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87 Single Nuclei Multiomics Analysis of Transcriptional and Chromatin Accessibility of Tumor Cells Uncovers Molecular Signatures and Regulatory Elements of Malignant Clonal Wanchai
Evolution in MM

88 Comprehensive Characterization of the BM ME Transcriptional Remodeling in the Progression from MGUS to Smoldering and MM Cenzano

89 Single Cell Multi-Omic Analysis of Tumor ME Evolution across the Disease Spectrum of MM Identifies Differential Mechanisms of Immune Suppression Dang

90 The Peripheral Blood Stem Cell Inmunome Demonstrates Abnormal Immune Effector Cells Early in the Disease Course of MM and Contributes to Inferior Outcomes and Secondary ~ Zanwar
Myeloid Neoplasms

213  Prospective Study of Acalabrutinib with Rituximab in Patients with Symptomatic Anti-MAG Mediated IgM PN Sarosiek

214  The Early Benefits and Psychological Effects of Screening for MGUS: Results of the Istopmm Study

Rognvaldsson

215  Clinical Utility of Monoclonal Gammopathy Screening in the Evaluation of Anemia

Maberry

216  MGUS and the Risk of Thrombotic Events: Results from Istopmm, a Population-Based Screening Study in Iceland

Rognvaldsson

334  High-Throughput Plasma Proteomics to Define the Precursor MM Proteome and Identify Candidate High-Risk Disease Biomarkers of Progression Lightbody
529 Prevalence of PN Among Patients with Asymptomatic Monoclonal Gammopathies: A Clinical & Electrophysiological Study Kastritis
530 Predicting an Underlying Clonal Plasma Cell Population in Light-Chain MGUS Using FLC Ratio Oskarsson
535 Revised Definition of FLC in Serum and Light Chain MGUS: Results of the Istopmm Study Long

682  ELISA-Negative Platelet-Activating Anti-PF4 Antibodies Can Cause HIT and Monoclonal Gammopathy of Thrombotic Significance Kanack
752  Single Cell Multi-Omic Analysis of Neoplastic Plasma Cells across the Disease Spectrum Identifies Novel Pathobiologic Mediators and Potential Therapeutic Targets in MM Moreno
872  Single-Cell RNA Sequencing of Circulating Tumor Cells in Precursor MM Patients Reveals Mechanisms of Disease Dissemination Lightbody
908 Primary Care Management Pathways to Reduce Wait Times in Hematology: MGUS Ganguli

MM: multiple myeloma, BM: bone marrow, ME: microenvironment, MGUS: monoclonal gammopathy of undetermined significance, PN: peripheral neuropathy, FLC: free light chains
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4769 LGL in MGUS or MGUS in LGL? Lessons of Nature and Their Clinical Implications Bravo
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Comprehensive Characterization of the Bone Marrow Microenvironment
Transcriptional Remodeling in the Progression from MGUS to Smoldering and

Methods Multiple Myeloma
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Endothelial transcriptional remodeling during disease progression from
MGUS stress to MM aggressive state

Protein foldi
Response 1o ER stress

Response to unfolded protein
Response to incorrect protein
Protein refolding Epithelium migration
Cell junction assembly
Epithelial cell
proliferation
Regulation of
vasculature
1
Endothelial cell differentiation PNNFOORDasE
Endothelium develgmnt
‘ascular process in circulatory
system
Cellular hormone metabolic
i) ' process
ey . cGMP-mediated signaling
' 1" i1 ! - ¥
A | %'ﬁ’ﬁl B Stress response to metal ion
‘ Y '} Cellular response to zinc ion

1 ) 1L 19
s

]

i
Hevinaivdid ! 9 )
R IR ol

Cenzano | et al. Blood (2023) 142 (Supplement 1): 88



Inflammatory response and impaired myogenesis and bone remodeling
reflect Myeloma disease progression in MSC
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Results of the iStopMM study:

- The early benefits and psychological effect of
screening for MGUS

- MGUS and the risk of thrombotic events

- Revised definition of FLC in serum and LC-MGUS

- Predicting an underlying clonal plasma cell
population in LC-MGUS using the FLC ratio



The early benefits and psychological effect of screening for MGUS: results
of the iStopMM study

y N Inclusion criteria:
All participants -Born 51_975 _
n=80,759 (54% -lcelandic resident

V y \

Exclusion criteria:

( Advanced disease A Screening B - ‘ - .
M protein > 3g/dL “SPEP Kbnvid scraonin Previous lymphoproliferative disease
. FLCratio 2 100 y -FLC
n=75,422 (93% \ Y Only arm 2 and 3:
, -Previously known MGUS (excluded
( J for this analysis)
MGUS

Randomization Psvchiatric health:
n=3,543 Assessed at registration, after MGUS
notification, and annually

e v
Arm 1 Arm 2 Arm 3 Intervention arm
No further work-up Guidelines Intensive follow-up
4 J

MM or hrSMM: KRd for2 years
IrSMM: Rd for 2 years

Rognvaldsson S, et al. Blood (2023) 142 (Supplement 1): 214



MGUS progression to sMM or sWM or more advanced disease

Progression to MM or related

_ Intervention arm Control arm

MM 26 (1.1%) 16 (1.4%)
WM 17 (0.7%) 10 (0.8%)
Other LPs 27 (1.2%) 14 (1.2%)
SMM 216 (9.1%) 4 (0.3%)
SWM 56 (2.4%) 0 (0%)

p
0.84

1.0
1.0

<0.001
<0.001

Cumulative hazard

Progression to SMM or SWM or
more advanced

Strata Control == Intervention
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MGUS progression to MM or related clinical disorder

Cumulative hazard
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Screening leads to early-, not overdiagnosis of MM and related clinical disorders
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MM clinical presentation

OR:0.11 95%Cl: 0.002-0.96, p=0.03

75% 1

OR:0.24 95%Cl: 0.05-0.98, p=0.047
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Screening changes the clinical presentation of MM

Régnvaldsson S, et al. Blood (2023) 142 (Supplement 1): 214



Psychological outcomes

Anxiety Depression Satisfaction
GAD-7 [ | PHQ-9 [ | SWLS ]
| interventionarm _ Controlarm _p
0-6 month
Moderate to severe anxiety 3.8% 1.5% 0.25
0.5 Moderate to severe depression 1.9% 0.7% 0.53
§ Dissatisfaction with life 6.3% 6.0 0.99
o
g 0.0
g Moderate to severe anxiety 2.0% 5.6% 0.02
§ Moderate to severe depression 0.9% 3.1% 0.08
7 Dissatisfaction with life 8.4% 9.9% 0.64
& -0.5
g 12-36 months
é Moderate to severe anxiety 3.3% 3.6% 0.87
Moderate to severe depression 0.5% 3.4% <0.001
1.0 1 ~Dissatisjaction with nje T2.8% T5.3% 0.16

6 months1 years 3years 6 months1years 3 years 6 months1 years 3 years

Screening does not increase depression, anxiety, or life dissatisfaction

Roégnvaldsson S, et al. Blood (2023) 142 (Supplement 1): 214



MGUS and the risk of thrombotic events

To evaluate the association of MGUS and thrombosis in the MGUS cohort of the iStopMM

Aim

study

Primary results
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MGUS is associated with a 1.3 fold risk of venous thrombosis (10.3% vs 6%) but not arterial thrombosis.

A posible exception is IgM MGUS where there may be an incresead risk of peripheral arterial events

Rognvaldsson S, et al. Blood (2023) 142 (Supplement 1): 216



Secondary results
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M protein concentration is not associated with thrombosis of any type

Most robust evidence of a MG of thrombotic significance to date

Roégnvaldsson S, et al. Blood (2023) 142 (Supplement 1): 216



Revised definition of FLC in serum and LC-MGUS

FLC levels and current reference intervals

Percentiles

70 years and oider +

Age category

11 | Median kappa 14.3 (11.6-17.8) mg/L

Median lambda 14.2 (11.6-17.5) mg/L
Median FLC ratio 1.02 (0.85-1.21)

<70years 1 =

o4

' ! 40 2
Free kappa (mg/L) Free lambda (mg/L) FLC ratio

Einarsson S, et al. Blood (2023) 142 (Supplement 1): 535



Revised reference intervals for persons with preserved
kidney function (eGFR >60mL/min/1.73m?)

New reference intervals

Age category Kappa (mg/L) Lambda (mg/L) FLC ratio
Age <70 years
N=33,181 6.3 -39 5.9-36.7 0.44-2.16

Age 70 years and above
N= 8,701 7.0-55.8 6.4 —48.0 0.46 — 2.59

Prevalence of LC MGUS in the iStopMM cohort (n=75,422)

- based on the novel definition 0.26% (95%Cl: 0.23 — 0,30%)

- based on the standard definition 1.54% (95%Cl: 1.46 — 1.63%)

Relative decrease of 83% of whom none progressed to LPD after a median 3.5 years of FU

Einarsson S, et al. Blood (2023) 142 (Supplement 1): 535



New LC-MGUS definition and calculator

Suspected Monoclonal Gammopathy

!

No M protein on serum protein
electrophoresis or immunofixation

v

No underlying
lymphoproliferative disease Scan me!
Serum free kappa, mg/L
L o3 » L]
Abnormal FLC ratio B
15
'
Age, years
73
eGFR eGFR oGFR" mU/min/1.73m2
< 60 mL/min/1.73m? = 60mL/min/1.73m? =
eGFR 45-59: FLC ratio < 0.46 or > 2.62 g ’ FLC (free light chain ratio) is 4.2 https://istopmm.com/lcmgus/
eGFR 30-44: FLC ratio < 0.48 or > 3.38 Age below 70 years: FLC raltlo <0440r>2.16 Based on the information provided this person has light chain monoclonal
70 years or older: FLC ratio < 0.46 or > 2.59 gammopathy of undetermined significance (LC-MGUS)

eGFR < 30: FLC ratio < 0.54 or > 3.30

* Serum creatinine based CKD-EP| @eGFR equation (2009) was used in the study where these reference intervals

L l ‘were datermined. This calculator was developed based on measurmeants using the Freelite assay.
Elevated involved Elevated involved
free light chain free light chain

| |

eGFR 45-59: kappa > 83.6 or lambda > 65.1
eGFR 30-44: kappa > 103.3 or lambda > 73.2
eGFR < 30: kappa > 265.1 or lambda > 150.9

Age below 70 years: kappa > 39.0 or lambda > 36.7
70 years or older: kappa > 55.8 or lambda > 48.0

Einarsson S, et al. Blood (2023) 142 (Supplement 1): 535



Predicting an underlying clonal plasma cell population in LC-MGUS using
Aime the FLC ratio

To evaluate the association between FLC ratio and the presence of clonal plasma cells in the BM of individuals
with LC-MGUS as well as the risk of progression

Study cohort
All screened iStopMM participants (n=75,422) = 291 LC-MGUS in active FU (arms 2&3)

Frequency of clonal plasma cell presence in BM (Euroflow NGF MM-MRD)
8/21 (38.1%) LC-MGUS
8/11 (72.7%) Revised LC-MGUS definition

ROC curve analysis of FLC ratio for clonal PC detection in LC-MGUS (n=21) %‘
AUC=0.94 : '

3.15 cutoff (100% sensitivity, 92.3% specificity) $

Median age: 72 years (43-100); 61% male; median I/U FLC ratio: 2.94 (IQR: 1.84-7.79); 80% iFLC kappa
Oskarsson S, et al. Blood (2023) 142 (Supplement 1): 530



Risk of progression for LC-MGUS to a more advanced plasma cell disorder
according to FLC ratio cutoff of 3.15

Strata LC-MGUS: IU FLC <3.15 == LC-MGUS: IU FLC >3.15
:
s | e —> > 3.15:17/98 (17.3%) — median FU 45 mos
B , 13 to sSMM, 3 to MM and 1 to sSWM
e o e > <3.15:0/102 (0%) — median FU 38 mos
years

Number at risk: n (%)

I 102 (100) 93 (91) 78 (75) 69 (68) 51 (50 24 (24) 0 (0
§ + 98 (100) 91 (93) 72073) 57 (58) 42 (43) 18 (18) 1(1)

years

MM, WM or their smoldering stages
Oskarsson S, et al. Blood (2023) 142 (Supplement 1): 530



3.15 FLC ratio cutoff in total iStopMM participants

FLC ratio (log-transformed) of non-IgH M protein iStopMM participants at screening (n=71,885)

Mayo: 0.26-1.65 normal K/L FLC range

44
iStopMM: 3.15 I/U FLC cutoff (K/L: 0.317-3.15)
1,965 (2.6%) according to the Mayo
definition
o .
%2_ <0.26 (& lambda >26.3): >1.65 (& kappa >19.4): 886 I/U FLC rat|0 <315
8 n=93 (n=90) n=3238 (n=1875)

>3.15 (& kappa >19.4); 264 (0.35%) >3.15 1/U FLC ratio

n=149 (n=146)

$0.317 (& lambda 226.3):
n=132 (n=118)

0.1 0.25 05 i 25 5 10
Free light-chain ratio (kappa/lambda)

Oskarsson S, et al. Blood (2023) 142 (Supplement 1): 530



Clinical utility of monoclonal gammopathy screening in
patients with anemia

Screening for MG is commonly performed in the evaluation of anemia but,
how often does MG screening vyields clinically significant results in the
evaluation of anemia?

Cohort: all patients who received MG screening during evaluation of anemia
at Mayo Clinicin 2021

Variables of interest: CBC, electrolytes, creatinine/eGFR, SPEP, FLC.

Primary outcome: clinically significant MG results (newly diagnosed
lymphoplasmacytic neoplasm or anemia due to MG)

Maberry S, et al. Blood (2023) 142 (Supplement 1): 215



Subjects with anemia
Prior MG diagnosis or who underwent
incorrect ICD anemia coding, — monoclonal gammopathy
excluded (14) .
screening (285)
No prior MG
diagnosis (271)
/ \
New MG diagnosis found Negative MG screen
on screening (12.2%) (87.8%)
Anemia due to MG . *
(0.74%) 2 patients
Received MG directed _
therapy (0.4%) Anemia from another cause

(99.25% of all tests)

*
1 CAD, IMM Maberry S, et al. Blood (2023) 142 (Supplement 1): 215



Proposed step-wise approach to asymptomatic anemia

Initial evaluation

- review medication list

- PE, consider concurrent inflammatory conditions

- Fe studies, B12, folate, renal function tests, reticulocyte count

Additional testing
- hemolysis labs

- peripheral smear
- testosterone level if male age >65

Consider bone marrow biopsy for anemia of unknown etiology

Maberry S, et al. Blood (2023) 142 (Supplement 1): 215
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Genomic profiling to interpret the outcomes of early intervention
for high-risk smoldering myeloma

* Intervention for HR-SMM has produced favorable results:
- less aggressive, more susceptible?
- patient fitness?
- heterogeneous inclusion criteria and biology?

* HR-SMM patients: KRdx8+R x 2yrs (n=54) and Elotuzumab-R+/-d
x2yrs (n=51)

e 27WGS + 27WES (mutations, CNV, SNV, structural variants) vs NDMM
(KRD+/-Dara and Compass)

Diamond B, et al. Blood (2023) 142 (Supplement 1): 757



SBS2 and 13 APOBEC contribution frecuencies are low in treated HR-
SMM as compared to NDMM
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(2-3x) = less aggressive disease

rogressive precursor conditions
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Treated HR-SMM is less complex than NDMM
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Combination of driver gene mutations and CNV at driver loci (n=139)

HR-SMM vs NDMM has:

J gainfamp 1q

J MYC amplification

J' RAS pathway mutations
J inactivation of tumor
suppressor genes

J APOBEC

Wl;‘n'

Diamond B, et al. Blood (2023) 142 (Supplement 1): 757



Genomic complexity is associated with worse outcome

Outcomes: progression (clinical or biochemical) and sustained MRD negativity at 1 year

Genomic lesions associated with outcomes in KRd cohort PFS stratified by the presence of genomic features
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Immuno-PRISM: A Randomized Phase Il Platform Study of Bispecific
Antibodies in High-Risk Smoldering Myeloma

The immune system is less altered in SMM - TCE may have a higher response and less chance of severe infections
The tumor burden is lower - less CRS
Avoiding toxicity of traditional (KRD, VRD, ASCT) and avoiding resistance by short DoT

TCE to induce deep responses while avoiding toxicity N (IE— \
Lenalidomide and S CorFiaEteEpthce
PN Dexamethasone rate
15 - J
( ) Secondary End
= 1: ; Points:
_ Safety Run-In RI 30 Toelieiaman 24 cycles Q—g;g y
ngh_ Cohort 2 130 . J - Progression Free
Risk 3 ot Dose level 0: \ I hSAuRngval
S | Tec1.5 mgk K J
SHMM o % TBD . ORR
+ OS
D level -1: "
3 pts Tec 7;8:9?:98 weekly Option of \ /
cycle 1 stem cell
-/ collection
after 4 cycles
2 step-up doses of TEC on d1 (0.06
mg/kg) and d3 (0.3mg/kg) for cycle 1
Teclistamab Dosing Screening  C1 c2 C3 @ C4 c5 C6 C7+
Schedule \ : )\ , n
G1=22: C3-6: C7-24:
TEC 1.5mg/kg TEC 3mg/kg 3mg/kg
Qw Q2w Q4w

HR-SMM: 20-2-20, IMWG total score of 9, evolving pattern, HR FISH and PETHEMA score Nadeem O, et al. Blood (2023) 142 (Supplement 1): 206



Safety: hematologic and non-hematologic toxicity (n=19)

No DLT were observed in the safety run-in cohort and patients are now enrolling into the randomized portion of the
trial

Grade 3 or greater toxicities

Grade 4 ("’o) Grade 3 (%)
Neutropenia 4 (21) Increased ALT 3 (16)
Thrombocytopenia 1(5) Diarrhea 1(5)

**All grade 3 or greater toxicities have resolved

Nadeem O, et al. Blood (2023) 142 (Supplement 1): 206



Safety: infections, CRS and neurological toxicity (n=12)

Grade 2 Grade 3

Grade 2 Grade 3
Salmonella 0

! Uveitis 1 0
Sinusitis 2 1 »
Pancreatitis 0 1
Upper respiratory infections 0
COVID-19 1 ‘ 0 « Uveitis resolved with supportive care and patient
; remains on therapy.
Adenovirus 1 0 » Pancreatitis was attributed to sulfamethoxazole and
Nonspecific 1 0 trimethoprim and resolved after removal of agent.

All patients with hypogammaglobulinemia treated with TEC are receiving IVIG; with mean IgG level of
418mg/dL prior to IVIG initiation, 64% of patients have achieved normalization of IgG within two IVIG doses.

CRS in 7/12 (58%), 2 G2 requiring tocilizumab (no G3 or higher)
No ICANS or delayed neurotoxicity

Nadeem O, et al. Blood (2023) 142 (Supplement 1): 206



Efficacy: best response and MRD by NGS (n=12)

TEC-treated Cohort (12 patients) MRD negativity rate at 10-5 100%
Best response n %
CR 10 a2 MRD negativity rate at 10°° 100%
VGPR S 2 17 .
e e = - Average time to MRD™"¢ 4.25 cycles

* No patients have progressed on treatment.

« Stem cell collection was successful in all eligible
patients with an average stem cell yield of 8.94 x 106
CD34+ cells/kg.

Including 2 patients with VGPR-MRDneg disease
Nadeem O, et al. Blood (2023) 142 (Supplement 1): 206



Efficacy and Safety of Daratumumab Monotherapy in Patients with
Intermediate-risk or HR Smoldering MM: Final Analysis of the Phase 2
CENTAURUS Study

Study design and assessments

Per protocol phase Extension phase

Long intense

Cycles 4-7: Cycles 8-20: Optiona
Qaw Q8w extension Q8W* Primary
endpoints:

= >CR
* PDYor death
per patient-year

n=41 Cycle 1: Cycles 2-3:
Qw Q2w

Key eligibility
criteria:

* |Intermediate- Intermediate

or high-risk
SMM for

Cycles 2-20: Optiona
Qsw extension Q8W?

Secondary

<5 years
» ECOGPSO0-1
* Naive to
SMM/MM
treatment

endpoints:
* ORR
*NPES
SHOS

1:1:1 Randomization

All schedules: DARA 16 mg/kg IV; 8-week cycles

Landgren O, et al. Blood (2023) 142 (Supplement 1): 210



Best overall response rates

Investigator-assessed ORR and =CR rate were higher in the Long intense (58.5%; 4.9%) and
Intermediate (53.7%; 9.8%) arms than in the Short intense arm (37.5%; 0%)

19055 mPR mVGPR ~ CR msCR

90 A

80 A Median duration of response

70 -

58.5% ; =

T 53.7% Long intense (n = 24) Not reached
° :
> 4.9% 2CR:
= 9.8%{ SVGPR: 37.5% Intermediate (n=22) 83.4 months

40 - Zz‘:.f;’;:: e 24.4% )

30 >VGPR: Short intense (n =15) 72.7 months

"~ 20.0%
20 A
10 -
0
Long intense Intermediate Short intense %El

Landgren O, et al. Blood (2023) 142 (Supplement 1): 210



Progression free survival

Median PFS including the extension phase was not reached in the Long intense arm, 84.4 months in
the Intermediate arm, and 74.1 months in the Short intense arm

PFS per protocol phase?

Short intense
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0

Patients at risk:
Long intense
Intermediate
Short intense
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6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
PFS (months)

4141393939383838383736353434333131 2929272625232322222020155 2 0 0
41413838363635333229282826262624232121202020191818171716145 2 0 0
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Safety: overview, grade 3&4 TEAEs, serious TEAEs and deaths
I Il el el With extended Daratumumab exposure

Median (range) duration of treatment
including extension phase, months AEOILS10) 2 sl a00) LA =

TR TR AT 555 and FU (median of 7 years), no new safety

Most common any grade TEAEs?®

Upper respiratory tract infection 20 (48.8) 15 (36.6) 4(10.0) C O n Ce r n S We re O bs e rve d

Fatigue 19 (46.3) 25(61.0) 9(22.5)
Cough 18 (43.9) 15 (36.6) 11(27.5)
Arthralgia 15 (36.6) 19 (46.3) 1(2.5)
Diarrhea 14(34.1) 14(34.1) 4(10.0)
Headache 13(31.7) 10 (24.4) 13 (32.5) H H H d I
e . o Discontinuations due to TEAEs were low
Related to DARA 34(82.9) 34(82.9) 28(70.0)
Grade 3/4 TEAE, n (%) 27 (65.9) 17 (41.5) 6(15.0) aCross a I I arms
Related to DARA 5(12.2) 1(2.4) 2(5.0)
Serious TEAE, n (%) 20(48.8) 14(34.1) 4(10.0)
Related to DARA 1(2.4) 1(2.4) 1(2.5)
Discontinued treatment due to TEAE, n (%) 3(7.3) 1(2.4) 2(5.0)

Related to DARA 14 0 165 Pneumonia was the most common serious

N [l e Bl TEAE (9.8%, 2.4% and 2.5% of patients in

Most common grade 3/4 TEAEs,? n (%)
Hypertension 6(14.6) 4(9.8) 1(2.5)

e S B T the LI, Intermediate and Sl arms,

Hyperglycemia 1(2.4) 2(49) 0
Diarrhea 1(2.4) 2(4.9) 0

Arthralgia 1(2.4) 2(49) 0 respe ctive Iy)

Most common serious TEAESs,? n (%)
Pneumonia 4(9.8) 1(2.4) 1(2.5)

o 2 2065) : Only 1 pt experienced a serious TEAE due
to COVID-19

16 deaths during the study, none of which
were related to Dara

Landgren O, et al. Blood (2023) 142 (Supplement 1): 210
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Basal cell carcinoma 1
Melanoma 1
Lung cancer 0
Prostate cancer 1
Renal light chain deposition disease 0
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Trial in progress: a Phase 2 study of linvoseltamab for the treatment of high-risk smoldering multiple myeloma (LINKER-SMM1)
Paula Rodriguez Otero’, Maria-Victoria Mateos?, Oluwaseun Aina?, Arijit Sinha4, Andrew J. Steele?, Anasuya Hazra?, Karen Rodriguez Lorenc?, Glenn S. Kroog?, Shawn M. Sarkaria?, Jesus San-Miguel®

TClinica Universidad de Navarra, Centro de Investigacion Médica Aplicada, Instituto de Investigacion Sanitaria de Navarra, Centro de Investigacion Biomédica en Red Céancer, Pamplona, Spain; 2Hospital Universitario de Salamanca,
Instituto de Investigacion Biomédica de Salamanca, Salamanca, Spain; >Regeneron Pharmaceuticals, Inc., Tarrytown, NY, USA; “Regeneron UK Ltd., Uxbridge, UK; 5Clinica Universidad de Navarra, Centro de Investigacion Médica Aplicada, Instituto de

Background

Smoldering multiple myeloma

+ Smoldering multiple myeloma (SMM) is an asymptomatic clonal plasma cell disorder that precedes the development of
multiple myeloma (MM)!

« Traditionally, patients with SMM are observed until progression to MM before receiving active treatment'

- However, waiting until end-organ damage occurs can introduce significant and irreversible morbidity, and result in
poor outcomes for some panems2

« With i in risk ion and
at high risk of progression to MM23

« Phase 3 clinical trials have demonstrated that early treatment with with or without n delay
the development of end-organ damage and improve overall survival among patients with SMM with high-risk laaturss“

early intervention is for patients with SMM

Linvoseltamab

+ Linvoseltamab (REGN5458) is a human B-cell maturation antigen (BCMA)xCD3 bispecific antibody that targets BCMA on
plasma cells and CD3 on T cells, resulting in targeted T-cell-mediated cytotoxicity towards plasma cells (Figure 1)

+ In the Phase 1/2 LINKER-MM1 study (NCT03761108), linvoseltamab monotherapy induced deep and durable responses,
with a generally manageable safety profile, in patients with relapsedlrelrac(ory MMS

- These data suggest the potential for early
with progression to MM, and support the rationale for me LINKER SMM1 study

to prevent the morbidity associated

nvoseltamab mechanism of action

Figure 1

Linvoseltamab
(REGN5458)

4 “ Inflammatory
~  cytokines

BCMA, B-cell maturation antigen; CD, cluster of MHC, maig plex; TCR, T-cell receptor.

Investigacion Sanitaria de Navarra, Pamplona, Spain

ble 1. Key inclusion and exclusion crite

Key inclusion criteria

« Aged >18 years
« SMM diagnosis* within 5 years of study enrollment defined as both of the following:
~ Serum M-protein 230 g/L or urinary M-protein 2500 mg per 24 hours or BM plasma cells 10% to <60%
— Absence of SLIM-CRAB' myeloma-defining events and other related conditions
* High-risk SMM, defined as:
— 22 of the following criteria:
= Serum M-protein >20 g/L.
= Involved/uninvolved free light chain ratio >20
= BM plasma cells >20%
AND/OR
~ Both of the following criteria:
= 295% clonal plasma cells in BM
= Immunoparesis (225% reduction of uninvolved immunoglobulin isotype)
* ECOGPS =1

« Adequate hematologic and hepatic function
Key exclusion criteria

* Myeloma-defining events’

* Uncontrolled infection

« History of allogeneic stem cell transplantation

* Prior treatment for SMM
*As determined using IMWG criteria. 1As determined using SLIM-CRAB diagnostic criteria: hypercalcemia (serum calcium >1 mg/dL above ULN or
>11 mg/dL), renal insufficiency (creatinine >2 mg/dL or creatinine clearance <40 mLmin), anemia (hemoglobin >2 g/dL below LLN or <10 g/dL),
21 osteolytic bone lesion detected by low-dose CT or FDG-PETICT, 260% clonal plasma cells in the bone marrow, serum involvediuninvolved FLC ratio
2100, and whole body MRI with >1 focal marrow lesion 25 mm in size.2
BM, bone marrow; CT, computed tomography; ECOG PS, Eastem Cooperative Oncology Group performance status; FDG-PET/CT,
. mography; FLC, free light chain; IMWG, Intemational Myeloma Working Group;
LLN, lower limit of normal; MRI, magnetic resonance imaging; SMM, smoldering multiple myeloma; ULN, upper imit of normal.

Study design and methods

Design and objectives

+ LINKER-SMM1 (NCT05955508) is an open-label, Phase 2 study designed to evaluate the safety and efficacy of
linvoseltamab monotherapy in adults with SMM at high risk of progression to

+ The study will take place at approximately 15 sites in Spain, and will include two parts:
Part 1 (safety run-in) wil evaluate the preliminary safety and tolerability of linvoseitamab.
Part 2 (expansion) will evaluate the clinical activity of the dosing regimen established in Part 1

Population

- Approximately 40 participants are planned to be enrolled in this study
Part 1: 26 participants
Part 2: 34 participants

+ Key inclusion and exclusion criteria are outlined in Table 1

Treatment

+ InPart 1, at least six participants will receive linvoseltamab, starting with a step-up schedule before reaching the full dose

+ The safety run-in observation period will last 35 days for each participant

+ Assuming that initial safety of is shown to be an additional 34
Part 2 according to the dosing regimen established in Part 1

* Following step-up dosing, subsequent reatment vih ful- dose Ilnvosellamah will be given over 28-day cycles until

of 24 cycles or ofa (Figure 2)

+ Long-term follow-up involving ongoing collection of safety and em:acy data will continue for up to 5 years after the last dose

of linvoseltamab
Safety monitoring will continue for up to 90 days after last dose in the post-treatment follow-up period

will be enrolled in

Participants with an ongoing response will continue routine efficacy assessments until confirmed biochemical
progression, start of non-protocol cancer therapy, or death

Figure 2. Linvoseltamab dosing schedule

SCREENING TREATMENT PERIOD FOLLOW-UP PERIOD
PERIOD Cycle length; 28 days (up 105 years after last dose)

Post-treatment follow-up

Long-term
follow-up.

Safety montoring for up to

. ¥ .
Cyele 1 Cycles 2-5 Cycnezer | | Sy momotnaforie e
- o i
28days | | Step-up period Assessments 1o continue unti || Ut Study
o oW G confirmed biocherical Stlieint

progression, start of
non-prot

o
‘cancer therapy, or death

and paracetamol is required prior to during the step-up
period and with the first full dose. rOvermgm inpatient monitoring for at least 24 hours after each step-up dose infusion as a precautionary safety
measure. Treatment may continue for up o 24 cycles or until any protocol-defined discontinuation criterion s met.
QW, weekly; Q2W, every 2 weeks; QW, every 4 weeks; W, week

Endpoints

+ Primary and secondary endpoints are shown in Table 2

+ Exploratory endpoints to be investigated include:
Progression-free survival from start of first-ine treatment for MM
Collection yield of CD34-positive stem cells

~ Change from baseline in patient-reported symptoms, functioning, and global health status/quality of Iife per
EORTC QLQ-C30 and EORTC QLQ-MY20

Changes in biomarkers, including serum M protein, polycional i
of various immune cells, cytokine production, and DNA and RNA sequencing

+ As this is a proof-of-concept study, results will be analyzed using descriptive statistics
+ Study accrual is planned to begin in Q4 2023

Table 2. Study endpoints

Primary endpoints

soluble BCMA, i

Part 1* Part2

« Frequency of AEs of special interest, including Grade 22

CRS and ICANS « Achievement of CR!

« MRD negativity (104 sensitivity) after 12 and 24 months
of treatment

« Frequency and severity of treatment-emergent AEs
Secondary endpoints

« Frequency and severity of treatment-emergent and serious AEs, and laboratory abnormalities
« Overall response rate’

« Duration of response’

MRD negativity*

Biochemical PFSt

Time to myeloma-defining events

Time to initiation of first-line treatment for MM

Time from start of treatment to date of progression to MM or death

Overall survival

Serum concentration of linvoseltamab over time

Incidence and titer of ADAs to linvoseltamab over time

*Assessed during safety run-in period. *As determined using IMWG criteria. *MRD negativity at any time among participants that achieve a response of
2VGPR, and sustained MRD negativity for up to 3 years after end of treatment. *As determined using SLiM-CRAB diagnostic criteria: hypercalcemia
(serum calcium >1 mg/dL above ULN or >11 mgldL), renal insufficiency (creatinine >2 mg/dL or creatinine clearance <40 mLimin), anermia (hemogiobin
>2 g/dL below LLN or <10 g/dL), 21 osteolytic bone lesion detected by skeletal radiography, whole-body MRI, or whole-body FDG-PETICT, 260% clonal
plasma cells in the bone marrow, serum involved/uninvolved FLC ratio 2100, and whole body MR with >1 focal marrow lesion 5 mm in size 2%

ADA, anti-drug antibody; Al ; FDG-PET/CT, '®F-fluorodeoxyglucose positron
emission (umograpny/compmed tomography; FLC, free light chain; ICANS, immune effector cell-associated neurotoxicity syndrome: IMWG,
International Myeloma Working Group; LLN. lower limit of normal; MM, muliple myeloma; MRD, minimal residual disease; MRI, magnetic resonance
imaging; PFS, progression-free survival; ULN, upper limit of normal; VGPR, very good partial response.

Conclusion
‘When complete, the LINKER-SMM1 study will provide important information on the tolerability and clinical

efficacy of lii as a single-agent therapy for early ir in patients with high-risk SMM.
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Conclusiones

* EC show an altered vascular function and undergo significant stress response in MGUS
while angiogenesis and proliferation pathways are recovered in MM; MGUS and MM
MSC exhibit an inflammatory profile along with a significant reduction in pathways
related to adhesion, bone and muscle development.

* Screening for MGUS leads to early but not over detection of MM and related disorders
e MGUS is associated with a 1.3 fold increase in venous thrombosis

e Standard reference intervals for serum FLC kappa, lambda and ratio are inaccurate in
persons with eGFR >60mL/min/1.73m?2

 FLC ratio predicts clonal PC presence with high accuracy with an optimal cutoff I/U FLC
ratio of 3.15 (LC-MGUS in the FLC ratio range of 1.65-3.15 is associated with an absence
of an underlying clonal PC population and a clinically insignificant disease)



Conclusiones

* Patients with HR-SMM treated in 2 parallel studies are genomically simple as
compared to NDMM except for a subgroup with complex genomics that have relatively
poor outcomes

* TEC in HR-SMM demonstrates significant activity (100% ORR and 100% MRD"¢8 10°°)
with a safety profile that appears improved as compared to RRMM with fewer G3
infections

* Daratumumab monotherapy shows significant clinical activity in intermediate and
high-risk SMM and no new safety concerns after a median follow-up of 7 years.
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