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Sehn LH and Salles G, NEJM 2021.

35-40% failures after 

R-CHOP first line therapy

Relapsed/refractory DLBCL: the size of the issue 



How to improve response in 1 L or in R/R DLBCL? 

Tafasitamab

Fc-engineered IgG 
monoclonal antibody



ü Dose- dense RCHOP : RCHOP 14 ?

ü Rituximab modulation : smart R-CHOP- sex-R-CHOP?

üFront line intensification : ASCT front line ?

ü Wen and for whon CNS prophylaxis?

ü R and different regimen : DA-EPOCH-R

ü Anti CD20 augmentation : obinutuzumab, G-CHOP?

ü R-CHOP + X  

ü Can we identify an unfavourable group of patients based on clinical or biological factors?

ü Wen we can consider an alternative therapy to R-CHOP?

How to improve R-CHOP





Previously untreated DLBCL

• Age ≥18 years
• IPI ³2 or IPI 1 not due to age alone or IPI 0 

with bulky disease (one lesion ³7.5cm)
• Adequate hematologic function
• ≥1 bi-dimensionally measurable lesion
• ECOG PS ≤2
• Target enrolment: 1400

G-CHOP arm

G 1000mg C1 D1/8/15 and C2–8 D1
CHOP 6 or 8 cycles every 21 days 

R-CHOP arm

R 375mg/m2 C1–8 D1
CHOP 6 or 8 cycles every 21 days

Randomized 1:1

International, open-label, randomized Phase III study in 1L DLBCL pts
Scientific support from the Fondazione Italiana Linfomi

Primary endpoint 
PFS (INV-assessed) Statistical assumption: G-CHOP vs R-CHOP, HR=0.75

GOYA (BO21005) 



GOYA RESULTS 

R-CHOP, 
n=712

G-CHOP, 
n=706

Pts with event,
n (%) 215 (30.2) 201 (28.5)

1-yr PFS, % 79.8 81.6

2-yr PFS, % 71.3 73.4

3-yr PFS, % 66.9 69.6

HR (95% CI),
p-value*

0.92 (0.76, 1.11),
p=0.3868
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DLBCL : NOT a single disease



A biological stratification for a 
biological-based treatment approach



Vitolo U, et al. Presented at ICML 2017. Hematol Oncol;35:131-3.



McPhail et al. Hematologica 2018



Davies A, et al. Lancet Oncol 2019; Younes A, et al. J Clin Oncol 2019; Nowakowski G, et al. J Clin Oncol 2021. 

R-CHOP + Ibrutinib R-CHOP + LenalidomideR-CHOP + Bortezomib

COO-ABC approach



EFS  and OS in patients < 60 years

How to NOT treat elderly DLBCL: 
RCHOP +IBRUTINIB

In patients ≥ 60 years, addition of ibrutinib to R-CHOP increased
rates of SAEs and AEs leading to R-CHOP discontinuation, which
compromised treatment exposure and likely decreased efficacy

Younes A, JCO 2019
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Hazard ratio (95% CI): 0.949 (0.704-
1.279)
p value: 0.7311
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RCHOP +/- X

R

RCHOP + Placebo

RCHOP+ Venetoclax

VENETOCLAX

ONGOING

CAVALLI trial, Blood 2019



FOREVER RCHOP ?

N
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No PFS 
benefit



IMPROVING R-CHOP EFFICACY IN DLBCL
Randomized trials

….infusional therapy (R-EOCH)
….Rituximab maintenance
….obinutuzimab instead rituximab
….lenalidomide
….everolimus
….ibrutinib
….bortezomib

MORE SAES WITH SLIGHT PFS IMPROVEMENT IN YOUNG PATIENTS

Villacampa et al.Ann Hematol 2021



UPCOMING DATA 







Tilly et al,
Presentated at

ICML 2017



Tilly et al,Presentated at ICML 2017



Tilly et al,Presentated at ICML 2017







Primary endpoint: Progression-free survival
Pola-R-CHP significantly improved PFS versus R-CHOP

ITT population. Data cut-off: June 28, 2021; median 28.2 months’ follow-up.
NE, not evaluable.

• Pola-R-CHP demonstrated a 27% 
reduction in the relative risk of disease 
progression, relapse, 
or death versus R-CHOP

• 24-month PFS: 
76.7% with Pola-R-CHP versus 70.2% 
with R-CHOP (∆=6.5%)

No. of patients at risk
Pola-R-CHP 440 404 353 327 246 78 NE NE
R-CHOP 439 389 330 296 220 78 3 NE

HR 0.73 (P<0.02)
95% CI: 0.57, 0.95
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RCHOP+ X :
toward a clinical and/or biological tailored treatment 

R

RCHOP

RCHOP+ lenalidomide
+ Tafasitamab

> 18 years, IPI 3-5 

RCHOP +/- XY

Tafasitamab &
Lenalidomide

ONGOING

ACALABRUTINIB

ONGOING

18-65 years, non GCB,  aa IP 1-3

R

RCHOP + Placebo

RCHOP+ Acalabrutinib

RCHOP +/- X



CD19 IN B-CELL BIOLOGY

• CD19 is a B-cell 95 kD transmembrane 
protein and signaling molecule involved 
in: 
• B-cell development and differentiation
• B-cell proliferation
• B-cell signaling

• CD19 works in complex with the B-cell 
receptor and other cell-surface 
molecules to trigger both direct and 
indirect recruitment and binding of 
various downstream protein kinases

CD19

28



TAFASITAMAB IS AN FC-ENGINEERED MONOCLONAL ANTIBODY

• Tafasitamab was generated by 
enhancing CD19 binding 
affinity and binding to Fc 
receptors on immune cells to 
increase 
Fc-mediated effector 
functions, such as ADCC and 
ADCP
• As CD19 is expressed on a 

broader range of B-cell 
subtypes, tafasitamab can 
target more B-cell subtypes 
than CD20-targeting therapies

Tafasitamab

Engineered Fc portion:

• Enhanced ADCC

• Enhanced ADCP

Enhanced CD19 binding 
site in Fv region:

• Direct tumor-cell killing

29
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PRELIMINARY DATA FROM FIRST-MIND: A PHASE 1B, 
RANDOMISED STUDY TO ASSESS THE SAFETY AND 

PRELIMINARY EFFICACY OF TAFASITAMAB + LENALIDOMIDE IN 
ADDITION TO 

R-CHOP IN PATIENTS WITH NEWLY DIAGNOSED DIFFUSE LARGE 
B-CELL LYMPHOMA

David Belada, Grzegorz Nowakowski, Juan Miguel Bergua Burgues, Marc André, Katerina Kopeckova, Don 
Stevens, Marek Trněný, Ernesto Persona, Perez Persona, Petra Pichler, Pia Klöpfer, Bettina Brackertz, Emanuel 

Lohrmann, Anirban Lahiry, Neha Shara, Günter Fingerie-Rowson, Wolfram Brugger, John Burke

R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine and prednisone. 
Belada D, et al. Poster presentation at Virtual ICML 2021; Abstract 237; Belada D, et al. Poster presentation at ASH 2020; Abstract 3028. 



STUDY DESIGN
INTERNATIONAL, OPEN-LABEL, PROSPECTIVE, RANDOMISED PHASE 1B STUDY IN 1L DLBCL 

• FIRST-MIND to confirm the safety and preliminary efficacy of tafasitamab in addition to R-CHOP (Arm A) or
tafasitamab + LEN in addition to R-CHOP (Arm B) in patients with newly diagnosed DLBCL

Granulocyte-colony stimulating factor prophylaxis was mandatory in both treatment arms and venous thromboembolism prophylaxis was mandatory in Arm B. 
1L, first-line; D, day(s); DLBCL, diffuse large B-cell lymphoma; ECOG PS, Eastern Cooperative Oncology Group performance status; IPI, International Prognosis Index; 
IRC, independent review committee; LEN, lenalidomide; max, maximum; NOS, not otherwise specified; ORR, overall response rate; PET-CR, complete response assessed by positron emission tomography; R, 
randomisation; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine and prednisone; TEAE, treatment-emergent adverse event; US, United States. 
Clinicaltrials.gov. https://clinicaltrials.gov/ct2/show/NCT04134936 (accessed 30 June 2021); Belada D, et al. Poster presentation at Virtual ICML 2021; Abstract 237; 
Belada D, et al. Poster presentation at ASH 2020; Abstract 3028.

Primary endpoint Key secondary endpoints
§ Incidence and severity

of TEAEs
§ ORR by IRC
§ PET-CR at end of treatment
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Follow-up of 
18 months

Arm A – six 21-day cycles of:
Tafasitamab 12 mg/kg (D1, D8, D15)
+ 
R-CHOP (D1–5)

Arm B – six 21-day cycles of:
Tafasitamab 12 mg/kg (D1, D8, D15)
+
LEN 25 mg (D1–10)
+
R-CHOP (D1–5)

Previously untreated newly 
diagnosed DLBCL

§ Age ≥18 years

§ DLBCL NOS 

§ IPI 2–5

§ ECOG PS 0–2

§ Appropriate candidate for         
R-CHOP

Participating 
countries:

§ US

§ Germany

§ Czech Republic

§ Austria

§ Belgium

§ France

§ Spain

§ Portugal

§ Italy

R 
1:1

https://clinicaltrials.gov/ct2/show/NCT04134936


PRELIMINARY EFFICACY (22 MAR 2021 DATA CUT-OFF) 

• For the 60 patients with a tumour assessment at end of treatment across 
both treatment arms (response-evaluable population):
• ORR=83.3% (n=50/60) [95% CI: 71.5–91.7]
• CR=75.0 % (n=45/60) [95% CI: 62.1–85.3]

Data cut-off: 22 March 2021. 
CI, confidence interval; CR, complete response; ORR, overall response rate.
Belada D, et al. Poster presentation at Virtual ICML 2021; Abstract 237.



CONCLUSIONS1

• Encouraging interim data suggest that the addition of tafasitamab or tafasitamab + LEN 
to R-CHOP is tolerable in patients with newly diagnosed DLBCL 

• Incidence of TEAEs was generally comparable between treatment arms, including 
incidence of febrile neutropenia

• The safety profile was consistent with R-CHOP alone or in combination with LEN (R2-
CHOP)2–4

• Grade ≥3 neutropenia and thrombocytopenia events were more frequent in the 
tafasitamab + LEN + R-CHOP arm (B) than in the tafasitamab + R-CHOP arm (A); events 
were manageable and the average relative dose intensity of R-CHOP was maintained  

• At end of treatment, ORR in evaluable patients was 83.3% and the CR rate was 75.0%

CR, complete response; DLBCL, diffuse large B-cell lymphoma; LEN, lenalidomide; ORR, overall response rate; R-CHOP, rituximab, 
cyclophosphamide, doxorubicin, vincristine and prednisone; R2-CHOP, rituximab, lenalidomide, cyclophosphamide, doxorubicin, 
vincristine and prednisone; TEAE, treatment-emergent adverse event.
1. Belada D, et al. Poster presentation at Virtual ICML 2021; Abstract 237; 2. Sehn LH, et al. Blood. 2019;134(Suppl 1):4088; 
3. Vitolo U, et al. Hematol Oncol. 2019;37:36–7; 4. Nowakowski GS, et al. Presented at ICML 2019. Article 006.



frontMIND: STUDY DESIGN (MORPHOSYS TRIAL)

INTERNATIONAL, PROSPECTIVE, OPEN-LABEL PHASE 3 STUDY IN 1L DLBCL AND HIGH-GRADE B-CELL LYMPHOMA

1L, first-line; aaIPI, age-adjusted International Prognostic Index; d, day(s); DLBCL, diffuse large B-cell lymphoma; ECOG PS, Eastern Cooperative 
Oncology Group performance status; EFS, event-free survival; IPI, International Prognostic Index; Q21D, every 21 days; 
R, randomisation; R-CHOP, rituximab, cyclophosphamide, doxorubicin hydrochloride, vincristine and prednisolone.

Primary endpoint Target enrolment 
§ EFS § N=450



TERAPIA DI SECONDA  LINEA





Immunoterapia

Crump M,et al Blood 2017;130:1800-8

Main role of front line therapy in DLBCL nd low activity of salvage therapy

ORR= 26%
CR-rate=7%



Five -year FU of Coiffer trial (NEJM 2002)
- 399 RHOP vs CHOP
- Median age 69 year

Feugier , JCO 2005 

Outcome of patients not eligible to transplantation



REGIMEN N Median
age ORR% CR % PFS Reference

R-GEMOX 49 69 46 38 5-yrs 12.8% Mounier N, Haematol 2013

R-Bendamustine 55 76 50 28 Median 8.8 mo Arcari A, Leuk Lymph2015

Pixantrone 70 60 37 20 Median 5.3 mo Pettengel R, Lancet Onc 2012

Lenalidomide 49 65 35 12 Median 4 mo Wiernik PH, JCO 2008

R-GemOx R-Bendamustine Pixantrone Lenalidomide

Unsatisfactory outcome among patients non-eligible to transplant 





Sehn L,et al J. Clin Oncol 2019

Pola + BR vs BR



Pola + BR vs BR: median OS 12.4  vs 4.7 months
Sehn L,et al J. Clin Oncol 2019



Studio di fase II

Pola-R Benda vs R Benda in r/r
DLBCL
RC 40% vs 18%
prolungamento della PFS e
anche della OS (fino a 12 mesi)

Concluso programma di uso
compassionevole
Approvato da FDA dalla 3°linea
e da EMA dalla 2°

R BENDA + POLATUZUMAB VEDOTIN

Sehn L et al, ASCO 2018



EUDRACT NUMBER: 2018-003727-10



EUDRACT NUMBER: 2019-002962-10



RB backbone and biological agents 

INDUCTION PHASE

MAINTENANCE

CopaRB phase 2 trial

Descrizione
Studio sperimentale, multicentrico internazionale, in aperto, a braccio singolo, di fase II, che valuta l’efficacia di Copanlisib somministrato in combinazione alla terapia standard con Rituximab e Bendamustina in 
pazienti con linfoma diffuso a grandi cellule B (DLBCL), che hanno precedentemente effettuato almeno una ma non più di tre linee di terapia, non eleggibili a un trattamento di chemioterapia ad alte dosi e 
successivo trapianto di cellule staminali autologhe o a una terapia con CAR T-cell, o che hanno ripresentato la malattia dopo risposta completa o progressione dopo risposta parziale.
Possono partecipare a questo studio pazienti con età maggiore o uguale a 18 anni che rispettano i criteri di eleggibilità previsti dallo studio.



1. Lonca binds to CD19 antigen and is 
internalised

2. The linker is cleaved and PBD dimers 
released

3. Cytotoxic DNA cross-links are formed
4. The DNA replication fork stalls
5. The cell goes into apoptosis

Lonca targets CD19, which is expressed in the majority of B-cell 
malignancies

• Lonca is an ADC comprising a humanised anti-CD19 antibody conjugated to a 
potent PBD dimer2 toxin4

• Lonca had encouraging antitumour activity and acceptable safety in R/R DLBCL in 
a Phase 1 first-in-human trial3

Despite recent advances in DLBCL treatment, outcomes for patients with R/R DLBCL 
remain poor



75 µg/kg150 µg/kg

30-min infusion Lonca Q3W for up to 1 year

After 2 cyclesFirst 2 cycles

Q12W for up to 3 years

Follow-up

Caimi et al. Lancet Oncology 2021 

Lonca in R/R DLBCL

Patient treatment history Total 
(N=145)

No. of previous systemic therapies,* median (range) 3 (2–7)

First-line systemic therapy response, n (%)
Relapse
Refractory†

Other‡

99 (68.3)
29 (20.0)
17 (11.7)

Last-line systemic therapy response,¶ n (%)
Relapse
Refractory†

Other‡

43 (29.7)
84 (57.9)
18 (12.4)

Refractory to all prior therapies, n  (%)
Yes
No
Other‡

25 (17.2)
115 (79.3)

5 (3.4)

Prior stem cell transplant, n (%)
Allogeneic
Autologous
Both

2 (1.4)
21 (14.5)

1 (0.7)



Median DOR for the whole population 10.3 months
Median DOR for CR patients 13.4 months 

Loncastuximab: duration of response 

Caimi et al. Lancet 
Oncology 2021 



MOR 208: an enhanced anti CD19



L MIND

Salles G et al Lancet Oncology 2020
Duell J, et al. Oral presentation at 
Virtual ICML 2021; Abstract 28.

After follow up ≥ 35 m:

Median DoR 43.9 m
Median PFS 11.6 m
Median OS 33.5 m
No unexpected
toxicities

0%

50%

100%

CR: 40.0%
(n=32/80)

PR: 17.5%
(n=14/80)

SD: 16.3%
(n=13/80)

PD: 16.3%
(n=13/80)

NE: 10.0%*
(n=8/80)

ORR: 57.5% 
(95% CI: 45.9–68.5)

§ R/R DLBCL

§ Not eligible for HDCT 
plus ASCT

§ 1–3 prior regimens

§ Primary refractory  
patients were 
not eligible*

§ ECOG PS 0–2

N=81

Primary endpoint: 
§ ORR (central read)

Secondary endpoints: 
§ PFS
§ DoR
§ OS
§ Safety of the tafasitamab plus LEN combination
§ Exploratory and biomarker-based assays 

Treatment
until

progression 

If ≥SD 

Cycles 1–3

Tafasitamab 
12 mg/kg

d1, 8, 15, 22† 

Cycles 4–12

Tafasitamab 
12 mg/kg 

d1, 15

Cycles 12+

Tafasitamab 
12 mg/kg 

d1, 15 

LEN
25 mg/d orally

d1–21 



• BsAbs redirect immune effector cells in close 
proximity to malignant cells

• T cells undergo activation due to CD3 cross-
linking, which is associated with cytokine 
release (IFN-g, TNF-a, IL-2, -6, -10) and 
cytotoxic granule release (granzyme B)

• T-cell activation is MHC-unrestricted and no 
longer depends on the native TCR specificity of 
the activated T cell

BISPECIFIC ANTIBODIES 



BsAbs in Clinical Development



Glofitamab (CD20-TCB, RG6026, RO7082859) is a novel T-
cell-engaging bispecific full-length antibody with a unique 
2:1 molecular configuration

Glofitamab’s molecular configuration is associated with 
superior potency under experimental conditions vs other 
CD20-CD3 bispecific antibodies with a 1:1 format, 
enabling concomitant treatment with other CD20 
directed antibodies3,4

Induces rapid T-cell activation, proliferation and cytokine 
release, leading to target cell lysis

CD3 T-cell 
engagement

Silent Fc region
extends half-life and 
abrogates potential 
ADCC/ADCP/CDC-

related toxicity

High avidity
binding to CD20

on B-cells

Head-to-tail 
geometry confers 

higher potency than 
other formats



Hurchings,2021



Median DOCR not reached
Of 63 patients with CR , 53 (84.1%) ongoing CR 
with a maximum observation of 27.4 mos

The median PFS was 2.9 months, with a plateau 
of approximately 24% from 8 months onward

Hutchings , JCO 2021 

GLOFITAMAB OUTCOME: 
duration of CR and PFS  



S. Assouline,2020

Conclusions: M-Pola shows promising efficacy 
and a favorable safety profile in pts with heavily 
pretreated R/R aggressive B-NHL, including those 
who have received prior CAR-T therapy. A low 
rate of CRS was observed, with the majority of 
events being Gr 1. The Phase II dose-expansion 
cohort continues to enroll pts with R/R 
aggressive B-NHL.
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STUDY DESIGN
• Clinical Phase: 1b/2a
• Study Design: Single-arm, open-label, Phase 1b/2a, multicenter basket study that includes 5 disease-

specific cohorts to which participants will be assigned based on the histology of their underlying disease

Tafasitamab e Parsaclisib



Conclusions

• DLBCL is a heterogenous disease, and a more accurate recognition of
unfavourable DLBCL subsets is raccomanded to better tailor the treatment

• R-Chemotherapy is the backbone of treatment with novel drugs, but
randomized trials with «X» + R-CHOP have failed

• New study designs potentially focused on mutational alterations with
combination of multiple novel drugs may have a grater chance of success

• The addition of mAb anti CD19 could represent the keystone in the treatment
of DLBCL


