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●Results of ASCT mainly in chemiosensitive patients
●

●median age for DLBCL nHL 65years
●

●CAR-T not for all pts 

Results of new MoAb, bi-specific, drug 
conjugated MoAb and checkpoint inhibitors

UNMET CLINICAL NEED
R/R DLBCL



Immunotherapy Landscape

1997              2011     2014            2016   2017 

Rituximab
R/R Indolent
NHL

Obinutuzumab
R/R FL

CART
Axicabtagene 
Ciloleucel
Tisagenlecleucel
R/R DLBCL

Brentuximab 
Vedotin
R/R HL and ALCL

Nivolumab
Pembrolizumab
R/R HL and PMBCL

Blinatumomab
R/R B-ALL
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Heterogeneity of outcomes in DLBCL

RCHOP sufficient

• Deep sequencing analysis

– IPI (R-IPI)

• Interim PET scan

• GEP
– ACB vs GCB

• Protein expression
– MYC and BCL2

• Chromosomal alterations
RCHOP sufficient

– MYC, BCL2, BCL6

Two broad strategies:
• Target both subgroups

– possibly overtreating RCHOP “sufficient group”

• Target RCHOP “insufficient” group provided
– it can be identified

– It cab be targeted











Obinutuzumab (Gallium)

• Randomized Phase III in untreated FL
• R-bendamustine vs O-bendamustine plus O maintenance
• PFS benefit with O vs. R (3 yr PFS 80% vs. 73.3%, p=0.01)

Marcus R et al. NEJM 2017



















Novel Agents for DLBCL: Bispecific Antibodies

Mosunetuzumab: a bispecific antibody targeting CD3 and CD20

• Full-length humanized IgG1 antibody
– Longer half-life than fragment-based drug formats
– PK properties enable once weekly to q3w dosing
– Does not require ex-vivo T-cell manipulation
– Off the shelf, readily available treatment

• Mechanism of action
– Redirects T-cells to engage and eliminate malignant B-
cells
– Conditional agonist: T-cell activation dependent on B-
cell engagement
– Amino-acid substitution (N297G) to inactivate ADCC 
and avoid destruction of engaged T cells

ADCC, antibody-dependent cell-mediated cytotoxicity
Sun et al. Sci Transl Med 2015
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AEs of special interest

n, (%)

CRS (Lee criteria )
Grade 1−2

Grade ≥3

Neurologic AEs
Grade 1−2

Grade ≥3
Treatment-related (any grade)
Treatment-related (Grade ≥3)

Neutropenia*
Grade 1−2

Grade ≥3
Febrile neutropenia

All safety-
evaluable (N=131)

30 (22.9%)

30 (22.9%)

0

64 (48.9%)
61 (46.6%)

3 (2.3%)
27 (20.6%)

1 (0.8%)

25 (19.1%)
3 (2.3%)

22 (16.8%)

4 (3.1%)

Description

• Majority during cycle 1; median duration 2 days 
(range 0─19) • Two patients treated with tocilizumab
• 40/41 (98%) events resolved

• Most common: headache (15.3%), dizziness 
(9.9%), insomnia (9.2%)
• Grade 3: seizure (HLH); confusion and hepatic 
encephalopathy; post-herpetic neuralgia (n=1 each)

• Responsive to G-CSF; 37/41 (90%) events 
resolved
• No concurrent Grade ≥3 infections reported

• *Includes AE terms ‘neutropenia’ and ‘neutrophil count decreased’. Febrile neutropenia events were deemed unrelated to mosunetuzumab by
investigator; Defined as all AEs occurring in either the SOC nervous system disorders or SOC psychiatric disorders. Per investigator assessment; Data
cut-off date: 17 August 2018

• 1. Lee DW, et al. Blood 2014;124:188–195



218 R/R BnHL:  44% CR 

grade 2 CRS, and neurotoxicity

DLBCL nHL 85% CR ORR 98%

future direction: 
1st Line MOSU+/- POLATUZUMAB

MOSU as consolidation after PR

Bridge to transplant and/or CAR-T  

MOSUNETUZUMAB



Novel Agents for DLBCL: Bispecific Antibodies

CR in a CAR-T-refractory patient with DLBCL













GLOFITAMAB



The PD-1 and PD-L1/L2 Pathway

PD-1 is an immune checkpoint 
receptor

Binding of PD-1 by its ligands 
PD-L1 or PD-L2 leads to 
downregulation of T-cell function

This mechanism is usurped by 
many tumors

PD-1 blockade through mAb 
therapy can restore effective anti-
tumor immunity

Topalian et al. N Engl J Med. 2012.
Garon et al. N Engl J Med. 2015.
Robert et al. Lancet. 2014.



Atezolizumab + obinutuzumab: rationale for combination

Tumor

Lymph node

Blood vessel

Release of cancer
cell antigens

(cancer cell death)

1

Cancer antigen
presentation

(dendritic cells/APCs)

2

Priming and activation 
(APCs and T cells)

3
Infiltration of T cells

into tumors
(CTLs, endothelial cells) 

5

Recognition of cancer
cells by T cells

(CTLs, cancer cells)

6

Killing of cancer cells
(immune and cancer cells)

7

Trafficking of T cells
to tumors (CTLs)

4

CD20 therapies such as 
obinutuzumab

References: 1. Anderson KC, et al. Blood. 1984;63:1424-1433. 2. Mössner E, et al. Blood. 2010;115:4393-4402. 3. Merelli B, et al. Crit Rev Oncol Hematol. 2014;89:140-165. 

Chen DS & Mellman I. Immunity 2013;39:1–10, Images adapted from reference. 

Atezolizumab



Atezolizumab + lenalidomide: rationale for combination
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References: 1. Kotla V, et al. J Hematol Oncol. 2009;2:36. 2. Dimopoulos MA, et al. Crit Rev Oncol Hematol. 2013;88(suppl 1):S23-35.

Chen DS & Mellman I. Immunity 2013;39:1–10, Images adapted from reference. 



Atezolizumab + azacitidine: rationale for combination
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References: 1. Zitvogel L, et al. Nat Rev Immunol, 2008. 8, 59-73. 2. Chen DS, Mellman I. Immunity. 2013;39:1-10. 3. Giaccone G, et al. ECC. 2015 [abstract P247]. 4. Liu SV, et al. 
ASCO. 2015 [abstract 8030]

Chen DS & Mellman I. Immunity 2013;39:1–10, Images adapted from reference. 
.



CHECKPOINT INHIBITORS







Optimal TARGET in DLBCL nHL

Broadly expressed than CD20 

Is expressed in CD20 down regulation 
following Rituximab exposure 

CD19



CD19: Role in Lymphomagenesis

Modulating BCR

B cell activation both antigen indipendent and 
immunoglobulin induced via protein kinase (BTK, RAS) 

Essential to the chronic activated of BCR →
Lymphomagenesis

C-MYC levels and function





TAFASITAMAB

ADCC via interaction of CD19 – MoAbFc 
with effector cell FCYRs

Immuno response by NK activeted cytotoxic attack

ADCC

Second generation of CD-19-targeting MoAb 
with specific engeniered Fc variant region



LENALIDOMIDE IN DLBCL nHL
Altere the balance of pro and antinflammatory
cytokines in microenvironment  

Angiogenesis 

Cell Cycle arrest and Apoptosis 

Down regulate expression of checkpoint inhibitors

proliferation of NK and NK cytotoxicity and of CD8 
and CD4 

ADCC



AMPLIFICATION of NK Cell Mediated ADCC

Ps Baseline peripheral NK-Cell count <100 μl:    PFS in 6 -CHOP

TAFASITAMAB plus LENALIDOMIDE

STIMULATION             
ACTIVATON                           
PROLIFERATION  

NK

























Combinations

• ADC + Checkpoint inhibitors
– BV + nivolumab
– BV + nivolumab + ipilimumab

• ADC + BITE
– Polatuzumab plus CD20/CD3 Ab

• BITE + PD1 inhibitors
– Blinatumomab plus pembrolizumab
– CD20/CD3 Ab + atezolimumab

• CART + PD1 inhibitors
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MULTITARGET COMBINATION



Grazie per l’attenzione


