1-CD28



Allogenic-SCT

Spinner et al, Blood 2023



• The outcome in r/r cHL in the modern era is improved

• ICIs represent a revolutionary approach for HL treatment with significative improval in

prognosis with a peculiar but managable toxicity

• ICIs can be effectively combined with chemo, brentuximab-vedotin and small molecules, for

salvage treatment pre ASCT

• The impressive results in salvage therapies before ASCT place this standard into question

• Encouraging preliminary data on bispecific abs

• Anti-CD30 CAR-T displayed so far a dismal efficacy for treatment of R/R HL

SUMMARY
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