
Terapie emergenti nel HL
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Cosa fareste?

a) Trapianto allogenico

b) Trial Clinico

c) Chemioterapia platino-based

d) Rechallenge BV/CPI



Blood Cancer Journal, 2025



T.J. Voorhees, Blood Cancer Journal ,2025



Management of relapsed and refractory HL 
post-BV & post-CPI



CPI

BV
BV

CPIr

BVr BsAbs



Cytotoxic agent HL



Cytotoxic agent HL + BV/CPI



Michael A. Spinner & Ranjana H. Advani, 
EXPERT OPINION ON EMERGING DRUGS, 2024 

TME & Immunotherapeutic targets in cHL



BV & CPI rechallenge

Cancers, 2025
Blood Neoplasia, 2025

N: 43 pts 
-16 cHL
-13 sALCL
-14 CTCL



Compound Structure Phase Combinations Mechanism of action
Immune checkpoint inhibitors
Sintilimab
Camrelizumab
Tislelizumab
Avelumab
Ipilimumab
Favezelimab
MK-4280°
Magrolimab
IMM01
SEA-TST

Anti-PD-1 mAb
Anti-PD-1 mAb
Anti-PD-1 mAb
Anti PD-L1 mAb
Anti-CTLA-4 mAb
Anti-LAG 3 mAb
Coformulated anti-PD-1+LAG3 mAb
Anti-CD47 mAb
SIRPα-fc fusion
Anti-TIGIT mAb

Phase 2
Phase 2
Phase 2
Phase 1b
Phase 2
Phase 2
Phase 3
Phase 2
Phase 2
Phase 1

ICE
Dacarbazine,AVD

Gem/Ox, AVD
/

Nivolumab,BV
Pembrolizumab

/
Pembrolizumab

Tislelizumab
BV

ü Enhance CD4+ Tcell response,
withrawal of prosurvival signals,
possible NK
cell activation

ü Potentiare T-cell responses
üOvercome T-cell exhaustion
üOvercomeT-cell exhaustion, Potentiare T-cell responses
ü Enhance phagocitosis, increase antigen presentation
ü Enhance phagocitosis, increase antigen presentation
ü Enhance T & NK cell response

Immunomodulatory agents & small molecules
Lenalidomide
Ruxolitinib
Ibrutinib

CELMoD
JAK1/2 inhibitor
BTK/ITK inhibitor

Phase 2
Phase 2
Phase 2 

Nivolumab,temserolimus
Nivolumab
Nivolumab

ü Increase IL-2 production,enhance T & NK cell responses
ü Inhibit JAK/STAT signaling synergize with PD-1 inhibitors
ü Enhance TH1 responses

Epigenetic modifying therapies
Vorinostat
Entinostat
Decitabine
Decitabine/cedazundine
Azacitidine

HDAC inhibitor
HDAC inhibitor
Hypomethylating agent
Hypomethylating agent
Hypomethylating agent

Phase 1
Phase 2
Phase 2
Phase 1
Phase 1

Pembrolizumab
Pembrolizumab
Camrelizumab

Nivolumab
Nivolumab

ü Enhance antigen presentation, t-cell recruitment & 
function

ü Increase tumor immunogenity, T cell infiltration & 
overcome resistance to 
PD-1 inhibitors

Immunotherapies and small molecules in development for cHL.1

Adapted by Michael A. Spinner & Ranjana H. Advani, 
EXPERT OPINION ON EMERGING DRUGS, 2024



Compound Structure Phase Combinations Mechanism of action
Antibody-drug conjugates (ADCs)
Camidanlumab tesirine
SGN-35T
SGN-35C

Anti-CD25 ADC
Anti-CD30 ADC
Anti-CD30 ADC

Phase 2
Phase 1
Phase 1

/
/
/

ü Deplete regulatory T-cells, target CD25+ HRS cells
ü Target CD30+ HRS cells with novel linker and MMRE

(35T) or camptotethecin payload (35C)

Bispecific antibodies (BsAbs)
AFM13
GEN3017
AZD7789
IBI322

CD30/CD16A BsAb
CD30/CD3 BsAb
PD-1/TIM-3 BsAb
CD47/PD-L1 BsAb

Phase 2
Phase1/2
Phase1/2
Phase 2 

Pembrolizumab,AB-101
/
/
/

ü Recruit NK cells to target CD30+ HRS cells
ü Recruit T cells to target
ü Overcome T-cell exhaustion, potentiate T.cell

responses
ü Enhance phagocytosis, increase antigen presentation, 

potentiate T-cell responses
Cellular therapies
Autologus CD30/CAR-T
Allogenic CD30 CAR. EBVSTs
Allogenic UCB-derived NK cells

Anti-CD30 CAR-T
Anti-CD30 CAR-T
Cytochine-enhanced NK 
cells

Phase 2
Phase 1 
Phase 2

/
/

AFM13

ü Engineeered autologous or allogenic T cells targeting
CD30+ HRS-cells

ü Allogenic NK cell-mediiated cytotoxicity enhanced
ADCC

Immunotherapies and small molecules in development for cHL.2

Adapted by Michael A. Spinner & Ranjana H. Advani, 
EXPERT OPINION ON EMERGING DRUGS, 2024



T.A. FehnigerJ et al, Haematologica 2024

q Lenalidomide

Immunomodulatory agents & small molecules.1



Jak J et al. Science 2024

q Ruxolitinib + anti-PD-1

Immunomodulatory agents & small molecules.1



Blood (2024) 144 (18): 1936–1950

Epigenetic modifying therapies

qHDACi+: chidamide+ decitabine+ anti–
PD-1 camrelizumab



18

Epigenetic modifying therapies

q HDACi+: Vorinostat+ Bendamustine (fusion molecule)

First in class



Bispecific antibodies
q PD-1/TIM-3 BsAb

Fase I/II Trial of AZD7789 in R/R HL

Urosevic J et al, ASH 2023
Corrazzelli G., EHA, 2024

AZD7789 Structure



Presented at the 2024 Annual Meeting of the European Hematology Association (EHA), June 13-16, 2024

Myeloid/DC MOA:
Targets TIM-3 to increase 
phagocytosis, tumor
antigen presentation, and 
antitumor T cell expansion



Donato
39 aa

CR 35 cycles tot
27 Sep 2025: 6 mo FU

…. Be continued



Cosa fareste?

a) Riproporre Tipizzazione HLA

b) Riproporre Trapianto allogenico

c) Avviare a Follow-up

d) Radioterapia



Antibody-drug conjugates
q Ab anti CD25: Camidanlumab tesirine



Cellular Therapy.1
qCAR-T anti CD30+

Lancet Haematology,2024



First In-human 

Cellular Therapy.2
q AFM13-complexed CB-Derived NK cells for R/R CD30+Lymphoma

Kerbauy et al, Clin Cancer Res 2021

NCT04074746



qPlethora of emerging immunotherapies in R/R cHL that are poised to 
further improve outcomes for patients, including those who progress 
after BV and CPI

qWhile many of these therapies have demonstrated encouraging 
activity, rational combinations are needed to improve the durability of 
responses

qAdvances in our understanding of cHL biology, may enable more 
biologically-tailored treatment approaches in the future

Conclusions



Grazie per l’attenzione!!!!!!!!!!!!!!!


