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Updates on Multiple Myeloma: 2019 was an active year

 Carfilzomib + Daratumumab (Chari et al Blood 2019)

 Approval of Selinexor (Chari et al, NEJM 2019)

 Phase III ADMYRE study: Plitidepsin + Dex (Spika et al, Ann of Hematol 2019)

– Now approved in Australia

 Bortez + Thal + Dex +/- Dara (CASSIOPEIA) (Attal, Lancet 2019)

 Len + Dex +/- Dara (MAIA) (Facon et al, NEJM 2019)

 Anti-BCMA CAR-T cells show efficacy (Raje et al NEJM 2019)

 Maintenance Ixazomib: TOURMALINE-MM3 (Dimopoulos et al, Lancet 2019)

 Isatuximab (CD38 antibody) +Pom + Dex presented at ASCO 2019



Outline

 Sparing dexamethasone in older and intermediate frailty patients 
(ASH18, EHA19)

 GRIFFIN trial: Dara+VRd vs VRd in newly diagnosed myeloma 
(IMW2019)

 What to do with venetoclax? 
– Quick look at the BELLINI trial (IMW2019) 

 If there’s time: 
– Balantamab Mafodotin



Dex-sparing in older/frail patients

 IMWG frailty index includes age, ADL and IADL and charlson comorbity
index
– Predicts toxicity, treatment interruptions and mortality

– http://www.myelomafrailtyscorecalculator.net/

 Patients with a score of 1 or more were included

LaRocca et al HemaSphere 2019
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Dex-sparing in older/frail patients

 Median follow up 25 mo
 ≥ VGPR rates comparable

– 35% Len-dex continuous

– 43% Len-dex -> len maintenance

 At least 1 non-hematologic grade 3-4 tox seen in: 
– 39% len-dex continuous

– 31% len-dex -> len maintenance

 Len discontinued more frequently in continuous arm

LaRocca et al HemaSphere 2019



Dex-sparing in older/frail patients

LaRocca et al HemaSphere 2019

• 20 month PFS: 
• Len-dex cont: 42%
• Len-dex-> maint: 43%

• 20 month OS: 
• Len-dex cont: 79%
• Len-dex-> maint: 84%

• Median EFS: 
• Len-dex cont: 6.6 mo
• Len-dex-> maint: 9.3 mo



Dex-sparing in older/frail patients

 Conclusions: 
– At least in older patients there does not appear to be an advantage to 

continued doublet therapy

– The strategy of starting with a more intensive regimen and the proceeding to 
maintenance is in line with current practice

– Need long term follow up to ensure that OS is comparable (or better?) in the 
dex-sparing arm

 Have I implemented this? 
– Yes – and I have extrapolated this data to other regimens

– Dex sparing, anecdotally, associated with improved patient morale

LaRocca et al HemaSphere 2019



GRIFFIN (Voorhees et al)
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GRIFFIN (Vorhees et al)



GRIFFIN: Rosenberg’s Hot Takes

 Between MAIA, CASSIOPEIA and GRIFFIN, we’re likely moving into an 
era of antibody based inductions

 Is it ready for prime time? 
– No PFS or OS data, so I don’t think we necessarily need this in all patients

– No data on daratumumab re-treatment, thus I worry about the strategy of 
continuous dara in newly diagnosed patients as opposed to an induction 
strategy

– This is a costly strategy and we need some answers on who needs intensive 
vs lower intensity strategies



BELLINI: Ven+Bor+Dex vs Bor+Dex

 Slides curtusy of Dr. Shaji Kumar
 IMW 2019 update

Kumar et al, IMW 2019



BELLINI Study Design
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Stratification factors
• Bortezomib sensitive vs naïve
• Prior lines of therapy: 1 vs 2–3

Non-ranked secondary endpoints PFS in BCL-2high (IHC), DOR, TTP, MRD negativity rate, other PROs (GHS, fatigue)

Key subgroup analyses t(11;14), high/standard-risk cytogenetics, and BCL2 expression (gene expression) 

Cycles 1 – 8: 21-day, Bortezomib 1.3 mg/m2 Days 1, 4, 8, 11 and dexamethasone 20 mg Days 1, 2, 4, 5, 8, 9, 11, 12

Cycles 9+: 35-day, Bortezomib 1.3 mg/m2 Days 1, 8, 15, 22 and dexamethasone 20 mg Days 1, 2, 8, 9, 15, 16, 22, 23
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PDVen (800 mg QD) +
Bortezomib (B) + 

Dexamethasone (d)

Placebo (Pbo) +
Bortezomib (B) + 

Dexamethasone (d)

2:1

N=291
Key eligibility:
• RRMM
• 1 – 3 prior lines of 

therapy
• PI non-refractory

Primary Endpoint:
• PFS (per IRC)
Key Secondary Endpoints:
• ORR
• ≥VGPR
• OS
• QOL/PRO parameters

DOR, duration of response; GHS, global health status; IHC, immunohistochemistry; MRD, minimal residual disease; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; 
PI, proteasome inhibitor; PRO, patient reported outcome; QD, daily; QOL, quality of life; RRMM, relapsed/refractory multiple myeloma; TTP, time to progression; VGPR, very good partial response.

N=194

N=97



Demographics and Baseline Characteristics
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Ven+Bd
(N=194)

Pbo+Bd
(N=97)

Median age, years (range)
≥ 65 years, n (%)

66 (36, 87)
108 (56)

65 (44, 83)
52 (54)

Multiple myeloma ISS, n (%)
Stage 1
Stage 2
Stage 3

81 (42)
69 (36)
39 (20)

48 (50)
32 (33)
13 (14)

ECOG performance score, n (%)
0
1 or 2

101 (52)
92 (48)

47 (49)
49 (51)

No. of prior lines of therapy, n (%)
1
2 or 3

91 (47)
103 (53)

44 (45)
53 (55)

Prior stem cell transplant, n (%) 116 (59) 57 (59)

Prior exposure to PI, n (%) 135 (70) 68 (70)

Prior exposure to IMiD, n (%) 131 (68) 65 (67)

Prior exposure to PI + IMiD, n (%) 78 (40) 42 (44)

Ven+Bd
(N=194)

Pbo+Bd
(N=97)

Type of measurable disease, n (%)
IgG
IgA
FLC / Other

115 (59)
40 (21)
39 (20)

47 (49)
25 (26)
25 (26)

Cytogenetics, n (%)*
High-risk†

Standard-risk‡

Unknown§

31 (17)
141 (78)

9 (5)

18 (19)
72 (77)
4 (4)

t(11;14) status, n (%)*
Positive
Negative
Unknown§

20 (11)
152 (84)

9 (5)

15 (16)
74 (79)
5 (5)

BCL-2 expression (IHC), n (%)*
High
Low

93 (78)
26 (22)

47 (81)
11 (19)

ECOG, Eastern Cooperative Oncology Group; IMiD, immunomodulatory drug; 
ISS, International Staging System; PI, proteasome inhibitor.

FLC, serum free light chain; IHC, immunohistochemistry.
* Percentage calculated by excluding patients with missing data
† t(4;14) or t(14;16) or del(17p)
‡ No high-risk cytogenetics
§ Sample was tested but results were inconclusive



Primary Endpoint Analysis: Progression-Free Survival
All Patients (ITT), 26 Nov 2018
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Time (Months)

The BELLINI study met its primary endpoint with superior median PFS in the Ven+Bd arm versus Pbo+Bd

PFS Ven+Bd Pbo+Bd

Median, months 22.4 11.5

HR (95% CI) 0.630 (0.443, 0.897)

P-value 0.010
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Clinical Response Rates in All Patients
26 Nov 2018

Overall response, ≥VGPR, ≥CR and MRD negativity rates were significantly higher with Ven+Bd

MRD assessment was performed by next-generation 
sequencing on bone marrow aspirate at time of CR/sCR



O
ve

ra
ll

 S
u

rv
iv

al

0
0.0

0.2

0.4

0.6

0.8

1.0

3 6 9 12 15 18 21 24 27

No. at Risk 194
97

91
44

136
74

155
87

162
89

185
95

170
92

36
20

9
5

0
0

Ven+Bd

Pbo+Bd

Time (Months)

Overall Survival
All Patients (ITT), 26 Nov 2018

21

OS (interim 
analysis)

Ven+Bd Pbo+Bd

Events, n (%) 41 (21) 11 (11)

Median, months Not 
reached

Not 
reached

HR (95% CI) 2.027 (1.042, 3.945)

P-value 0.034

A higher risk of death was observed in the Ven+Bd arm compared to Pbo+Bd at interim OS analysis



Overall Survival
All Patients (ITT), Updated 18 Mar 2019
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OS Ven+Bd Pbo+Bd

Events, n (%) 51 (26) 19 (20)

Median, 
months

Not reached Not reached

HR (95% CI) 1.474 (0.870, 2.498)

P-value 0.147



Summary of Cause of Death

23

Safety Population
(Only patients who received treatment)

Ven+Bd
(N = 193)

n (%)

Pbo+Bd
(N = 96)

n (%)

All deaths
Infection
Progressive disease
Other*

40 (21)
14 (7)
17 (9)
9 (5)

11 (11)
2 (2)
8 (8)
1 (1)

Deaths occurring within 30 days of last dose
Infection
Progressive disease
Other

13 (7)
8 (4)
2 (1)
3 (2)

1 (1)
0

1 (1)
0

Deaths occurring after 30 days of last dose
Infection
Progressive disease
Other

27 (14)
6 (3)
15 (8)
6 (3)

10 (10)
2 (2)
7 (7)
1 (1)

More deaths were observed in the Ven+Bd arm, with a more prominent imbalance in the 
treatment-emergent deaths attributed to infectious causes

*Includes: cardiac/cardiopulmonary arrest (n = 4), congestive heart failure (n = 1), pancreatic cancer (n = 1), and unknown cause (n = 4).
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Most Common Adverse Events



BELLINI: Ven+Bor+Dex vs Bor+Dex

 Conclusions: 
– Venetoclax is clearly active, with a pronounced increase in efficacy in the 

t(11;14) and BLC2high population

– Increased risk of infection lead to early deaths, with the flipping of the PFS and 
OS signals

• This has lead to consternation at the FDA about using PFS as an endpoint 
in MM – hopefully we won’t see a chilling effect on drug development

– Would have differences in prophylaxis have made a difference? 

• Unknown how many were immunoparetic

• Prior studies on primary prophy with fluroquinolones in MM have been 
positive

Kumar et al, IMW 2019


