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A LETTER FROM DR. WILLIAM MACINTYRE TO HENRY BENCE
JONES REGARDING PATIENT THOMAS ALEXANDER MCBEAN

Saturday, November 1, 1845: 

Dear Dr Jones, 

The tube contains urine of very high specific gravity. When boiled it becomes slightly 

opaque. On the addition of nitric acid, it effervesces, assumes a reddish hue, and 

becomes quite clear; but as it cools, assumes the consistence and appearance which 

you see. Heat liquefies it. What is it? 

Multiple myeloma. Robert A. Kyle and S. Vincent Rajkumar Blood. 2008 111: 2962-2972

Bence Jones H. Chemical pathology. Lancet. 1847;2:88–92
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WHAT IS MULTIPLE MYELOMA?

Multiple myeloma

Normal plasma cells

M proteins

Multiple myeloma cells

Bone Bone
marrow

Light
chain

Heavy
chains
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chain

Antibodies



MYELOMA IN MUMMIES



SARAH NEWBURY:  FIRST REPORTED CASE OF MYELOMA

Multiple myeloma. Robert A. Kyle and S. Vincent Rajkumar Blood. 2008 111: 2962-2972
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MYELOMA CELLS



PAGENORMAL VS ABNORMAL 
PLASMA CELLS

Normal

Adapted from Multiple Myeloma Research Foundation. 

Abnormal
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Kyle RA and Rajkumar SV. Cecil Textbook of Medicine, 22nd Edition, 2004

Immunofixation to Determine Type of 

Monoclonal Protein

IgG kappa M protein Lambda Light Chains
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IMMUNOGLOBULIN

Heavy chains: IgG, IgA, 
IgM, IgD, IgE

Light chains are known as 
kappa (κ) or lambda (λ)

Most common isotype is 
IgGκ followed by IgGλ
then IgAκ and IgAλ; rare 
cases of IgD and IgE

Light
chain

Heavy
chains

Light
chain
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MEASURING THE MYELOMA PROTEIN

Intact Ig myeloma

Light chain myeloma

Oligosecretory myeloma:  rare form of myeloma

Non-secretory myeloma:  rare form of myeloma
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• Underlying plasma cell 
proliferative disorder 

• AND ≥1 myeloma-defining 
events

• ≥1 CRAB* feature

• Clonal plasma cells in BM ≥60%

• Serum free light chain ratio ≥100

• >1 MRI focal lesion

• M protein ≥3 g/dL (serum) or 
≥500 mg/
24 hrs (urine)

• Clonal plasma cells in BM 
≥10%–60%

• No myeloma-defining events

• M protein <3 g/dL

• Clonal plasma cells in 
BM <10%

• No myeloma-defining 
events

KNOW THE DIAGNOSIS

KEY ITEMS THAT DEFINE THE 
DIAGNOSIS

*C: Calcium elevation (>11 mg/dL or >1 mg/dL higher than ULN)

R: Renal insufficiency (creatinine clearance <40 mL/min or serum creatinine >2 mg/dL)

A: Anemia (Hb <10 g/dL or 2 g/dL < normal)

B: Bone disease (≥1 lytic lesions on skeletal radiography, CT, or PET-CT)

Rajkumar SV et al. Lancet Oncol. 2014;15:e538. 

MGUS Smoldering Myeloma Multiple Myeloma

10% risk of 
progression/year to 

active myeloma

1% risk of 
progression/year to
multiple myeloma or 

related conditions
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Risk factors: higher M spike, higher plasma cell burden, type of M 

protein, abnormal free light-chain ratio, circulating plasma cells

Kyle RA, et al. N Engl J Med. 2007;356:2582.

Greipp PR, et al. J Clin Oncol. 2005;23:3412.
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MYELOMA STAGING
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ALGORITHM FOR TREATMENT OF MM PER NCCN 
GUIDELINES AND PALUMBO ET AL.
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CHOOSING THERAPIES FOR MYELOMA

IMiDs
Proteasome 

Inhibitors
Anthracyclines Alkylators Steroids Antibodies SINE ADC CAR-T Bispecific Ab

Thalidomide Bortezomib Doxil Melphalan Dexamethasone Elotuzumab Selinexor Belantamab Ide-cel Teclistamab

Lenalidomide Carfilzomib Doxorubicin Cytoxan Prednisone Daratumumab Cilta-cel

Pomalidomide Ixazomib Bendamustine Solumedrol Isatuximab
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FACTORS IN SELECTING MM THERAPY

PATIENT DISEASE TREATMENT

• Age/frailty

• Performance status

• Lifestyle/pt preferences

• Drug metabolism

• Compliance/adherence

• Caregiver support

• Renal insufficiency

• Comorbidities 

– Neuropathy

– Cardiac

– Diabetes

– Low blood counts

Burden 

• ISS/LDH

• Rate of rise

• Marrow burden

• CRAB symptoms

• Extramedullary – PCL, 

CNS 

Biology 

• Molecular       

- del[17p], t(4;14), 

t(14;16), ch 1 

abnormalities

- GEP 

Trial Availability

If Previously Treated

• Depth/duration

• Relapse > 60d vs 

Refractory 

Toxicity 
• Myelosuppresion

• Neuropathy

• VTE

• Secondary cancers

Administration route 

Single or combination

Cost and copays

Access

Rajkumar SV, Kumar S. Blood Cancer J. 2020;10(9):94.



PAGEMAIA: STUDY DESIGN
PATIENTS WERE ENROLLED FROM MARCH 2015 THROUGH JANUARY 2017

R
1:1

D-Rd
D: 16 mg/kg IV

QW Cycles 1-2, Q2W Cycles 3-6,

then Q4W thereafter until PD

R: 25 mg PO
Days 1-21 until PD

da: 40 mgb PO or IV
Days 1, 8, 15, 22 until PD• Transplant-ineligible 

newly diagnosed MM

• ECOG PS 0-2

• CrCl
≥30 mL/min

Primary end point:

• PFS

Secondary end 
points:

• OS

• PFS2

• ORR

• CR/sCR rate

• MRD (NGS; 10–5)

Rd
R: 25 mg PO Days 1-21 until 

PD

d: 40 mg PO
Days 1, 8, 15, 22 until PD

KEY ELIGIBILITY 
CRITERIA

Cycles: 28 days

End-of-
treatment 

visit

(30 days 
after last 

dose)

Long-
term 

follow-up

MAIA is a multicentre, randomised, open-label, active-controlled, phase 3 study
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Moreau, P etal.LancetOncol.22: 1378, 2021.

MAIA: UPDATED 5-YEAR PFS DATA



PAGEGRIFFIN:RANDOMIZED PHASE II

21-day cycles21-day cycles

D-RVd
D: 16 mg/kg IV Days 1, 8, 15
R: 25 mg PO Days 1-14
V: 1.3 mg/m2 SC Days 1, 4, 8, 11
d: 20 mg PO Days 1, 2, 8, 9, 15, 16

D-R

D: 16 mg/kg IV Day 1
Q4W or Q8We

R: 10 mg PO Days 1-21
Cycles 7-9;
15 mg PO Days 1-21
Cycles 10+

RVd
R: 25 mg PO Days 1-14
V: 1.3 mg/m2 SC Days 1, 4, 8, 11
d: 20 mg PO Days 1, 2, 8, 9, 15, 16

R
R: 10 mg PO Days 1-21

Cycles 7-9;
15 mg PO Days 1-21
Cycles 10+

28-day cycles

D-RVd
D: 16 mg/kg IV Day 1
R: 25 mg PO Days 1-14
V: 1.3 mg/m2 SC Days 1, 4, 8, 11
d: 20 mg PO Days 1, 2, 8, 9, 15, 16

RVd
R: 25 mg PO Days 1-14
V: 1.3 mg/m2 SC Days 1, 4, 8, 11
d: 20 mg PO Days 1, 2, 8, 9, 15, 16

KEY 
ELIGIBILITY
CRITERIA:

•Transplant-

eligible NDMM

•18-70 years 
of age
•ECOG PS
score 0-2
•CrCl ≥30 

mL/mina

1
:1

ra
n
d
o
m

iz
a
ti
o
n

Induction: 

Cycles 1-4

Consolidation: 

Cycles 5-6c

Maintenance: 

Cycles 7-32d ENDPOINTS AND 

STATISTICAL 

ASSUMPTIONS

Primary endpoint: 

sCR rate (by end 

of consolidation);

1-sided alpha of 0.1

80% power to detect 

15% improvement

(50% vs 35%), N =200

Secondary endpoints: 

Rates of MRD negativity 

(NGS 10–5), ORR, ≥VGPR, 

CR

Stem cell mobilization with G-CSF ±plerixaforb

T
ra

n
sp

la
n
t

Presented By Jonathan Kaufman at ASH 2020



PAGE

GRIFFIN:PROGRESSION FREE SURVIVAL
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No. at risk
Months

RVd 10 9 7 7 6 6 6 6 5 5 5 4 3 1 9 2 0

D-RVd 130 39 79 28 98 78 28 08 8 28 07 56 45 92 1 2 0

4 7 3 9 9 8 6 5 1 1 9 7 0 9 1

HR: 0.46 (95% CI: 0.21-1.01)

2-year 

PFS rate

3-year 

PFS rate

D-RVd

RVd

91.6%

89.7% 81.2%

88.9%

Median follow-up:
38.6 months

Median PFS was not reached in 
either group

There is a positive trend toward 
improved PFS for D-RVd/DR 
versus RVd/R

The separation of the PFS 
curves begins beyond 1 year of 
maintenance and suggests a 
benefit of prolonged DR 
therapy

Laubach J, et al. ASH 2021 

HR, hazard ratio.
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28

VRD ± ASCT IN NDMM 

PHASE III DETERMINATION TRIAL (IFM/DFCI 
2009)

. Attal M, et al. N Engl J Med 2017; 376:1311-1320. DOI: 10.1056/NEJMoa1611750

MRD MRD

VRd

8 cycles

VRd

3 cycles

Lenalidomide

Maintenance**VRd

2 cycles

consolidation

MEL200

ASCT†

N = 700

• Pts ≤65 yrs of age

• Symptomatic, 

measurable NDMM

PFS OS

HR: 0.65 (95% CI: 0.53-0.80; P < .001) HR: 1.16 (95% CI: 0.80-1.68; P = .87)

VRd/ASCT 50
VRd 36

Median PFS, Mos
VRd/ASCT 81 
VRd 82

4-Yr OS, %



PAGEAUTOLOGOUS STEM CELL TRANSPLANT

Autologous
stem cells

Cryopreservation of 
patient stem cells

Thawing and infusion
of patient stem cells

-190°C 
Freezer

Autologous
stem cells

High-dose 
chemotherapy

Mobilization and
leukapheresis of 
patient stem cells

Autologous
stem cells
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High-dose 
chemotherapy

ALLOGENEIC STEM CELL TRANSPLANT

+/- Total body 
irradiation

HLA-matched 
donor stem cells

Anti-rejection/
anti-GVHD drugs



PAGESYNGENEIC TRANSPLANTATION

Mohyuddin, et al. Leuk Lymphoma. . 2018 Feb;59(2):515-518

https://www.ncbi.nlm.nih.gov/pubmed/28673185
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SEQUENCING STRATEGIES

Chim, et al. Leukemia (2018) 32, 252–262



PAGESELINEXOR MECHANISM OF ACTION

XPO1 in MM

• Transports >200 proteins from the 
nucleus to cytoplasm

• Expression increased in MM vs 
normal PC/MGUS/SMM

• Correlates with shorter survival and 
increased bone disease

Selinexor 

• Inhibits XPO1 through reversible 
covalent modification

• Currently FDA approved in 
combination with dexamethasone 
based on the STORM study

• Selinexor in combinations with 
bortezomib and dexamethasone 
was recently filed with FDA based 
on the BOSTON study

• Ongoing STOMP study looking into 
combinations of Selinexor with 
other anti-myeloma agents

Without 
Selinexor

With

Tai et al Leukemia 2014.     
Schmidt  et al Leukemia 2013.

First in Class, Oral Selective Inhibitor of Nuclear Export (SINE) FDA Approved 7/3/19



STOMP: STUDY OVERVIEW & OBJECTIVES

SELINEXOR AND BACKBONE TREATMENTS OF MULTIPLE MYELOMA PATIENTS (STOMP): MULTI-CENTER, OPEN-LABEL, RANDOMIZED DOSE 

ESCALATION (PHASE 1) AND EXPANSION (PHASE 2) STUDY TO ASSESS THE MTD, EFFICACY, AND SAFETY OF SELINEXOR IN PATIENTS WITH 

RRMM

selinexor 
(RP2D)

Phase 1b

selinexor 
once weekly

selinexor 
twice weekly

selinexor 
Combination

BIW, twice weekly; MTD, maximum tolerated dose; QW, once weekly; RP2D, recommended phase 2 dose; RRMM, relapsed/refractory multiple myeloma; SOC, standard of care.

1. Bahlis N, et al. Blood Dec 2018 132(24):2546-2554. 2. Gasparetto C, et al. XDd Presented at EHA annual meeting, 2019. 3. Chen C, et al. XPd Presented EHA annual meeting, 2019 4. Gasparetto 

C, et al. XKd Presented at EHA annual meeting, 2019 5. White D, et al. XRd Presented at ASH Annual Meeting, December 2017 6. Data on file. Karyopharm Therapeutics, Inc. 

XVd
Bortezomib +

Dexamethasone

XDd
Daratumumab +
Dexamethasone

XKd

Cohort 1 & 2

Carfilzomib +
Dexamethasone

XPVd
Pomalidomide + 

Bortezomib +
Dexamethasone

XNd
Ixazomib +

Dexamethasone

XPEd
Pomalidomide + 
Elotuzumab +

Dexamethasone

XPd
Pomalidomide + 
Dexamethasone

XRd RRMM and 

NDMM

Lenalidomide +
Dexamethasone
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STARTING UP A BRAND NEW DAY   --- STING

*https://www.bms.com/life-and-science/science/redirecting-immune-cells-fight-myeloma.html
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IMMUNOTHERAPEUTIC TARGETS IN MULTIPLE 
MYELOMA

Lancman G et al. Hematology Am Soc Hematol Educ Program. 2020;1:264-271.



PAGEBCMA-TARGETED THERAPIES FOR MULTIPLE MYELOMA

Figure from: Yu, B., Jiang, T. & Liu, D. J Hematol Oncol. 2020;13:125

Antibody–Drug Conjugates (ADCs) 
Belantamab mafodotin 
CC-99712

Bispecific T-Cell Engagers
CC-93269
REGN5458
JNJ-64007957
PF-06863135

CAR T-Cell Therapies
Idecabtagene vicleucel 
Ciltacabtagene autoleucel 
Orvacabtagene autoleucel 
P-BCMA-101
bb21217
ALLO-715
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COMPARISON OF NEW MODALITIES

Chimeric antigen receptor T cells 

(CAR-T)

Bispecific antibodies Antibody-drug conjugates

Pros Unprecedented response rates including minimal 

residual disease (MRD) negativity in heavily pre-

treated patients

One time intervention ; long chemo holiday resulting 

in median PFS ~1 year

Off the shelf  

Deep responses

Limited severe cytokine release syndrome - ? elderly

Can be given in community settings   

Off the shelf 

Encouraging response rates

1 hour infusion every 3 weeks

No cytokine release syndrome 

Can be given in community settings

Cons Manufacturing time makes impractical for patients 

with aggressive/rapidly progressing disease 

Requires complex infrastructure – stem cell lab, 

nursing, ICU/ER training – thus restricted to  

accredited centers 

Cytokine release syndrome- ? role in elderly/frail

Impact of bridging chemo on remission duration 

Cost given relapses are occurring even in MRD 

negative patients 

Low white cells and platelets post CAR-T requiring 

ongoing/frequent monitoring and treatment 

Management of  CAR-T relapses challenging 

especially if soon after fludarabine 

/cyclophoshamide given impact on T cells

? Need for admissions with initial doses until  

cytokine release syndrome risk low

Dosing/schedule to be determined

Need for continuous treatment until progression

Toxicities require further study – neuropathy, 

infections

Ocular toxicity – will require close collaboration with 

ophthalmology and may  negatively impact quality 

of life

Thrombocytopenia

Need for continuous treatment until progression 

Modest ORR and PFS in triple class/penta 

refractory 

Lancman, et al. ASH 2020.
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BCMA (B-CELL MATURATION ANTIGEN)

Hengeveld PJ, Kersten MJ. Blood Cancer J. 2015;5(2):e282.

Maus MV, June CH. Clin Cancer Res. 2013;19(8):1917-1919.

• Receptor for BAFF and APRIL

• Expressed on mature  B cell subsets, PC’s,  

and plasmacytoid DC’s

• Maintains plasma cell  homeostasis
• BCMA-/- mice have  normal B cell #s,  

impaired PC survival



PAGEBELANTAMAB MAFODOTIN: OVERVIEW

Belantamab mafodotin:

a BCMA-directed antibody and 

microtubule inhibitor 

conjugate comprising 3 

components
Humanized anti-
BCMA IgG1 mAb 

that binds to 
BCMA-expressing 

MM cells

MMAF: 
microtubule-
disrupting 
cytotoxic agent 
that leads to 
apoptosis of 
BCMA-expressing 
MM cells

Protease-resistant 
maleimidocaproyl 
linker that joins 
MMAF to mAb and
releases payload 
only in target cell

Tai. Blood. 2014;123:3128. Farooq. Ophthalmol Ther. 2020;9:889. 

1

2

3
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Cohen et al. Clin Cancer Res; 26(7) April 1, 2020.
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Chimeric Antigen Receptor (CAR) T-cells are Genetically Engineered to Target 

Antigens on Cancer Cells

Shank et al. Pharmacotherapy 2016

CAR-T Timeline

Teoh and Chng Blood Cancer Journal (2021) 11:84

CARs: Chimeric Antigen Receptor engineered to be expressed on the 

surface of T-cells

Chimeric: an antibody single chain variable fragment (scFv) linked to T-

cell signaling domain – CD3ζ

CARs permit recognition of specific antigen by the T cell independent of 

MHC and the signaling domain stimulate T-cell proliferation, cytolysis and 

cytokine secretion to eliminate the tumor cells.



PAGEHOW CAR T-CELL THERAPY WORKS

T cell

Viral DNA
insertion

Tumor 
cell

Expression 
of CAR

CAR T cells
multiply and 
release 
cytokines

Tumor cell 
apoptosis

CAR enables T cell to 
recognize tumor cell 
antigen

Antige
n
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LIST OF CURRENTLY ONGOING REGISTERED CAR-T CELL CLINICAL TRIALS

Gagelmann, et al. Leukemia https://doi.org/10.1038/s41375-020-0930-x
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SAFETY AND EXPANSION OF MCARH109, A GPRC5D TARGETED CAR T CELL THERAPY 
IN OR REFRACTORY MULTIPLE MYELOMA

Mailankody, et al. ASH 2021: abstract 827
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BISPECIFC CAR-T CELL THERAPY TARGETING BCMA AND CD38

Mei et al. J Hematol Oncol (2021) 14:161



PAGEBISPECIFIC T CELL ANTIBODIES IN MYELOMA: 
MECHANISM OF ACTION

CD3 BCMA

Cytotoxic T-Cell Myeloma Cell

Bispecific 
Antibody

Anti-CD3 
Antibody

Anti-BCMA 
Antibody
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Bispecific

Antibody

AMG-701 CC-93269 Elranatamab REGN5458 Teclistamab TNB-383B

Treatment Weekly IV Weekly IV Weekly SC Weekly IV Weekly SC IV q3w

Patients N = 85 N = 19 N = 55 N = 73 N = 165 N = 118

Median prior lines 6 6 6 5 5 5

Triple-class 

refractory

62% IMiD/PI/Dara

84%/90%/89%

50%; 22% prior

BCMA-directed

19% 78% 61%

ORR @

therapeutic dose

26% all patients

5/6 (83%) 

most recent cohort

10/12 (83%) 

≥ 6mg IV

9/13 (69%)

1000 μg/kg SC

22/37 (75%)

200-800 mg IV

93/150 (62%)

1500ug/kg SC

(RP2D)

60% in > 40

40-60 mg IV

Duration of 

Response

17/21 (81%) 

ongoing at median 

5.6 months

NR NR 90% @ 

median 8 

months

91% > 6 mos NR 

AEs, (All/(Gr 3+)

CRS

Infections

Neutropenia

Anemia 

Thrombocytopenia

Deaths

Other

64% (9%)

(17%)

25%

42%

21%

4 (5%)

Neurotoxicity 8% 

(0%)

90% (5%)

NR (26%)

NR (53%)

NR (42%)

NR (21%)

1 (5%)

87% (0%)

NR

71% (67%)

32% (23%)

21% (13%)

5 (7%)

ISR 56% (0%) 

38% (0%)

NR

23% (22%)

32% (23%)

21% (13%)

5 (7%)

72% (1%)

63% (35%)

66% (57%)

49% (35%)

38% (22%)

9, 7 COVID

ISR 35% (0%)

Hypogamma 72%

54% (3%)

32% (17%)

27% ( 22%)

25% (14%)

22% (11%)

6, 3 COVID

Bispecific Antibodies - BCMAxCD3

Harrison A et al. 2020 ASH. Abstract 1369. Costa LJ et al. Blood. 2019;134(suppl_1):143. 
Sebag M et al. 2021 ASH. Abstract 1651. Zonder JA et al. 2021 ASH. Abstract 160. 
Moreau P et al. 2021 ASH. Abstract 896. Kumar SK et al. 2021 ASH. Abstract 900.
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GPRC 5D EXPRESSION AND PROGNOSIS
• G-protein–coupled receptor class 5member D (GPRC5D) is a 

type-C 7-pass transmembrane receptor protein 

• Orphan receptor - ligand and signaling mechanism unknown

• No known shed peptides or extracellular domain shedding 

(reduced risk for sink effect)

• Predominantly expressed in cells with a plasma-cell 

phenotype, including the majority of malignant plasma cells 

from patients with MM

• High GPRC5D expression associated with poor prognosis

GPRC mRNA expression 

Loop-1

Loop-2

Lo

op-

3
Loop-4

Pillarisetti K et al. Blood. 2020;135(15):1232-1243. 
Atamaniuk J et al. Eur J Clinical Invest. 2012;42(9):953-960.
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• Surface protein in immunoglobulin superfamily, closely related to Fc receptors

• Ligand(s) for FcRH5 are unknown, but implicated in proliferation and isotype expression in 
the development of antigen-primed B cells 

• FcRH5 protein and mRNA over-expressed in malignant plasma cells 

FcRH5 protein expression 
by flow cytometry 

FC RECEPTOR-HOMOLOG 5 (FCRH5) PROTEIN & MRNA 
EXPRESSION

MGUS, monoclonal gammopathy of undetermined significance.

FcRH5 protein expression 
by flow cytometry 

FcRH5 mRNA expression 
in CD138+ plasma cells

Li J et al. Cancer Cell. 2017;31(3):383-395. 
Elkins K et al. Mol Cancer Ther. 2012;11(10):2222-2232. 

Li J et al. Cancer Cell. 2017;31(3):383-395.
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NON-BCMA-TARGETED BISPECIFIC ANTIBODIES
Bispecific Antibody Anti-GPRC5d

Talquetamab[a]

Phase 1 MonumenTAL-1 Study

Anti-GPRC5d 

Talquetamab + 

Daratumumab Phase 1b 

TRIMM 2 Study[b]

Anti-FcRH5

Cevostamab[c]

Phase 1

Treatment 405 µg/kg SC QW 

(RP2D)

800 µg/kg SC QW 400 qwk & 800 ug/kg q2wk IV q3w

Patients N = 30 N = 25 N = 29 N = 161

Median prior lines 6 5 6 6

Prior BCMA therapy 27% 16% 55% 33%

Triple-class refractory 100% 92% 79% 85%

Penta-drug refractory 80% 68% 66% 68%

ORR at therapeutic dose 21/30 (70%) 14/21 (67%) 17/21 (81%) 132-198 mg: (56.7%)

AEs, (All/(Gr 3+)

CRS

Infections

Neutropenia

Anemia 

Thrombocytopenia

Deaths

Dysgeusia

Other

77% (3%)

67% (60%)

60% (27%)

37% (23%)

60% (N/A)

72% (0%)

44% (36%)

36% (8%)

20% (8%)

36% (N/A)

55% (0%)

35% (10%)

41% (31%)

31% (21%)

35% (21%)

0

48% (N/A)

Skin & nail 65%

G3 rash 10%

80% (2%)

43% (19%)

18% (16%)

32% (22%)

% not reported

6 (3.7%)

Diarrhea 26% (1%)

33% (5%)

0%

Skin-related & nail disorders 75%
G3 rash 7.5%

a. Krishnan A et al. 2021 ASH. Abstract 158. b. Chari et al. 2021 ASH. Abstract 161. c. Trudel S et al. 2021 ASH. Abstract 157.
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CAR T – BISPECIFIC ANTIBODY SEQUENCE: DOES IT

MATTER?

► Both approaches have resulted in durable responses and are tolerable anecdotally

► Important unanswered question as products go into market

► More data needed to interpret role switch/sequencing of target antigen

OS after bispecific relapse

salvage incl.

2nd bispecific or CAR

salvage without

2nd bispecific or CAR

OS after CAR T relapse

salvage incl. bispecific

any other salvage

Van Oekelen, et al. IMW 2021
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CEREBLON E3 LIGASE MODULATORS (CELMODS)

CC-92480

Iberdomide

Celmod
Celmod

• Iberdomide (CC-220): novel small 
molecule inhibitor of cereblon E3 
ligase – cereblon binding affinity 20* 
len and pom

Gao S et al. Biomarker Res. 2020;8(2):1-8; Sievers C et al. Chemistry. 2017; Gandhi AK et al. Br J Hematology. 2014;164(6):811-821.
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IBERDOMIDE WITH DEXAMETHASONE IN 
TRIPLE CLASS REFRACTORY MYELOMA

Survival outcomes:

mDOR 7.0 (4.5–11.3) mos

mPFS 3.0 (2.8–3.7) mos

mOS 11.2 (9.0–NR) mos 

All patientts triple class-exposed:
• PIs 100%
• LEN 100%
• POM 100%
• Anti-CD38 mAbs 100%

• 97.2% triple-class refractory

Lonial S et al. 2021 ASH. Abstract 162.
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VENETOCLAX

Kumar, et al. Blood. 2017 Nov 30;130(22):2401-2409

Ehsan, et al. J Hematol. 2021 Jun;10(3):89-97.
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“Actionable” Genomic Alterations: occur in ~50% of patients

Lohr et al. Cancer Cell. 2014; 25: 91-101 
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A PATH TO CURE!!!

https://clinicaltrials.gov/ct2/results?cond=multiple+myeloma&term=&cntry=&state
=&city=&dist Access date 9/16/22

https://clinicaltrials.gov/ct2/results?cond=multiple+myeloma&term=&cntry=&state=&city=&dist
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