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DICHIARAZIONE
Relatore: Enrico Derenzini

Come da nuova regolamentazione della Commissione Nazionale per la Formazione Continua del  Ministero della Salute, è richiesta la 
trasparenza delle fonti di finanziamento e dei rapporti con soggetti portatori di interessi commerciali in campo sanitario.

•  Posizione di dipendente in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)
•  Consulenza ad aziende con interessi commerciali in campo sanitario (Roche, Astra Zeneca)

•  Fondi per la ricerca da aziende con interessi commerciali in campo sanitario (ADC-Therapeutics, Takeda)
•  Partecipazione ad Advisory Board (Roche, Astra-Zeneca, Takeda, Beigene, Gilead, Abbvie)
•  Titolarità di brevetti in compartecipazione ad aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

•  Partecipazioni azionarie in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)
•  Altro



0

10

20

30

40

50

60

TA
FA

SIT
AMAB

RITUXIM
AB

IBRUTIN
IB

BI836
82

6

VENETO
CLA

X

SE
LIN

EXO
R

LEN
ALID

OMIDE

MOSU
NETU

ZU
MAB

R-LE
NA

R-PO
LA

TUZIM
AB

LO
NCA

STU
XIM

AB

IBRUTIN
IB+

R-LE
NA

R-PO
LA

TUZUMAB-LE
NALID

OMIDE

LO
NCA

-IB
RUTINIB

R-NARATU
XIM

AB EM
TA

NSIN
E

POLA
-R2

VIPOR

ODRONEXT
AMAB

EP
CORITA

MAB

GLO
FITA

MAB

BR-PO
LA

TUZUMAB

TIS
A-CEL

TA
FA

-LE
NA

EN
GLU

MAFU
SP

 PLU
S G

LO
FIT

AMAB

POLA
-M

R-LO
NCA

LIS
O-CEL

AXI-C
EL

POLA
-GLO

FI

%
 C

R 
RA

TE

AGENT/REGIMEN TARGET TYPE LINE OF THERAPY FIRST LINE

AXICEL CD19 CAR-T >1 (R/R <12m), >2 YES (INVEST.)

LISOCEL CD19 CAR-T >1 (R/R <12m), >2 -

TISACEL CD19 CAR-T >2 -

TAFA-LEN CD19 MAB >1 YES (INVEST.)

LONCASTUXIMAB CD19 ADC >2 YES (INVEST.)

POLATUZUMAB-(B)R CD79b ADC >1 YES APPROVED

GLOFITAMAB CD20XCD3 BITE >2 YES (INVEST.)

EPCORITAMAB CD20XCD3 BITE >2 YES (INVEST.)

ODRONEXTAMAB CD20xCD3 BITE - YES (INSEST.)
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mABs
Small Mol (SM)
SM+mABs
ADCs+/- SM +/-mABs

BITEs
SM combo (VIPOR)

BITEs/ADCs combo
CAR-T



CD20xCD3 BITES
GLOFITAMAB
EPCORITAMAB
ODRONEXTAMAB
PLAMOTAMAB

NON CD19- 
ADCs (+MABs)

POLATUZUMAB VEDOTIN
NARATUXIMAB EMTANSINE
BRENTUXIMAB VEDOTIN

COMBINATIONS
ADCs + ADCs
BITEs + ADCs
BITEs + COST. MOLECULES
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CD79b ADC
Polatuzumab 
Vedotin

ROMULUS TRIAL: POLA-RITUXIMAB
CR RATE 21%
31/39 REFRACTORY TO 
LAST THERAPY

Morschhauser et al. Lancet Haematology 2019

POLATUZUMAB 
SINGLE AGENT: CR 
RATE 15%

Palanca-Wessels et al. Lancet Oncology 2015

POLA-BR

CR RATE 40%

Sehn et al. J Clin Oncol 2020

PHASE 2- RANDOMIZED TRIAL
80 PTS ENROLLED: POLA-BR=40; BR=40
75% REFRACTORY TO LAST THERAPY IN POLA-BR ARM



ADCs
Naratuximab emtansine
CD3

PHASE 2 NARA-RITUXIMAB COMBO

100 PTS ENROLLED
80 DLBCL

12.5% PRIMARY REFRACTORY

Levy et al, ASH 2021

31.6% CR RATE

CD37 ADC
Naratuximab
Emtansine



PRIOR CAR-T 34%
PRIMARY REFRACTORY 59%

CRS 64%
MOSTLY G1-2
DURING 1° CYCLE

ICANS 8%

INFECTIONS 40%
NO GLOFIT RELATED G5 EVENTS

GLOFITAMAB

CD20 x CD3 Dickinson M et al, ICML 2023
Dickinson MJ et al, N Eng J Med 2022 



BY CR AT EOTCD20 x CD3

GLOFITAMAB
ORR 52%
CR RATE 40%

Dickinson M et al, ICML 2023
Dickinson MJ et al, N Eng J Med 2022 



CD20 x CD3

PRIOR CAR-T 39%

PRIMARY REFRACTORY 61%

CRS 49%
MOSTLY G1-2
DURING 1° CYCLE (d15)

ICANS 6.4%

INFECTIONS 45%, G3-4 15%.

1 FATAL ICANS IN A PT WITH 
SEVERAL CONFOUNDING FACTORS

EPCORE NHL-1 TRIAL, JURCZAK ET AL. EHA 2023
Thieblemont et al JCO 2022



ORR 63.1%
CR RATE 38.9%

CD20 x CD3
EPCORE NHL-1 TRIAL, JURCZAK ET AL. EHA 2023

Median FUP, 20m

Thieblemont et al JCO 2022



ORR 53%
CR RATE 53%>80 mg DOSE

DLBCL NO PRIOR CAR-T

ORR 33%
CR RATE 27%>80 mg DOSE

DLBCL PRIOR CAR-TCR RATE 24% ACROSS  ALL DOSE LEVELS

49% INFECTIONS, 23% ≥ G3 

CD20 x CD3

Bannerji et al Lancet Haem 2022

ODRONEXTAMAB

N=145 pts



BITEs + ADCs
Polatuzumab 
Vedotin
Glofitamab

Hutchings et al. ICML 2023



N=111
56 DLBCL
26 trFL
27 HGBCL
2 PMBCL 

ANY grade CRS N= 49 (45%) 

ICANS ≥ G3 N= 3 (2.7%) INFECTIONS G ≥ G3 N= 30 (27%)
COVID-19 RELATED N=20 

BITEs + ADCs
Polatuzumab 
Vedotin
Glofitamab

Hutchings et al. ICML 2023



BITEs + ADCs
Polatuzumab 
Vedotin
Glofitamab

Hutchings et al. ICML 2023



ADCs COMBOS
BITEs + ADCs

LOTIS-7 TRIAL

CD20XCD3 BITES

NON CD19- 
ADCsCD19-ADCs +

CD19-ADCs +

Loncastuximab + Polatuzumab

Loncastuximab + Glofitamab

Loncastuximab + Mosunetuzumab



BITEs + COST. 
BITEs
Englumafusp
Glofitamab

ENGLUMAFUSP
CD19 x 4-1BB

Dickinson et al. ICML 2023



AGGRESSIVE B-CELL LYMPHOMA N=86
61 DLBCL
19 trFL
4 trOTHER
2 G3B FL

BITEs + COST. 
BITEs
Englumafusp
Glofitamab

N=113
CRS 51.3%
COVID-19 25.7%

Dickinson et al. ICML 2023



Abstract CT129: Trial in progress: ATHENA-1 - a 
phase 1, open-label, first-in-human study to 
assess safety and tolerability of REGN5837 in 
combination with odronextamab in patients 
with relapsed/refractory aggressive B-cell non-
Hodgkin lymphomas

BITEs + COST. 
BITEs
REGN5837
Odronextamab

Wei C et al. Sci Trans Med 2022 Baird J et al. AACR 2023



Subcutaneous Epcoritamab + R-Dhax/C in Patients with 
Relapsed or Refractory Diffuse Large B-Cell Lymphoma Eligible 

for Autologous Stem Cell Transplant: Updated Phase 1/2 
Results

BITEs + Chemo-R
Epcoritamab
R-DHAX

N=29
72% 2L
66% PRIMARY REFRACTORY
CRS similar to Epco single agent
58% proceeded to ASCT (CR 80%)
Main reason of no ASCT: pt choice
In 26 evaluable pts: 
ORR 85%, CR RATE 65%
DoR not reached in pts not undergoing ASCT

Abrisqueta P et al. ASH 2022



INCREASED FRACTION OF PTS TREATED EARLY WITH ANTI CD19 DIRECTED THERAPY

SIGNIFICANT FRACTION OF PTS IS NOT CAR-T ELIGIBLE 

Locke FL et al. N Eng J Med 2022 Abramson JS et al. Blood 2023

CR 65% CR 74%



R/R CAR-T 
ELIGIBLE

ANTI CD19 
CAR-T 

Axi
Liso

75% <12m

Axi
Liso
Tisa

25% >12m

ASCT

ANTI CD19 
CAR-T 

CAR-T ELIGIBLE
NON 
CAR-T ELIGIBLE

ASCT
ELIGIBLE

NON ASCT ELIGIBLE 
* POSSIBLY
 CAR-T ELIGIBLE

POLA-(B)R*
R-CHT*

T/L NON 
CAR-T ELIGIBLE

CD19: LONCA
CD20xCD3: BITES*
CD79b: POLA-BR

CD19: LONCA, T/L
CD20xCD3: BITES
CD79b: POLA-BR

2 L

3-4 L CD19: LONCA, T/L
CD20xCD3: BITES
CD79b: POLA-BR
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6- POSSIBLY 5-6 DIFFERENT TYPES OF FIRST-LINE THERAPIES IN THE NEXT YEARS

7- DIFFERENT SPECIFIC SEQUENCING STRATEGIES DEPENDING ON THE FIRST LINE REGIMEN RECEIVED

8- BIOMARKERS TO PREDICT TREATMENT EFFICACY URGENTLY NEEDED

CONCLUSIONS

1-R-CHOP + ADCs
2-R-CHOP + BTKi
3-R-CHOP + BITES
4-R-CHOP + T/L
5- CAR-T in HR
6-ANTI CD19 ADCs
OR CD20xCD3 BITE
CHEMOFREE ELDERLY

1- SEVERAL NEW TREATMENT OPTIONS AVAILABLE

2- R/R DLBCL TREATMENT ALGORITHM IS GETTING MORE COMPLEX

3- BITES and ADCs BASED COMBO VERY PROMISING (POSSIBLY 2° LINE?)

4- CD19 CAR-T CELL THERAPY AVAILABLE IN 2° AND 3° LINE

5- CD19 DIRECTED THERAPY POSSIBLY AVAILABLE IN FIRST LINE IN THE NEXT FUTURE


