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Terapia del paziente refrattario a IMiDs e PIs
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Terapia di seconda linea per pazienti con MM che hanno ricevuto VRD o  terapia Dara –based di prima linea 



Dimopoulos et al, Annals of Oncology 2021



Clinical efficacy of daratumumab monotherapy in patients with heavily 
pretreated relapsed or refractory multiple myeloma

(Sirius and GEN501)
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FDA approved July 3, 2019

In combination with dex

for patients with  R/R MM 

who have received > 4 

previous therapies and 

whose disease is

refractory >2 PI, >2 IMiD

and 1 anti-CD38 mAb.

Selinexor +D



Management of Patients > 3 line - Novel Drugs Under Development
Novel Alkylators: Melflufen 

§ Melflufen is a highly lipophilic alkylating peptide, belonging to the novel class of Peptidase
Enhanced Compounds

§ Intracellular amino-peptidases that are overexpressed in most malignant cells, will rapidly
cleave melflufen releasing the hydrophilic, active alkylating metabolite

§ In vitro, treatment of tumor cells with melflufen results in 50-fold higher intracellular
concentration of alkylating metabolite than those treated with equimolar melphalan alone.
In vivo, human xenograft mouse models treated with melflufen showed prolonged survival.

RR MM pts ≥ 2 lines and refr. to last line.
N = 45 in combination cohort.
Median 4 (2-14) lines; 64% double refr.; 53% Alkylator refr.

ORR 31% .......... 5 VGPR & 9 PR patients
PFS: 5.7m ….......DOR 8.4m; OS: 20.7m

G3/4 AEs: Thromboc. (62%), Neutrop. (58%), Anemia: 42%

Phase II O-12-M1 trial

Richardson. Lancet Haematology. 2020;7:E395.

Phase II Horizon trial
• 125 RRMM pts. Median 5 (2-12) prior lines; 38% patients had high-risk 

cytogenetics; 88% double refr ; 71% triple refractory (PI + IMiD + anti-CD38)

ORR 29% .
PFS: 4.2 mos. OS: 11.6 mos

G3/4AEs: Neutropenia (66%), Thromboc. (69%), Anemia: (37%)

Melflufen 40 mg iv every 28 days + Dex 40 mg weekly

Richardson. J Clin Oncol 2021  39:757-767 .

Anchor Trial…ORR for (Melf-Dex) + Dara: 70%; PFS: 11.5 mos…….+ Btz: 60%

Ocio. ASH 2020. Abstr 417.

Image not available
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Venetoclax: Mechanism of Action
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Kumar S, et al. ASCO 2015. Abstract 8576.



Kumar Blood 2017;130(22):2401-2409)



Time to progression and duration of response by t(11;14) status.

Baseline BCL2:BCL2L1 and BCL2:MCL1 

gene expression levels by best response

Blood 2017;130(22):2401-2409), 



Caso clinico

P.V, 68 anni, viene ricoverato nel 2015 per leucemia plasmacellulare (51 x10^9/L GB, popolazione clonale lambda ic

CD138+CD38+CD56+CD19-), a cui concomita anemia e piastrinopenia, ipercalcemia e IRA. Agli esami ematochimici CM IgD

(14.200 mg/l) , sFLCkappa<0.35; sFLCLambda 104000 mg/L. BOM: infiltrazione totale di PC. Citogenetica: trisomia 1, FISH

t(11;14)(q13;q32), monosomia Cr13. TAC TB low dose: Numerose lesioni litiche a livello di scheletro assile, non fratture

patologiche. MRI DWI: diffusa sostituzione del midollo con numerosi focolai patologici a pattern misto focale e diffuso.
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Belantamab mafodotin is an Antibody-Drug Conjugate  Targeting BCMA

IgG1: immunoglobulin G1; mAb, monoclonal antibody; MMAF: monomethyl auristatin-F

1.O’Connor BP, et al. J Exp Med 2004;199:91-8; 2. Lee L, et al. Br J Haematology2016; 174:911-22; 3. Tai Y-T, et al. Blood 2014; 123:3128-38
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• ≥3 prior lines of MMtherapy

• Refractory to prior  
immunomodulatory agents,  
proteasome inhibitors, andrefractory  
and/or intolerant toan
anti-CD38 monoclonalantibody

• BCMA-targeted therapynaïve

• Prior ASCT allowed

• ECOG PS 0-2

Inclusion criteria

DREAMM-2: study design
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Treatment until disease progression or
unacceptable toxicity

Secondary endpoints
• DOR, PFS, OS, CBR

• Safety

• ORR assessed by investigator,† TTR,† TTP†

• ADA activities†

• PK profiles†

• PROs†

• HRQOL†

Primary endpoint
• ORR (IRC)

N=293

Stratified by prior lines oftherapy
(≤4 vs >4) and high-risk cytogenetic features*

Belantamab mafodotin
3.4mg/kg Q3W

Belantamab mafodotin
2.5mg/kg Q3W

N=223

Ocular  
substud
y

A phase II, open-label, randomized, 2-dose study in patients with RRMM who were refractory to an  
immunomodulatory drug and a PI and refractory and/or intolerant to an anti-CD38 mAb

Screening occurred between June 18, 2018, and January 2, 2019.
*Presence or absence of t(4;14), t(14;16), 17p13del, or 1q21+. †Will be reportedseparately.
ADA, anti-drug antibody; ASCT, autologous stem cell transplant; BCMA, B-cell maturation antigen; CBR, clinical benefit rate; CD, cluster of differentiation; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance  
status; HRQOL, health-related quality of life; IRC, independent review committee; mAb, monoclonal antibody; MM, multiple myeloma; ORR, overall response rate; OS, overall survival; PFS, progression-free survival; PK, pharmacokinetic; PI,  
proteasome inhibitor; PRO, patient-reported outcome; Q3W,every 3 weeks; RRMM, relapsed/refractory multiple myeloma; TTP, time to progression; TTR, time to response.

Lonial S et al. Lancet Oncol. 2020;21(2):207-221.



DREAMM-2 Results: Efficacy from 13-month Follow-up
Single Agent Belantamab Mafodotin Demonstrated Deep Activity

58% [18/31] of responders 
achieved a  very good partial 
response or better

Independent Review Committee-
assessed Response*

Belantamab Mafodotin
2.5 mg/kg  (N =
97)

Overall response rate,† n (%)  
(97.5% CI)

31 (32)

(21.7-43.6)

Best response, n (%)
Stringent complete response  

Complete response

Very good partial response  
Partial response

Minimal response

Stable disease

2 (2)

5 (5)

11 (11)

13 (13)

4 (4)

27 (28)

Clinical benefit rate‡ (95% CI)
.

35 (36)
et al.

*Best response as assessed in the intention-to-treat population (including all randomly assigned patients) by an independent review committee using 2016 IMWG criteria. Six patients were not evaluable 
for
response and were treated as non-responders.
†ORR = sCR+CR+VGPR+PR
‡CBR = sCR+CR+VGPR+PR+MR

CBR = clinical benefit rate; CI = confidence interval; CR = complete response; IIMWG= International Myeloma Working Group; MR = minimal response; ORR = overall response rate; PR = partial response; 
sCR =  stringent complete response; VGPR = very good partial response..

Lonial S, et al. Cancer 2021

Among patients with > VGPR 5 of 

13 evaluated (38%) achieved

MRD negativity



Lonial S, et al. Cancer 2021;

CI = confidence interval; CR = complete  
response; NE = not evaluable; NR = not 
reached;  PD = progressive disease; PR = 
patrial response;  sCR = stringent complete 
response; SD = stable  disease; VGPR = very 
good partial response

These figures were first presented in Lonial S et al. Cancer.2021.

The chart has been independently created by GSK from original data first presented in Lonial S et al. Cancer. 2021.

DREAMM-2 Results: Efficacy from 13-month Follow-up
Median Estimated Progression-free Survival

Progression-free Survival Progression-free Survival by Response Category



DREAMM-2 Results: Efficacy from 13-month Follow-up

Lonial S et al. Cancer.
2021.

CI = confidence interval;  
CR = complete response;  
MR = minimal response;  
NE = not evaluable;
NR = not reached;
PD = progressive disease;  
PR = patrial response;
SD = stable disease

Median Overall Survival, months (95%  
CI)

Estimated 1-year survival probability, % (95%  
CI)

Overall 13.7 (9.9-NR) 58 (47-67)

MR or better NR 88 (72-95)

PR or better NR 87 (69-95)

Median Estimated Overall Survival

Overall Survival Overall Survival by Response Category

These figures were first presented in Lonial S et al. Cancer.2021.

Number at ris (Number of events)

PR or better 31 31 31 31 31 31 31 31 31 31 29 29 2  23 20 13 9 5 0

(0) (0) (0) (0) (0) (0) (0) (0) (0) (0) (2) ( 2) (4) ( ) ( ) (  ) (  ) (  ) ( )

MR or better 35 35 35 35 35 35 35 35 35 35 33 33 30 2  23 15 10 5 0

(0) (0) (0) (0) (0) (0) (0) (0) (0) (0) (2) ( 2) (4) ( ) ( ) (  ) (  ) (  ) ( )

S  

P or NE

2  2  25 24 21 18 1  15 13 12 11 11 10 8 5 4 3 1 0

(0) (0) (2) (3) ( ) (9) (10)(12)(14)(15)(1 ) ( 1  ) (1  ) ( 1  )(18)( 18)(18)(19)(19)

35 29 21 18 15 14 14 14 14 12 11 11 9 8 3 3 0

(0) (5) (11)(13)(15)(1 ) ( 1  ) (1  ) (1  )(18)(19)(19)(20)(20)(22)( 22)(22)



DREAMM-2 Results: Efficacy from 13-month Follow-up
Belantamab Mafodotin Demonstrated Durable Activity

CI = confidence interval; DoR = duration of response; NR = not reached; ORR = overall response rate; OS = overall survival; PFS = progression-free survival; RRMM = relapsed/refractory multiple
myeloma.

Belantamab Mafodotin
2.5 mg/kg  (N =
97)

Median Estimated DoR, months (95%  CI)1
11 (4.2-NR)

Median PFS, months (95% CI)1 2.8 (1.6-3.6)

Median Estimated OS, months (95% CI)1 13.7 (9.9-NR)

This overall survival has not been  
observed to date in a similar heavily  
pretreated RRMM population

Previous studies show a median OS of  
only 9.31 months in similar patient  
populations across all regimens1,2

1. Lonial S, et al. Cancer 2021; 2. Gandhi UH et al. Leukemia 2019.





CAR-T CELLS

Bruno, Haematologica, 2021
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aInvestigator assessment of evaluable patients who had ≥1 dose of talquetamab and ≥1 postbaseline disease evaluation per 2011 International Myeloma Working Group response criteria; includes unconfirmed response. 

CR, complete response; IV, intravenous; MRD, minimal residual disease; ORR, overall response rate; PR, partial response; QW, weekly; RP2D, recommended phase 2 dose; SC, subcutaneous; sCR, stringent complete response; 

VGPR, very good partial response.

• The RP2D of 405 µg/kg SC QW has been administered to 30 

patients with a median follow-up of 6.3 months (range: 1.4–

12.0) for responders

• At the RP2D:

̶ 70.0% ORR (21/30)

̶ Median time to first confirmed response was 1 month 

(range: 0.2–3.8)

̶ 65.2% (15/23) of triple-refractory patients responded 

̶ 83.3% (5/6) of penta-refractory patients responded  

• Of 6 evaluable patients across IV and SC cohorts, 4 had MRD-

negative CR/sCR at 10-6, including 1 patient in RP2D cohort

̶ MRD negativity was sustained 7 months post CR in 
1 evaluable patient
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Jesus G Berdeja et al., ASCO 2021

TALQUETAMAB targeting GPRC5B



Barilà G et al Pharmaceuticals 2021



Conclusioni

• L’orizzonte delle nuove terapie continua ad evolversi ad una velocità esponenziale

• L’utilizzo di farmaci con meccanismo d’azione nuovo può in parte superare la resistenza delle 

cellule mielomatose

• La vera sfida per il clinico oggi è con che sequenza procedere con le varie terapie, chi  

beneficia di una specifica terapia/ o sequenza di farmaci, in uno scenario di costi sempre in 

aumento.

• Un importante obiettivo sarà colmare il divario tra i dati di efficacia e tossicità dei trials clinici e 

il dato di real word 


