
Introduction
•	 Mezigdomide (MEZI) is a novel, potent CELMoD™ agent purposefully designed for rapid and maximal 

degradation of  Ikaros and Aiolos, leading to immune-modulatory effects and enhanced tumoricidal 
activity in myeloma cells1–3 (Figure 1)

•	 In patients with relapsed/refractory multiple myeloma (RRMM), MEZI plus dexamethasone (DEX)  
had a manageable safety profile and promising activity4

•	 Preclinical studies have shown synergy between MEZI and DEX, proteasome inhibitors (PIs), and 
anti-CD38 monoclonal antibodies (mAbs)5

	— Preclinically, MEZI has also shown ability to enhance T-cell engager-mediated antitumor activity6

•	 MEZI showed promising efficacy and safety with DEX plus bortezomib (BORT) and DEX plus 
carfilzomib (CFZ) in patients with RRMM

	— In phase 1 of the CC-92480-MM-002 trial (NCT03989414; EudraCT: 2018-004767-31), a study 
evaluating MEZI with different treatment combinations in MM, a 1.0-mg dose plus BORT and  
DEX was selected for further investigation in a dose-expansion cohort7,8

Conclusions
•	 With longer follow-up, MEZI in combination with either BORT or CFZ continued to show promising 

efficacy at all dose levels tested, consistent with previous reports6,7

	— Responses were deep and durable, with many patients remaining on treatment after 1 year
	— MEZI was active in patients refractory to POM, and both LEN and anti-CD38 mAbs 
	— MEZI was pharmacodynamically active with BORT and CFZ at all dose levels tested

•	 MEZI was well tolerated with a manageable safety profile
	— The most common grade 3/4 TEAE was neutropenia, which was managed with dose 

interruptions and granulocyte colony-stimulating factor
	— Discontinuation due to TEAEs was low

•	 Clinical activity was observed in all cohorts and dose optimization of MEZI plus DEX in combination 
with PIs continues to be explored

	— These data support further investigation of MEZI in phase 3 SUCCESSOR studies, 
SUCCESSOR-1 (NCT05519085; MeziVd vs POM plus BORT), and SUCCESSOR-2 (NCT05552976; 
MeziKd vs CFZ), which are currently enrolling

Table 1. Baseline characteristics, prior therapies, and refractory status

Characteristica 

Cohort A 
MeziVd
(N = 28)

Cohort D
MeziVd
(N = 49)

Cohort C
MeziKd
(N = 27)

Age, median (range), years 65.5 (46–86) 64.0 (43–83) 68.0 (41-76)
Sex, n (%)

Female 16 (57.1) 16 (32.7) 18 (66.7)
Time since initial diagnosis,  
median (range), years 4.8 (1.9-17.1) 4.4 (0.9-20.5) 5.4 (0.7-15.7)

ECOG PS, n (%)
0 11 (39.3) 22 (44.9) 10 (37.0)
1 15 (53.6) 25 (51.0) 15 (55.6)
2 2 (7.1) 2 (4.1) 2 (7.4)

ISS stage at study entry, n (%)
I 20 (71.4) 34 (69.4) 21 (77.8)
II 6 (21.4) 9 (18.4) 3 (11.1)
III 2 (7.1) 6 (12.2) 3 (11.1)

Presence of plasmacytomas,b n (%) 5 (17.9) 5 (10.2) 3 (11.1)
High-risk cytogenetics,c n (%) 12 (42.9)d 27 (55.1)e 16 (59.3)f

Prior therapies, median (range), n (%) 3 (2-4) 1 (1-3) 2 (2-4)
Stem cell transplantation 6 (21.4) 14 (28.6) 5 (18.5)
PI 27 (96.4) 44 (89.8) 27 (100)
IMiD agent 28 (100) 49 (100) 27 (100)
Anti-CD38 mAb 14 (50.0) 19 (38.8) 22 (81.5)

IMiD-agent refractory, n (%) 24 (85.7) 31 (63.3)g 24 (88.9)h

LEN refractory 23 (82.1) 31 (63.3) 21 (77.8)
POM refractory 13 (46.4) 0 12 (44.4)

PI refractory, n (%) 14 (50.0) 8 (16.3) 14 (51.9)
IXA refractory 6 (21.4) 2 (4.1) 2 (7.4)
BORT refractory 4 (14.3) 1 (2.0) 13 (48.1)
CFZ refractory 7 (25.0) 5 (10.2) 0

Anti-CD38 mAb refractory, n (%) 14 (50.0) 17 (34.7) 20 (74.1)
Triple-class refractory,i n (%) 9 (32.1) 1 (2.0) 10 (37.0)

aData cutoff: July 6, 2023; bIncluding extramedullary soft tissue-only disease as well as soft tissue bone-related plasmacytomas; cDefined as the presence of any abnormality for del(17p), and/or 
translocation t(4,14), and/or translocation t(14,16), and/or amplification 1q21; d11/28 patients were missing or not evaluable; e12/49 patients were missing or not evaluable; f9/27 patients were 
missing or not evaluable; g1 of 31 patients was refractory to thalidomide; h1 of 24 patients was refractory to thalidomide; iDefined as refractory to ≥ 1 IMiD agent, 1 PI, and 1 anti-CD38 mAb. 
ECOG PS, Eastern Cooperative Oncology Group performance status; IMiD, immune-modulatory drug; ISS, International Staging System; IXA, ixazomib; POM, pomalidomide. 

Table 2. Treatment disposition and treatment exposure 

Patient disposition,a n (%)

Cohort A 
MeziVd
(N = 28)

Cohort D
MeziVd
(N = 49)

Cohort C
MeziKd
(N = 27)

Ongoing 3 (10.7) 16 (32.7) 8 (29.6)
Discontinued 25 (89.3) 33 (67.3) 19 (70.4)

PD 18 (64.3) 21 (42.9) 10 (37.0)
AE 2 (7.1)b 7 (14.3)c 4 (14.8)d

Physician decision 2 (7.1) 0 0
Withdrawal 1 (3.6) 2 (4.1) 2 (7.4)
Death 0 2 (4.1) 1 (3.7)
Other 2 (7.1)e 1 (2.0)f 2 (7.4)g

Treatment exposurea

Doses tested, mg 0.3, 0.6, 1.0 0.6, 1.0 0.3, 0.6, 1.0
Cycles received, median (range), n 12.5 (1–54) 15.0 (1–35) 12.0 (2–33)
Dose reduction of MEZI, n (%) 6 (21.4) 20 (40.8) 8 (29.6)
RDI of MEZI, % (range) 93.0 (43.0–639.0) 83.0 (42.0–1126.0) 82.0 (48.0–107.0)

aData cutoff: July 6, 2023; b1 malignant neoplasm progression and 1 dysgeusia; c1 Guillain-Barré syndrome, 1 Pneumocystis jirovecii pneumonia, 1 orthostatic hypotension, 1 dyspnea, 1 decreased 
appetite, 1 neutropenia, and 1 neuromyelitis optica spectrum disorder; d1 COVID-19 pneumonia, 1 COVID-19, 1 diarrhea, and 1 fatigue; e1 patient came off treatment due to PD based upon serum-free 
light chain and 1 patient did not want to continue therapy; fPatient’s decision; g1 patient did not want to continue therapy due to ongoing abdominal issues/weight loss as well as social circumstances, 
and 1 patient came off treatment due to unknown reasons (the reason for discontinuation was changed to PD after the data cutoff).  
AE, adverse event; COVID-19, coronavirus disease 2019; PD, progressive disease; RDI, relative dose intensity.

Table 3. TEAEs

Most common (≥ 30% all grade) TEAEs  
and events of interest,a n (%)

All doses 0.6 mg 1.0 mg
All grade Grade 3/4 Grade 3/4

Cohort A (MeziVd) N = 28 n = 9 n = 10
Hematologic TEAEs

Neutropenia 15 (53.6) 1 (11.1) 7 (70.0)
Anemia 13 (46.4) 1 (11.1) 1 (10.0)
Thrombocytopenia 10 (35.7) 2 (22.2) 1 (10.0)

Non-hematologic TEAEs
Peripheral sensory neuropathy 11 (39.3) 0 0
Dyspneab 11 (39.3) 0 0
Insomnia 9 (32.1) 1 (11.1) 2 (20.0)
Diarrhea 13 (46.4) 1 (11.1) 2 (20.0)
Fatigue 5 (17.9) 1 (11.1) 0

Infections 20 (71.4) 3 (33.3) 0
COVID-19c 3 (10.7) 0 0
Pneumoniad 3 (10.7) 2 (22.2) 0

Cohort D (MeziVd) N = 49 n = 11 n = 38
Hematologic TEAEs

Neutropenia 38 (77.6) 7 (63.6) 22 (57.9)
Anemia 22 (44.9) 0 3 (7.9)
Thrombocytopenia 24 (49.0) 2 (18.2) 11 (28.9)

Non-hematologic TEAEs
Peripheral sensory neuropathy 27 (55.1) 0 2 (5.3)
Dyspneab 11 (39.3) 0 0
Insomnia 16 (32.7) 0 0
Diarrhea 22 (44.9) 0 4 (10.5)
Fatigue 17 (34.7) 0 2 (5.3)

Infections 39 (79.6) 2 (18.2) 14 (36.8)
COVID-19c 19 (38.8) 1 (9.1) 4 (10.5)
Pneumoniad 14 (28.6) 2 (18.2) 10 (26.3)

Cohort C (MeziKd) N = 27 n = 9 n = 9
Hematologic TEAEs

Neutropenia 15 (55.6) 5 (55.6) 6 (66.7)
Anemia 10 (37.0) 2 (22.2) 2 (22.2)
Thrombocytopenia 14 (51.9) 2 (22.2) 3 (33.3)

Non-hematologic TEAEs
Peripheral sensory neuropathy 4 (14.8) 0 0
Dyspneab 15 (55.5) 1 (11.1) 1 (11.1)
Insomnia 9 (33.3) 0 0
Diarrhea 13 (48.1) 3 (33.3) 0
Fatigue 9 (33.3) 0 2 (22.2)

Infections 19 (70.4) 3 (33.3) 3 (33.3)
COVID-19c 14 (51.9) 2 (22.2) 1 (11.1)
Pneumoniad 2 (7.4) 0 1 (11.1)

In Cohort A, there were 20-30% grade 3/4 hematologic TEAEs reported, and few grade 3/4 non-hematologic TEAEs, the most common being infections (22.2%), at the 0.3 mg dose level. There is no  
0.3 mg dose level in Cohort D. In Cohort C, there were no grade 3/4 hematologic and non-hematologic TEAEs reported at the 0.3 mg dose level.
aData cutoff: July 6, 2023; bIncludes dyspnea exertional; cIncludes COVID-19-related pneumonia; dIncludes all preferred terms for pneumonia except COVID-19-related pneumonia.
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Figure 1. Mechanism of action and downstream effects of MEZI 
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Figure 2. CC-92480-MM-002 (A) study design and (B) treatment combinations
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Figure 3. Response rates
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Figure 5. Response rates by refractoriness to prior therapies
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Figure 6. Pharmacodynamic activity of MEZI
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Figure 4. Swimmer plot for responders in (A) Cohort A (MeziVd), (B) Cohort D (MeziVd), 
and (C) Cohort C (MeziKd)
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Objective
•	 To report updated results from the dose-escalation Cohorts A (MEZI + BORT + DEX [MeziVd]) and  

C (MEZI + CFZ + DEX [MeziKd]), and from the MeziVd dose-expansion Cohort D from the  
CC-92480-MM-002 trial

Methods
Study design and treatment
•	 Figure 2 shows the study design of the CC-92480-MM-002 trial and treatment combinations received 

by patients in Cohorts A, D, and C
•	 Eligible patients had a diagnosis of MM with measurable disease, disease progression during or after 

the last antimyeloma therapy, and minimal response or better to ≥ 1 prior regimens
	— Patients in Cohorts A and C must have received 2–4 prior regimens; patients in Cohort D must  

have received 1–3 prior regimens; all patients must have received lenalidomide (LEN) for  
≥ 2 consecutive cycles

•	 The primary endpoints were:
	— To assess the safety and preliminary efficacy (overall response rate [ORR]) of MEZI
	— To determine the recommended dose and regimen for Cohorts A and C

Treatment disposition and treatment exposure 
•	 By data cutoff, 89.3% (Cohort A), 67.3% (Cohort D), and 70.4% (Cohort C) of patients had 

discontinued treatment; few patients discontinued treatment due to AEs (Table 2)
•	 Patients had received median of 12.5 (Cohort A), 15.0 (Cohort D), and 12.0 (Cohort C) cycles, and 

MEZI dose reductions had occurred in 21.4% (Cohort A), 40.8% (Cohort D), and 29.6% (Cohort C) of 
patients (Table 2)

Results
Patient characteristics and prior therapies
•	 As of July 6, 2023, 28 patients were included in Cohort A, 49 in Cohort D, and 27 in  

Cohort C (Table 1)
	— The median age and median time since diagnosis were similar between cohorts 
	— For all cohorts, most patients had an ECOG PS score of 1 and high-risk cytogenetics were present 

in 42.9% (Cohort A), 55.1% (Cohort D), and 59.3% (Cohort C) of patients
	— Patients had received a median of 3 (Cohort A), 1 (Cohort D), and 2 (Cohort C)  

prior therapies
	— In all cohorts, most patients had been exposed to a PI and were IMiD-agent refractory 

Safety
•	 Grade 3/4 treatment-emergent AEs (TEAEs) were mostly hematologic, with few non-hematologic 

grade 3/4 TEAEs (Table 3)
	— The most common hematologic grade 3/4 TEAE was neutropenia, leading to dose reduction (6.7%) 

and interruption (21.2%)
	— The most common non-hematologic grade 3/4 TEAEs were infections

Efficacy
•	 MeziVd and MeziKd showed efficacy (ORR ≥ 60%) at all dose level tested (Figure 3)

	— Overall, responses were deep and durable, with 3 patients from Cohort A, 17 from Cohort D, and 
7 from Cohort C patients still on treatment at the time of data cut (Figure 4)

•	 MEZI remained active in patients refractory to POM and to both LEN and anti-CD38 mAbs (Figure 5)

Pharmacodynamics summary
•	 MEZI showed pharmacodynamic activity with BORT or CFZ at all doses tested, with 1.0 mg inducing the 

greatest substrate degradation and immune-modulation across cohorts (Figure 6)
	— These data also demonstrate that MEZI activity is not inhibited in the presence of PIs


