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LH: aggiornamenti ASH 2023 sulla 
TERAPIA DI PRIMA LINEA



59% 41%

• The highest 3-yr PFS in adv cHL
• Improved tolerability/deliverability
• PET2- : PFS 97% in 12w treatment
• PET2+ : PFS 93.5% (same as beacopp

PET2-)



• Tox ematologica inferiore vs. beacopp, 
ma 24% trasfusioni RBC, 17% plts

• NP < vs. beacopp
• N. nascite osservate > beacopp (nelle 

femmine dopo 2aa = popolaz. di 
riferimento)



• N-AVD and BV-AVD are well tolerated and associated with low rates 
of irAEs in pts ages 12-17y. 

• With 12.1 mos median follow-up the PFS benefit observed for N-
AVD in pediatric pts mirrors that observed in the overall study. 

• RT usage is lower, and cumulative doxorubicin dose is higher than 
historical pediatric cHL trials.

12 mo PFS

SWOG S1826





Manageable safety prophyle
• Rare but serious immune toxicities (robust immune response in 

untreated pts)
High rate of PET+ may reflect immune flare
Longer follow up needed





• AN + AD was well tolerated
• No cases of febrile neutropenia
• Peripheral neuropathy was 

primarily low grade
• ImAEs were primarily low-grade
• ctDNA changes might have 

predictive value

AN + AD shows promising efficacy and tolerability in 
patients with 1L early stage cHL



• 88% of patients remained progression-free after 2 years with 
a median follow-up of 24.2 months

• AN+AD was well tolerated
• No cases of febrile neutropenia
• Peripheral neuropathy was primarily low grade.
• ImAEs were primarily low-grade

AN + AD shows promising efficacy and tolerability warranting further 
exploration for the treatment of patients with 1L advanced cHL





For a historical cohort, we reviewed older pts 
consecutively diagnosed with cHL between 01/2014-
03/2018, representing the pre-brentuximab era. 
Matching 1:1 (the BV cohort to the historical cohort) 
by age, sex and ECOG was performed.

• Pts treated with BV-based regimens had significantly better PFS compared to the historical cohort
• Sequential BV-AVD was well-tolerated and safe with outcomes that are favorable and comparable to 

results from the phase II study by Evens et al (JCO 2018)

HL ELDERLY



• N-AVD improved PFS and EFS, and was better tolerated 
than Bv-AVD in pts aged 60 with AS HL. 

• More pts discontinued Bv-AVD than N-AVD, primarily 
due to toxicity.

SWOG S1826

HL ELDERLY



30 pts with cHL received BV 
median age was 76 years (54-93).

median DOR was 7.4 months
median PFS was 8.7 months
median follow-up of 14.6 months

In patients with cHL who are unfit for initial conventional 
chemotherapy because of comorbidities, BV monotherapy 
as frontline treatment appears effective and has an 
acceptable safety profile

HL ELDERLY



LH in fase avanzata



Retrospective study comparing post-
transplant outcomes of R/R cHL patients who 
received PD1-based regimen and other novel 
and conventional regimen.

981 pts of R/R cHL were identified

• 195 (20%) patients received a PD-1 agent with or without BV at any point before 
ASCT (PD-1 group)

• 312 (32%) patients received BV at any point before ASCT without PD-1 (BV group)
• 474 (48%) patients received no novel agent before ASCT (chemo group)

Receipt of PD-1 based salvage therapy at any point 
before ASCT is associated with significantly improved 
PFS compared to either BV or chemotherapy-based 
salvage treatments



No significant difference in PFS regardless of receipt of PTRT. 
After adjusting for known clinically relevant factors, receipt of PTRT was signficantly associated with PFS 
and was particularly beneficial for patients with bulky disease or B-sx at relapse



Anti-PD1
Anti-CD30

+/-
anti-CTLA-4

• Non significant 6.7% improvement in CR for the triplet
• Safety comparable except for rash
• At 24 mo median PFS and DOR not reached



CD47 is an innate CPI that binds SIRP alpha producing immune surveillance evasion and phagocytosis suppression
IMM01, a recombinant SIRPa-Fc fusion protein, can activate macrophages to enhance anti-tumor activity by blocking CD47-SIRPa interaction
IMM01 plus tislelizumab has the potential to augment both innate and adaptive anti-tumor immune responses.

• IMM01 (Timdartacept) + 
tislelizumab showed good
antitumor efficacy in anti-PD1 
failed pts

• ORR 65.2%, CR 17.4%, DCR 100%

• The combination was well
tolerated



• There is an unmet need for effective therapies for anti–PD-1–resistant cHL
• Upregulation of lymphocyte-activation gene 3 (LAG-3) expression in cHL is proposed to contribute to anti–PD-1 resistance1
• The anti–LAG-3 antibody favezelimab plus the anti–PD-1 therapy pembrolizumab has shown promising antitumor activity and 

manageable safety in patients with R/R cHL after anti–PD-1 therapy2



Discontinuation (n=9) or interruption (n=2) Immune-related AEs: 15 (33%) pts
ORR was similar in cohort 1 (n=9/14, 64.3%) and cohort 2 (n=20/31, 64.5%) 
Tislelizumab is a promising treatment option in cHL



• Sabestomig was well tolerated with a manageable 
safety profile 

• Objective responses in 5/13 patients, including 
those who were anti-PD-1 refractory



CONSIDERAZIONI CONCLUSIVE

Nuove prospettive in prima linea:
oggi Domani?

q BRECADD
• Tossicità <eBEACOPP ma >ABVD
• 3yPFS 95%
• Nei PET2neg (59%) durata 12 sett, 3yPFS >97%

q BV+CHEMO
• Maggiore PFS e OS vs. ABVD

q CPI+CHEMO
• Maggiore efficacia vs. BV+chemo, ma FU 12mo
• Rari ma seri episodi di tossicità immunomediata

q BV+CPI+CHEMO
• Risultati promettenti sia early che advanced

o
BV-AVD

x stadio IV

ESMO 2018



CONSIDERAZIONI CONCLUSIVE
LH nel paziente anziano 1 

FIT
1) Valutazione geriatrica multifunzionale: UNFIT

FRAIL
anziano FIT:

• Gli insuccessi sono prevalentemente legati a decessi in assenza di progressione

• L’introduzione di BV ha migliorato la prognosi rispetto all’era pre-BV

• Schema sequenziale BV-AVD-BV (Evens 2018): migliori rispetto al contemporaneo

• N-AVD (SWOG S1826) particolarmente efficace nell’anziano? 
(vantaggio significativo in PFS rispetto a BV-AVD contemporaneo, breve Follow-up)



anziano UNFIT/FRAIL:

• BV single agent: elevato tasso di risposta ma di breve durata

• BV + DTIC: risposte di più lunga durata

• BV + NIVO: risultati promettenti ma breve Follow-up

LH nel paziente anziano 2
CONSIDERAZIONI CONCLUSIVE



CONSIDERAZIONI CONCLUSIVE
R/R - Approcci futuri

• Ruolo CPI pre-ASCT
• Ruolo RT peritrapianto nelle forme bulky

• Combinazioni di diversi CPI 
(timdartacept-tisle, favelizumab-pembro)

• Combinazioni CPI-BV-chemo
(AN AD, IPI-NIVO-BV)

• MoAb bispecifici?
(Anti PD1-Anti TIM3)

• CAR-T
Methods to improve CAR-t (combination with CPI, 
enhance trafficking: CD30/CCR4 coexpression, product 
enrichment with memory T cells.. )

Ramos JCO 2020





Receipt of a novel agent (compared to chemotherapy alone) as the first salvage regimen for post-ASCT 
relapse was associated with improved post-ASCT OS (BV: HR 0.43, 95% CI 0.20-0.96; anti-PD-1: HR 0.44, 95% 
CI 0.18-1.08).



• Only 9 patients
• AEs manageable with ABVD induction and P-AVD
• OR 100%
• CR 78% (7/9)

SER (PET+) = 9/76


