
L’uso dei nuovi agenti anticorpali nel trattamento del linfoma di Hodgkin
Vittorio Ruggero Zilioli

ASST Grande Ospedale Metropolitano Niguarda - Milano



Disclosures of Vittorio Ruggero Zilioli

Company name Research 
support Employee Consultant Stockholder Speakers 

bureau
Advisory 

board Other

Beigene X

Gentili X

Italfarmaco X

Janssen X X

Kite/Gilead X X

Lilly X

MSD X

Roche X X X

Servier X

Sobi X

Takeda X X X



Brentuximab Vedotin Anti-PD1 New options



Brentuximab Vedotin Anti-PD1 New options

first line second line consolidation salvage therapydiagnosis



Brentuximab Vedotin
R/R cHL

Post autoSCT
Second line

First line

Anti-PD1
R/R cHL

Post autoSCT
Second line

First line

first line second line consolidation salvage therapydiagnosis

New options
Camidanlumab teserine

Anti-PD1 + epigenetic modifiers
Anti-PD1 + AntiLAG3

AntiPD1 + bispecific Ab
AntiCD30+ CART



Brentuximab Vedotin
R/R cHL

Post autoSCT
Second line

First line

Anti-PD1
R/R cHL

Post autoSCT
Second line

First line

first line second line consolidation salvage therapydiagnosis

New options
Camidanlumab teserine

Anti-PD1 + epigenetic modifiers
Anti-PD1 + AntiLAG3

AntiPD1 + bispecific Ab
AntiCD30+ CART



Brentuximab Vedotin
R/R cHL

Post autoSCT
Second line

First line

Anti-PD1
R/R cHL

Post autoSCT
Second line

First line

first line second line consolidation salvage therapydiagnosis

New options
Camidanlumab teserine

Anti-PD1 + epigenetic modifiers
Anti-PD1 + AntiLAG3

AntiPD1 + bispecific Ab
AntiCD30+ CART



Brentuximab Vedotin

first line second line consolidation salvage therapydiagnosis



Brentuximab Vedotin

first line second line consolidation salvage therapydiagnosis





AVD plus concurrent BV

AVD plus sequential BV
Evens AM et al, Haematologica 2022

186 (14%) pts ≥ 60y, median 67; ECOG 2 11% (vs 3%)
80% BV dose mod, 71% bleo dose mod (28% discon)

TRM 3.6% (vs 5.1% ABVD) / 37% FN (vs 17%)
18% Grade 3-4 PN (vs 3% in <60y)

2% lung toxicity (vs 13%)

Bleomycin-free regimen as good as ABVD

48 pts, median age 69 (60-88)
77% completed 6 cycles AVD

33% Grade 2 PN (4% G3)
8% febrile neutropenia

Tolerable, apparently high efficacy
Evens AM et al, J Clin Oncol 2018
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BV mono & BV-plus therapies

BV monotherapy not effective
BV plus benda toxic

BV plus dacarbazine good option!

19 patients
ORR 100%
CRR 68%

17 patients
ORR 100%
CRR 88%

Around 30%
Grade 3 PN
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Advani RH et al, Blood 2021



Mei MG et al, Blood 2022



24% previous BV

36/38 CR -> 95%

Moskowitz AJ et al, J Clin Oncol 2021



(patients in CR after Pembro-GVD x 4 will receive 13 cycles of Pembrolizumab 
manteinance)

Unprecedented CR rate with pembro GVD

ASCT could be shifted to third line setting for those who need it

Moving towards an ASCT-free approach?

Moskowitz AJ et al, ASH 2020



18-mos PFS 82%
18-mos OS 100%
Promising results in HR R/R cHL pts
Need for randomized trial

Armand P et al, Blood 2019

BV + Nivo for 8 cycles 
à tolerable approach
à promising approach

Herrera AF et al, ASH 2020
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Advani RH et al, ASH 2022
Ramchandren R et al, 2019

Improving first line treatment efficacy

4 x NIVO 6 x 
NIVO+AVD



Herrera AF et al, ASCO 2023



Sparing toxicity

HD19

Reducing chemotherapy burden

HD20

RATIFY



Enabling non-fit patients to receive effective therapy

BV plus Nivo
ACCRU

Cheson BD et al, 2020

46 patients
ORR 64%
CRR 52%

Lazarovici J et al, ASH 2021

18 patients
ORR 95%
CRR 79%

BV plus Nivo
SGN35-015

56 pts
median 75y
CIRS-G 10
ORR 47%

CR 
29%(16%)

Nivo +/- vinblastine
NIVINHO

Yasenchak C, ASH 2020
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CAMIDANLUMAB TESIRINE (CAMI)
anti-CD25 antibody drug conjugate



KEY INCLUSION CRITERIA
Age ≥ 18 years (16 in US)

R/R cHL w > 3 prior LOT (2 if ASCT ineligible)
Measurable disease

ECOG 0 – 2
Adequate organ function

Camidanlumab Tesirine
45 µg/Kg

Cycle 1 & 2

Camidanlumab Tesirine
30 µg/Kg

Cycle 3 onwards

Zinzani P et al, ICML 2021; Carlo-Stella C et al, EHA 2022



Two-arm, open-label, phase II study: Low-dose decitabine plus anti-PD1 antibody Camrelizumab

Nie et al JCO, 2019



Nie et al JCO, 2019

Low-dose decitabine plus anti-PD1 antibody Camrelizumab
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FIG 2. Tumor response, duration of response, and progression-free survival in patients treated with camrelizumab or decitabine plus camrelizumab. (A) Best
change from baseline in tumor burden per patient. One patient—indicated by purple star—had a 20% decrease in tumor burden, but a new lesion was
evaluated as disease progression. (B) Response onset and duration for all responders. The color of each bar indicates whether patients had prior anti–
programmeddeath-1 (PD-1) treatment, camrelizumabmonotherapy, or combination therapy in our study. The length of the bar shows the time from first dose
administration until the patient achieved a complete response (CR) or partial response (PR), along with the duration of the response. The onset of first
response (CR or PR) was indicated as a blue square (CR) or red dot (PR). (C) Kaplan-Meier survival curve of duration of response. Percentages of duration of
response at 6months and 1 year are shown. (D) Kaplan-Meier survival curve of progression-free survival. Percentages of progression-free survival at 6months
and 1 year are shown.
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Decitabine + Anti–PD-1 Combination in Relapsed/Refractory cHL
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N=19
ORR 90%
CR 32%
1y-PFS 59%

N=42
ORR 95%
CR 71%
1y-PFS 89%

N=25
ORR 52%
CR 28%
1y-PFS 59%





A phase 1b study of AFM13 in combination with pembrolizumab in patients with R/R HL

Characteristics N=30

Median age (range) 33.5 (18, 73) 

Relapsed 13 (43%) 

Refractory 17 (57%)

Prior lines of therapy ≥ 4 16 (53%)

Prior ASCT 12 (40%)

BV as last prior therapy 13 (43%)
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à AFM13 is a bispecific, tetravalent innate cell engager that activates NK cells and macrophages via CD16A to 
target CD30+ lymphoma cells 

à AFM13 in combination with pembrolizumab for HL patients was well-tolerated with adverse events that were 
generally manageable 

ORR 83%
CR 37%
Median DOR 9.9 mo

Bartlett et al, Blood 2020

*prior anti PD1 excluded



Anti-CD30 CAR-T

Characteristics All patients N=42

Prior BV 38 (90%)

Progression on BV 32 (84%)

Prior CPI 34 (81%)

Prior ASCT 32 (76%)

Prior AlloSCT 10 (24%)

Ramos et al, JCO 2020



Ramos et al, JCO 2020
assessment, the patient who was treated at UNC and later
at BCM was considered twice (42 treatments total). CRS
was observed in 10 patients (24%) and was more fre-
quent with the cyclophosphamide-based conditioning
regimen than with the bendamustine-based regimen
(41% v 12%; Table 2). All CRS events were grade 1 and
resolved spontaneously with no requirement for tocilizu-
mab and/or steroid administration. The median time of
onset of CRS was day 10 (range, 7-24 days) and median
duration was 4 days (range, 1-6 days). Cytokines associ-
ated with the occurrence of CRS were elevated in the
plasma of patients developing clinical signs of CRS (Ap-
pendix Fig A2, online only). Neurotoxicity was not observed.
Twenty patients (48%) developed a nonpruritic, nontender,
maculopapular skin rash, which was more commonly
found in patients receiving cyclophosphamide (82%)
versus bendamustine (24%; Fig 1). None of the rashes
required specific treatment, and all resolved spontaneously
within 7-10 days. The majority of grade 3 or higher toxicities
(Table 2) reported during the first 6 weeks were hemato-
logic and consistent with toxicities previously described in
patients with lymphoma receiving lymphodepleting che-
motherapy.19 One patient experienced grade 3 acute
kidney injury and hypotension after starting chemotherapy
and did not complete the scheduled lymphodepletion, but
when symptoms resolved, was able to receive CD30.CAR-Ts.

Grade 3-4 neutropenia that had not resolved by day
28 post–CAR-T infusion occurred in 4 patients (10%;
Table 2); however, all resolved their neutropenia by day 90
without ongoing growth factor support. Ten patients (24%)
had grade 3-4 thrombocytopenia that had not resolved by
day 28. Four patients (10%) were platelet transfusion in-
dependent, but had grade 3-4 thrombocytopenia at month
3, with 1 patient having persistent grade 3, which improved
to grade 2 at 1 year and grade 1 at 2 years post-therapy.

Efficacy

The ORR for the 37 evaluable patients was 62% (Table 3;
Appendix Fig A3, online only). Thirty-four patients un-
derwent lymphodepletion containing fludarabine (17
together with bendamustine at UNC and 17 with cyclo-
phosphamide at BCM). Of these 34 patients, 2 at UNCwere
in CR at the time of infusion, maintained CR, and were not
included in the efficacy analysis. Of the remaining 32
patients evaluable for disease response, the ORRwas 72%,
with 19 patients (59%) achieving CR, 4 (13%) achieving
PR, 3 (9%) showing SD, and 6 (19%) experiencing pro-
gressive disease (PD) at the time of the first response
assessment. At BCM, the ORR for patients treated at the
target dose level was similar to that of patients at lower dose
levels (63% v 67%, respectively). Eight patients (5 active
and 3 inactive disease) enrolled at UNC received

TABLE 2. Grade 3 or Higher Adverse Events and Adverse Events of Special Interest

Adverse Event
All Patients
(N5 42)a

Benda
(n 5 8)a

Benda-Flu
(n 5 17)

Cy-Flu
(n 5 17)a

Lymphopenia 42 (100) 8 (100) 17 (100) 17 (100)

Leukopenia 24 (57) 3 (38) 8 (47) 13 (76)

Anemia 5 (12) 0 2 (12) 3 (18)

Hypoalbuminemia 3 (7) 0 0 3 (18)

Hyponatremia 2 (5) 0 0 2 (12)

Hyperkalemia 0 0 0 1 (6)

Dyspnea 1 (2) 0 0 1 (6)

Rash (any grade) 20 (48) 2 (25) 4 (24) 14 (82)

Headache 1 (2) 0 0 1 (6)

Pharyngitis 1 (2) 0 1 (6) 0

Lung infection 1 (2) 0 1 (6) 0

Neutropenia 20 (48) 2 (25) 7 (41) 11 (65)

Grade 3/4 neutropenia not resolved by day 28 4 (10) 0 2 (12) 2 (12)

Prolonged grade 3/4 neutropenia (not resolved by month 3)b 0 0 0 0

Thrombocytopenia 11 (26) 1 (13) 7 (41) 3 (18)

Grade 3/4 thrombocytopenia not resolved by day 28 10 (24) 0 7 (41) 3 (18)

Prolonged grade 3/4 thrombocytopenia (not resolved by month 3)b 4 (10) 0 3 (18) 1 (6)

Cytokine release syndrome (all grade 1) 10 (24) 1 (13) 2 (12) 7 (41)

NOTE. Data are No. (%).
Abbreviations: benda, bendamustine; cy, cyclophosphamide; flu, fludarabine.
aBoth treatment instances are included for the patient who was treated twice.
bThree patients did not have data at 3 months because they withdrew from the study.

4 © 2020 by American Society of Clinical Oncology
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Brentuximab Vedotin
Known efficacy and good safety profile

Recent approval in first line

Anti-PD1
Good efficacy in R/R cHL
Favorable safety profile
New SOC in first line?

New options
For “unmet need”

Mainly immunotherapy 
(new targets, combos, bispecific, CART)
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