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Outline

• Venetoclax, t(11;14) e meccanismo d’azione
• Venetoclax single agent
• Bellini : Venetoclax+Bortezomib-dex vs Bortezomib-dex 
• Canova: Venetoclax-dex vs Poma-dex
• Venetoclax+ Carfilzomib
• Daratumumab+Venetoclax; Dara+Bor+Venetoclax
• Venetoclax+Pomalidomide
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• Venetoclax, t(11;14) e meccanismo d’azione
• Venetoclax single agent+dex
• Bellini : Venetoclax+Bortezomib-dex vs Bortezomib-dex 
• Canova: Venetoclax-dex vs Poma-dex
• Venetoclax+ Carfilzomib
• Daratumumab+Venetoclax; Dara+Bor+Venetoclax
• Venetoclax+Pomalidomide
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• Venetoclax, t(11;14) e meccanismo d’azione
• Venetoclax single agent
• Bellini : Venetoclax+Bortezomib-dex vs Bortezomib-dex 
• Canova: Venetoclax-dex vs Poma-dex
• Venetoclax+ Carfilzomib
• Daratumumab+Venetoclax; Dara+Bor+Venetoclax
• Venetoclax+Pomalidomide



Lancet 2020





• Alto rate mortalità x infezioni in Ven arm 14 vs 1
• FDA ha sospeso trial a marzo 2019 
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VenDd vs DVd in t(11;14) R/R MM: 

Bahlis. NCT03314181.

▪ Multicenter dose-escalation/dose-expansion phase I/II study

▪ Primary endpoint: PFS, response rates 
(ORR, ≥ VGPR, ≥ CR)

Venetoclax 400 mg or 800 mg QD + 
Daratumumab 16 mg/kg IV or 1800 mg SC‡ + 

Dexamethasone 40 mg QW PO or IV
(n = 55)

Bortezomib + Daratumumab +
Dexamethasone 

dosed per current label
(n = 26)

Adult (≥18 yr of age) patients 
with t(11;14)-positive* R/R 

MM with PD after ≥1 previous 
line of therapy including a PI 

or IMiD; ECOG PS ≤2
(N = 81)

▪ Secondary endpoints: MRD negativity¶ 

▪ Other endpoints: safety
*As determined by central laboratory plasma cell–enriched FISH. †Patients from part 1 who received 400 mg or 800 mg of venetoclax were included in analysis of part 3. 
‡Cycles 1-2: D1, 8, 15, 22; cycles 3-6: D1, 15; cycle 7+: D1. §Patients stratified 4:2:5 to receive Ven400Dd, Ven800Dd, or DVd. ¶At time of suspected sCR/CR, MRD negativity
(<10-5 and <10-6) determined in BM aspirates by NGS and assessed again at 6 and 12 mo post confirmation.

(28-day cycles)

Part 1 (nonrandomized 
dose escalation/dose expansion)†

Part 3 (randomized, 
open label)§

http://www.clinicaloptions.com/
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VenDd vs DVd in t(11;14) R/R MM: 
PFS (Primary Endpoint)

Bahlis. ASH 2023. Abstr 338.

Outcome
VenDd
(n = 55)

DVd
(n = 26)

Median PFS, mo (95% CI) 46.1 (40.6-NE) 15.5 (7.5-NE)

12-mo PFS rate, % (95% CI) 94.2 (83.1-98.1) 59.9 (35.5-77.6)

18-mo PFS rate, % (95% CI) 87.9 (74.4-94.4) 47.6 (24.1-68.0)

24-mo PFS rate, % (95% CI) 77.7 (62.1-87.4) 39.7 (17.0-61.8)

33-mo PFS rate, % (95% CI) 74.3 (57.8-85.1) 39.7 (17.0-61.8)

Events, n 16 11

▪ Median PFS was longer in VenDd arm (46.1 mo) compared with DVd arm (15.5 mo)

▪ 33-mo PFS rate was higher in VenDd arm (74.3%) compared with DVd arm (39.7%) 

http://www.clinicaloptions.com/
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VenDd vs DVd in t(11;14) R/R MM:
Safety Summary

Bahlis. ASH 2023. Abstr 338.

Safety Summary
VenDd
(n = 55)

DVd
(n = 24)*

Treatment exposure
▪ Mean tx duration, mo (SD)
▪ Median tx duration, mo

(range)

26.3 
(14.4)
24.8

(1.2-57.8)

11.9 
(10.3)

9.6
(0.5-35.8)

Any-grade AE, n (%) 54 (98.2) 23 (95.8)

Grade ≥3 AE, n (%) 43 (78.2) 18 (75.0)

Any-grade neutropenia, n (%)
▪ Grade 3/4 neutropenia

9 (16.4)
7 (12.7)

1 (4.2)
0

Any-grade thrombocytopenia, n (%)
▪ Grade 3/4 thrombocytopenia

4 (7.3)
2 (3.6)

8 (33.3)
6 (25.0)

SAEs, n (%) 28 (50.9) 7 (29.2)

All deaths, n (%)
▪ SAEs resulting in death†

8 (14.5)
1 (1.8)

5 (20.8)
0

Safety Events
(Events/100 PY)

VenDd
(n = 55)

(PY = 122.8)

DVd
(n = 24)*

(PY = 25.3)

AEs 1244 (1012.8) 351 (1384.8)

SAEs 65 (52.9) 17 (67.1)

Grade 3/4 AEs‡ 165 (134.3) 61 (240.7)

All deaths
▪ AEs resulting in 

death†

8 (6.5)
2 (1.6)

5 (19.7)
0

*n = 2 patients randomized but never received drug dose. †n = 1 patient treated for 49 cycles experienced 2 SAEs (septic shock, multiorgan failure) 
that resulted in death. ‡National Cancer Institute Common Terminology Criteria for Adverse Events.

http://www.clinicaloptions.com/


Bahlis et al. JCO 2021





Outline

• Venetoclax, t(11;14) e meccanismo d’azione
• Venetoclax single agent
• Bellini : Venetoclax+Bortezomib-dex vs Bortezomib-dex 
• Canova: Venetoclax-dex vs Poma-dex
• Daratumumab+Venetoclax; Dara+Bor+Venetoclax
• Venetoclax+Pomalidomide



Venetoclax 400 mg die x 28 gg
Pomalidomide 4 mg die x 21 gg
Dex 40 mg settimanale

Fase II inMM RR >1L; lena refrattari

PFS 10 mesi
Gasparetto et al. Clin Lymph Myeloma Leuk 2021



Conclusioni

• Venetoclax è efficace nel MM R/R

• Efficacia maggiore in MM e t(11;14) e overespressione BCL2

• Warning su dosaggi / combinazioni e rischio infettivo 
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