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UPDATES IN MULTIPLE MYELOMA

INCIDENCE: Represents 1.8% of all new cancer diagnosesinUS
36,110 new cases (20,030 inmen, 16,080 inwomen) - 1.8%
Averagelifetimerisk < 1%

Average age at diagnosis: 69

SURVIVAL: 12,030 deaths (6,540 in men, 5,490 inwomen)-1.9%
5-Year Survival: 62.4% (2015 - 2021)
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UPDATES IN MULTIPLE MYELOMA

Presentation/Diagnosis

Treatment
Induction/Consolidation/Maintenance
Autologous Stem Cell Transplantation
CAR-T Cell/BIiTE Therapy

Supportive Care
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CONCLUSIONS

Symptoms at presentation of MM are often nonspecific and diagnosisrequires
a high threshold of suspicion

Multi-drugregimens, ASCT, BiTE Therapy and CAR-T Cells are prominent
treatment modalitiesin MM

Treatmentsin MM have resulted in significantimprovement of overall survival

Survivorship and ongoing supportive care is crucial in patients after MM
treatment, given prolonged remission duration but also high risk of relapse.
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Case #1

HPI: 67 y/o woman presented to her PCP with worsening weakness/fatigue
overthe past 4 months. Dyspnea onexertion, thoughrecovers withrest; no
chest pain or palpitations. No nausea/vomiting, but appetiteisdown andshe
haslost 8 Ibsinthe past few months. No bone pain. No fevers/chills or night
sweats.

LABS:
CBC-Hb9.29/dL,PIt477,MCV7/8

CMP-Crl.6,Alb 3.1
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Case #2

HPI: 69 y/o woman presented to her PCP with worsening weakness/fatigue
overthepast 3months. No dyspnea or chest pain, but her energy levelis low
and sheisnot able to exercise at her previous baseline. No nausea/vomiting,
but appetiteis down and she has lost 10 lbs in the past few months. No bone
pain. No fevers/chills or night sweats.

LABS:
CBC-Hb9.2g/dL,o/wWNL

CMP-Crl1.5,Cal0.8,tProt9.7,Alb 3.2
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Common Presenting Symptoms/Signs

Symptoms

Labs

Fatigue

Bone Pain/Fractures
Nausea/vomiting/thirst
Frequentinfections

Weight loss

@ Virginia Mason
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hyperCalcemia
Renal dysfunction
Anemia
Bone lyticlesions_

Monoclonalgammopathy



How to RECOGNIZE
Signs and Symptoms of Multiple Myeloma

Q Fatigue 32% /'

@ Hypergalcemia® 13%

Q Renal insufficiency® 48%

o Anemiac 73%

@ Lytic bone lesions 67%

G Bone pain 58%
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Total “CRAB” manifestations of MM @ Virginia Mason
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Other: Neuropathy, repeated infections, bruising/bleeding
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Multiple signs and symptoms suggestive of MM:

* Bone pain (especially lower back, hips, skull) « Bruising/bleeding * Hyperviscosity symptoms
« Fatigue * Recurrent infections * Pathologic fractures
« Neuropathy « Raynaud phenomenon

1
Basic laboratory work-up (CBC and biochemistry)

+
Multiple basic laboratory abnormalities suggestive of MM:

* Anemia « Elevated total protein * Low albumin
+ Elevated creatinine * Low anion gap * Hypo- or hyper-gammagiobulinemia
« Hypercalcemia « Unexplained proteinuria « Elevated ESR
Yes No (isolated signs, symptoms, or basic
laboratory abnormalities only)
Initiate the following additional work-up: Consider evaluation for other conditions
Laboratory Imaging*
* Serum protein electrophoresis * Whole-body, low-dose CT

« Serum immunofixation electrophoresis

» Serum free light chain assay
Postive for Negative for
Iytic lesions Iytic lesions

Detection of M-protein and/or free light Consider PET-CT or MRI for bony pain
chains and/or lytic bone lesions Postive for
Iytic lesions e .
Virginia Mason
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Disease

Definition

Smoldering Myeloma®?

(Asymptomatic)

= Serum monoclonal protein 23 g/dL

or

= Bence-Jones protein 2500 mgf24 h

andfor

+ Clonal bone marrow plasma cells (BMPCs) 109%-59%
and

+ Absence of my.r&loma—deﬁning events or amyloidosis

Multiple Myeloma®®
(Symptomatic)

+ Clonal BMPCs 210% or biopsy-proven bony or extramedullary plasmacytoma and any one or more of the following myeloma-
defining events:

* Myeloma-defining events:
¢ Evidence of end organ damage that can be attributed to the underlying plasma cell proliferative disorder, specifically:
& Hypercalcaemia: serum calcium =0-25 mmal/L (=1 mg/dL) higher than the upper limit of normal or >2-75 mmol/L (=11 mg/dL)
¢ Renal insufficiency: creatinine clearance <40 mL per min or serum creatinine =177 pmol/L (=2 mg/dL)
¢ Anaemia: haemoglobin value of >20 g/L below the lower limit of normal, or a haemoglobin value <100 g/L
{ Bone lesions: one or more osteclytic lesions on skeletal radiography, CT, or PET-CT

» Any one or more of the following biomarkers of malignancy:
¢ Clonal bone marrow plasma cell percentage 260%
& Involved:uninvolved serum free light chain ratio 2100
# >1 focal lesions on MRI studies

Solitary Plasmacytoma?®

+ Biopsy-proven solitary lesion of bone or soft tissue with evidence of clonal plasma cells

+ Normal skeletal survey and MRI (or CT) of spine and pelvis (except for the primary solitary lesion)
+ Absence of myeloma defining events

+ Normal bone marrow with no evidence of clonal plasma cells

Solitary Plasmacytoma with
minimal marrow involvement®

* Biopsy-proven solitary lesion of bone or soft tissue with evidence of clonal plasma cells

« Normal skeletal survey and MRI (or CT) of spine and pelvis (except for the primary solitary lesion)
« Absence of myeloma defining events

* Clonal bone marrow plasma cells =10%

Plasma Cell Leukemia

* Presence of 25% of plasma cells in circulation




Factors Considered as High Risk for Progression/Relapse

For Those with Newly Diagnosed MM For Those with Relapsed MM
* R-ISS Ill (MYEL-B 1 of 2) * Disease relapse within 2 years of initial
« Extramedullary disease therapy when transplant and maintenance
 Circulating plasma cells are used.
» Cytogenetic abnormalities®
» Del(1p32) » Relapse within 18 months in case of non-
» t(4;14) transplant-based treatment.
» 1(14,16)
» t(14;20) » Acquisition of 1q gain/amplification and/
» Del(17p)/monosomy 17/TP53 mutation | or del(17p)/TP53 mutation
» 1921 gain/1q21 amplification d.4
» MYC translocation?® » Extramedullary disease at relapse and/or
» High-risk gene expression profile circulating plasma cells
» Markers of high proliferation rate
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Eras of Multiple Myeloma Treatment

McBean described in 1846,
1847, and 1850 by John
Darlympe, Henry Bence Jones,

and William Macintyre.
The term multiple myeloma
dates from 1873, and was I Proteosome
introduced by von Rusitzky ‘
Inhibitors
In 1889, Otto Kahler published Bortezomib
the case report about Dr. Loos, Carfilzomib
his patient with MM 4 e Ikezomib
Steroids
S - J IMiDs
Rhubarba  Melphalan Thalidomide
orange peel - Lenalidomide
Steel & quinine Pomalidomide

"documented case

1944

Targeted
Agents

Alkylating
Agents

Nuclear
Exportin
Selinexor
Antibodies c“;;?“’
Anti-SLAMF7
Anti-CD38 ADC

2025

Immuno-

therapy



Cumulative survival

1.0

m 1980-1990
2011-2020 vs. 1980-1990: HR 3.5 [95% CI, 2.5-4.4]: P=0.000 m= 1991-2000
0.8 - 2011-2020 vs. 1991-2000: HR 2.1 (95% ClI, 1.7-2.7); P=0.000 s 2001-2010
2011-2020 vs. 2001-2010: HR 1.4 [95% Cl, 1.2-1.8]; P=0.001
m 2011-2020
0.6 — 103.6 months
0.4 -
61.8 months
0.2 -
37.4 months
0.0 — 24months | —
| T T T
100 200 300 400

Overall survival (months)



Eligibility for ASCT

Induction (4-6 cycles)

First option
e DaraVRd [I, A]
« IsaVRd [I, A]
If first option is not available
e DaraVTd [I, A]
« VR [II, B]
|

200 mg/m? melphalan [I, A]
followed by ASCT [I, A]

|

» Consolidation with same
induction regimen (2 cycles
\lﬂhe]n <4 induction cycles)

|, B

» Tandem ASCT for high-risk

disease [lI, B]

|

. I[.en%lidomide maintenance
I, A
« DaraR maintenance [I, A]

Virginia Mason
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IMiDs -
Lenalidomide

T-cell and NK cell activation

Anti-angiogenesis

Direct antitumor activity

Alters bone marrow microenvironment

Toxicities:
Myelosuppression
Hypercoagulable state
Hepatotoxicity

@ Virginia Mason
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Proteosome Inhibitor -

Bortezomib
Bortezomib
1Promeranon Blocks NF-KB - protein accumulation
T _ Sl
roteasome .
Stabilzation Induces apoptosis
@]@ Blocks cellular signaling
t Apoptosis Stam.zanon Summzanon Cytokine inhibition
et Toxicities:
| Angiogenesis v—1—‘ Apoptosis Neuropathy

Prollerasion Autonomic dysfunction

Myelosuppression
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Monoclonal Antibodies -
Daratumumab/Isatuximab

_ ADCC Direct Effects modulation of
Binds CD-38 enzymatic activity
' . . 2 p umab
Direct antineoplastic effects 0 % oo e CADPR
o \.‘0 ﬁ — \\4)
Recruits macrophages/NKcells . \
| ( w3
Recruits complement ” \
YSIS
Toxicities: RARDALN
Infusionrelated reactions Death
ADCP
Myelosuppression }C o
Gl Symptoms \ Fc Receptor C1q

. CDC
Pulmonary toxicity
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Multiple Myeloma Response Criteria

Virginia Mason
#$ 8 Franciscan Health-

A member of CommonSpirit

Response
ategory'
Complete remission

Stringent complete
remission

Very good partial
response

Partial response

riteria

All the following criteria:
Negative IFE (serum and urine)
<5% bone marrow plasma cells
Disappearance of soft tissue
plasmacytomas

As above plus
Normal serum free light chain ratio
Absence of clonal plasma cells*

All the following criteria:
290% serum M-protein 4
Urine M-protein <100 mg/24 h

All the following criteria:

250% serum M-protein 4

290% urine M-protein { or <200 mg/24 h
250% { soft tissue plasmacytomas

'All response categories require two consecutive measurements made at any time.
*Bone marrow plasma cells analyzed by immunohistochemistry and/or multipara-

metric flow cytometry.

IFE: Immunofixation electrophoresis.

Adapted from [11].

2]



Daratumumab plus lenalidomide/bortezomib/dexamethasone (D-RVd) in transplant-eligible NDMM improves

Response rate, %

depth of response and MRD negativity (105) over time.

Response rates MRD negativity
100 - 60 4
90 4 51
Bﬂ _ S‘G = 4?
701 % 40
60 + =
50 - S 30 -
40 - é 20
30 4 % 20 4 17
201 10 -
10 1
D = 'D = T T
End of Last End of Last End of Last End of Last
consolidation follow-up consolidation follow-up consolidation follow-up consolidation follow-up
D-RVd Rvd D-Rvd Rvd

EsCR EBCR EVGPR EPR mSD/PD/NE

A member of CommonSpirit
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Isa/RVd

A Best Overall Response

Odds ratio for =VGPR, 1.73 [95% CI, 0.99-3.01)
I |

P value for =CR, 0.01

Overall respanse,
9.3

Overall response,
92.3

80 =CR,
747

=CR,
64.1

=VGPR, L
£8.1

Percentage of Patients
R

82.9

2.3+ . 9.4
Isatuximab-V VRd Alone

Virginia Mason
#$ 8 Franciscan Health

A member of CommonSpirit

zVGPR,

B Stringent complete
response

B Complete response
(CR)

B Very good partial
response (VGPR)
Partial response

B Minimal Residual Disease—Negative Status

Percentage of Patients

100+

Odds ratio, 1.79
(95% Cl, 1.22-2.63)

58.1

43.6

Odds ratio, 1.80
(95% Cl, 1.23-2.65)
P=0.003

33.3

40,9

Odds ratio, 2.73
(95% CI, 1.80-4,14

1

46.8
I 243

Isatuximab VRd alone
Rd
Intention-to-Treat

Population

lsatuximab VRd alone
-VRd

Complete
Response

Isatuximab VRd alo
-VRd

Sustained for
=12 Months

23



Autologous Stem Cell Transplant

Trial

CASSIOPEIA [23,24]

GRIFFIN [25,26)

PERSEUS [27]

MASTER [25]

GMMG-HD7 [34]

GMMG-CONCEPT [35]

Phase

3

"o

Design

VTd vs. D-VTd induction (4 cycles) and
consolidation (2 cycles), with D maintenance
or observation

D-VRd induction (4 cycles) and consolidation
(2 cycles) plus DR maintenance or VRd
induction (4 cycles) and consolidation

(2 cycles) plus R maintenance

D-VRd induction (4 cycles) and consolidation
(2 cycles) plus DR maintenance © or VRd
induction (4 cycles) and consolidation

(2 cycles) plus R maintenance

D-KRd induction (4 cycles) and consolidation
(2 cycles), with R maintenance or observation ¢
Isa-VRd vs. VRd induction (3 cycles) with
maintenance with Isa-R or R

Isa-KRd induction (6 cycles) and consolidation
(4 cycles) with Isa-KR maintenance "

Follow Up

Day 100 after
ASCT

50 mo

42 mo

After induction
therapy

44 mo

sCR
(MRD) *

29% vs. 20%
(6470 VS. 4470)

670/0 vs. 48%
(64% vs. 30%)

88% vs. 70% d
(75% vs. 48%)

78% vs. 86% vs.

79% ¢

(50% vs. 36%)

73% (68%) |

PFS

NR vs. 47 mo ®

87% vs. 70%

84% vs. 68%

88% vs. 79% vs.

50% *

Ongoing &

NR

Virginia Mason
#® Franciscan Health

A member of CommonSpirit
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THERAPY FOR PREVIOUSLY TREATED MULTIPLE MYELOMA?d.-0
Relapsed/Refractory Disease After 1-3 Prior Therapies

Preferred*
Order of regimens does not indicate comparative efficacy
Anti-CD38 Refractory Bortezomib-Refractory Lenalidomide-Refractory
« Carfilzomib/Lenalidomide/Dexamethasone = Carfilzomib/Lenalidomide/Dexamethasone (category 1) » Daratumumab/Bortezomib/Dexamethasone (category 1)
(category 1) * Daratumumab/Carfilzomib/Dexamethasone (category 1) * Daratumumab/Carfilzomib/Dexamethasone (category 1)

» Carfilzomib/Pomalidomide/Dexamethasone |+ Daratumumab/Lenalidomide/Dexamethasone (category 1)

* Pomalidomide/Bortezomib/Dexamethasone | * Isatuximab-irfc/Carfilzomib/Dexamethasone (category 1)
(category 1) * Carfilzomib/Pomalidomide/Dexamethasone

After two prior therapies including After one prior therapy including Lenalidomide and a Pl
lenalidomide and a proteasome inhibitor (Pl)| * Daratumumab/Pomalidomide/Dexamethasone (category 1)

» Elotuzumab/Pomalidomide/Dexamethasone
After two prior therapies including Lenalidomide and a Pl

After two prior therapies including an IMiD | * !Satuximab-irffc/Pomalidomide/Dexamethasone (category 1)
and a Pl and with disease progressionon/ | ' Elotuzumab/Pomalidomide/Dexamethasone

within 60 days of completion of last therapy
» Ixazomib/Pomalidomide/Dexamethasone

* Isatuximab-irfc/Carfilzomib/Dexamethasone (category 1)
* Pomalidomide/Bortezomib/Dexamethasone (category 1)
« Carfilzomib/Pomalidomide/Dexamethasone

After one prior therapy including Lenalidomide and a Pl
» Daratumumab/Pomalidomide/Dexamethasone (category 1)

After two prior therapies including Lenalidomide and a Pl
» Isatuximab-irfc/Pomalidomide/Dexamethasone (category 1)
» Elotuzumab/Pomalidomide/Dexamethasone

After two prior therapies including an IMiD and a Pl and with
disease progression on/within 60 days of completion of last
therapy

» Ixazomib/Pomalidomide/Dexamethasone

CAR T-Cell Therapy
After one prior line of therapy including IMiD and a PI, and refractory to lenalidomide
» Ciltacabtagene autoleucel (category 1)

After two prior lines of therapies including an IMiD, an anti-CD38 monoclonal antibody and a Pl
» Idecabtagene vicleucel (category 1)

Virginia Mason
# % Franciscan Health

A member of CommonSpirit
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Previous treatment with anti-CD38 antibodies

|

Not treated or sensitive and

|
Not treated or
sensitive to
lenalidomide and
refractory to
bortezomib

}

Preferred regimens
« DaraRd [I, A]

« DaraKd [I, A]

« IsaKd [I, A]

» BelaPd® [I, A]

Other approved
regimens

* KRA [I, A]
 IxaRd [I, A]
 EloRd [, A]

|
Not treated or
sensitive to
lenalidomide and
sensitive to
bortezomib

}

Preferred regimens
« DaraRd [I, A]

» DaraKd [I, A]

« IsaKd [I, A]

« Belavd [I, A]

« BelaPd" [I, A]
Other approved
regimens

* KRd I, A]

« IxaRd [, A]

« EloRd [I, A]

« Selvd [I, A]

PVd? or DaraVd can
be used in the
absence of BelaPd?
or Belavd,
respectively [I, A]

|
Refractory to
lenalidomide and
sensitive to
bortezomib

|

Preferred regimens
» Cilta-cel [I, A]

» DaraKd [I, A]

« [sakd [I, A]

» BelaPd [I, A]

Other approved
regimens

« Belavd[l, A)

» DaraPd [I, A]

« Selvd [I, A]

PVd or DaraVd can
be used in the
absence of BelaPd
or Belavd,
respectively [I, Al

|
Refractory to
lenalidomide and
bortezomib

|

Preferred regimens
» Cilta-cel [I, A]

» BelaPd [I, A]

« DaraKd [I, A]

« IsaKd [I, A]

» DaraPd [ll, B]

'

Refractory and

!

|
Refractory to
lenalidomide and
sensitive to
bortezomib

|

Preferred regimens
« Cilta-cel [I, A]
« BelaPd [I, A]

Other approved
regimens

« Selvd [Il, C]

e Kd[V,C]

« Belavd [V, C]
PVd can be used in
the absence of
BelaPd [V, C]

|
Refractory to
lenalidomide and
bortezomib

Preferred regimens
« Cilta-cel [I, A]
« BelaPd [I, A]

|
Sensitive to
lenalidomide

Preferred regimens
« BelaPd [I, A]

Other approved
regimens

« Belavd [V, C]
e KRd [V, C]

« IxaRd [V, C]

« EloRd [V, C]

« Selvd [V, C]

* Kd [V, C]

PVd can be used in
the absence of
BelaPd [V, C]



At second or subsequent relapse

|
Third or fourth line of
treatment for patients
according to prior lines
of therapy (mainly

proteasome inhibitor, and
treated with or refractory

to lenalidomide)

}

« Cilta-cel [I, A]
 |de-cel [l, A]
* BelaPd [I, Al
e DaraPd [, A]
e IsaPd [l, A]

» EloPd [I, A]

* Belavd [I, A]

Other regimens to
consider if not given
before

e DaraKd [I, A]

e |saKd [l, A]

e DaraVvd [l, A]

e Kd[l, A]

« Selvd [l, A]

|

Patients treated with or
refractory to proteasome
inhibitor, immunomodula-
tory agent and anti-CD38
antibody

BCMA-targeted

therapy

e CART cells (cilta-cel
and ide-cel) at third
or fourth line [I, A]; or
after fourth line [Il, B]

« Bispecific antibodies
(teclistamab,
elranatamab and
linvoseltamab) [ll, B]

* ADC (BelaPd) [I, A]

GPRC5D-targeted

therapy

» Bispecific antibody
(talquetamab) [lI, B]

Other regimens

« Melflufen [I, B]
» Seld [I1, B]

|
Patients treated with or
refractory to proteasome
inhibitor, immmunomodula-
tory agent, anti-CD38
antibody, and CAR T cells
or ADC

GPRC5D-targeted

therapy

e Bispecific antibody
(talquetamab) [, B]

BCMA-targeted

therapy

e Bispecific antibodies
(teclistamab,
elranatamab and
linvoseltamab) [lI, B]

Other regimens
« Melflufen [I, B]
« Seld [Il, B]

v

Clinical trials
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Treatment options for RRMM

Carfilzomib/Ixazomib
Pomalidomide
Elotuzomab

Selinexor - XPOT inhibitor

Virginia Mason
#® Franciscan Health

A member of CommonSpirit

CAR T-cells Monoclonal antibodies

D38

Bispecific
antibodies
BOMACD3

Tumoe and dendritic
cell infusién L

Bispecific

Checkpoint inhibitors Antibody drug conjugates

PD-1,TIM3, TIGIT BCMA
POLY, LAG3

T-cell engager

28



Chimeric Antigen Receptor (CAR)-T Cell

@ Virginia |

1.

T-cell
collection

/-A

2.

% 1. Binding

3. |

T-cell
transfection

2. Fusion

ntegration

/—\ Y
.
K
g5

3. T-cell adoptive
transfer

% Lymphodepleting
conditioning

4.

a)

Patient
monitoring

Disease response

* CT scans

+ Bone marrow
biopsies

+ Peripheral blood
flow cytometry

CAR T-cell persistence

* Immunohistochemistry
of bone marrow biopsy

* RT-PCR an:l flow
cytometry of blood
and boc?eymarrow
aspirate

Francisco.

A member of CommonSpirit
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CD38

CD138

CD19

Immunoglobulin
K light chain

SLAMF7
BCMA

‘; GPRCSD

A member of CommonSpirit

Expression in
nonmalignant cells

Precursor B cells, plasma cells, T
cells, NK cells, myeloid precursors,

RBCs, prostate cells, nervous system,

osteoclasts, muscle cells

Plasma cells, salivary glands, liver,
skin

Mature B cells

Mature B cells

Plasma cells, NK cells, CD8"* cells,
activated monocytes and B cells,
dendritic cells

Plasma cells, small subset of B cells

Plasma cells

Expression in
multiple myeloma

Strong, uniform expression on
myeloma celis

Expressed on MM cellis

Minimal expression on MM cell
surface (some exceptions).

Potential target on B cells that
represent MM stem cells and that
express surface immunoglobulins

Expressed by MM celis
Expressed on MM cells

Expressed on MM cells

Clinical trial of
CAR Ts in myeloma

Yes

Yes
Yes
Yes
Yes

Yes

Yes

30



ldecaptagene-vicleucel (Ide-cel)
|de-cel KarMMa Study

T— e

Ide-cel h N

. P 1%t response
manufacturin -
Manulacturing g Ide-cel assessment (week 4)

Leukapheresis (10 days) + release infusion l

Screening' lllill | I.I. |

Flu 30 m/m? Day 0
Cy 300 mg/m? '
BM BX BM BX
(Wk 2) (Wk 4)

23 prior lines of therapy
Triple-class exposed

Dose range
.. * 150 x 10° CAR+ cells (n=12)
@ Virginig « 450 x 10° CAR+ cells (n=29)
Francig
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lde-Cel

1.0~
0.9
0.8
Median Progression-free

0.74 Survival (95% Cl)
0.6+ mo
0.5+ Ide-cel 13.3 (11.8-16.1)

Standard Regimen 4.4 (3.4-59)

lde-cel

Hazard ratio for disease progression
or death, 0.49 (95% Cl, 0.38-0.65)
P<0.001

Probability of Progression-free Survival
=
e
1

Standard regimen

I I | I 1 I I 1

1] 3 [ 9 12 15 18 21 24 27 30 33
Meonths since Randomization

e
=1

No. at Risk
| Ide-cel 254 206 178 149 110 62 40 22 14 4 2 O
Virl Standard regimen 132 75 42 32 25 13 10 7 6 2 1 0

&
B8 Frc

A member of CommonSpirit



Ciltacabtagene-autoleucel (Cilta-Cel)

B e e P e s et ettt e E ety |
| ' )
'

2 single-domain
antibodies targeting
different epitopes of

BCMA

------ Spacer /[ hinge

Costimulatory domain

(41BB)
@ VirginaMason B T-cell activation domain
O fandsente e
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Cilta-Cel

Screening

Key inclusion criteria:

Age =18 years with
MM

1-3 prior LOT
(including P1 + IMID)

Len refractory
ECOG PS5 0-1

Key exclusion criteria:

* Prior CAR-T or

BCMA-targeting
therapy

Randomization

1:1
randomization

Stratified by:
+ Choice of
PVd/DPd
+ IS5 stage
+ Number of
prior LOT

Bridging

21 cycle

Wpheresis

@ Virginia Mason
$ 8 Franciscan Health

A member of CommonSpirit

T-cell transduction and expansion

Day 1:

Cilta-cel

Lymphodepletion

dstart of study treatment)

Cilta-cel arm

Day 1-112:
Colle fety

Follow-up
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Cilta-Cel

Patients (%)

100

90

B0

]

50

40

30

0

10 -

. B CR/sCR
PR/VGFR
1 ORR, 85
] ORR, 67
Cillta-cel SoC
(m = 208) (n=211)

Percentage of Patients Surviving without
Disease Progression

Mo. at Risk

Cilta-cel group

Standard-care
group

by
\‘x Cilta-cel group
.

30

204

£

104 Standard-care group

ﬂ L | ] L] 1 L] T T T ] 1

[1] 3 6 9 12 15 15 21 24 27 10
Maonths

208 177 172 166 146 94 45 22 g 1 0
211 176 133 116 B8 46 20 4 1 0 0
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Cilta-Cel

Response rate, %

1m 9 A "o . e - o
ORR = 89.7% » - =] -
% 81.6% g n g =
79.4% - - «
B0 T4.7% § - § s
» »
70 = .:"
60 1 B s nk B
o0 1 43.8% e ' : . g ~g=
[ o
¢ o0
30 - - -
[ s
8 E |
10 1 20 lx i
0 - . . S . .-
Cilta-cel Dvd DKd o
{n=155) (n=36) (n=8&5) {n=42) (n=71) - T 3

:=CR ®VGPR PR

@ Virginia Mason
® 8 Franciscan Health
A member of CommonSpirit 36



CAR-T Cell Therapy - Toxicities

Cytokine Release Syndrome (CRS)
Immune Effector Cell-Associated Neurotoxicity Syndrome (ICANS)

Immune Effector Cell-Associated Hematotoxicity (ICAHT)
Movement disorders

Infections

@ Virginia Mason
Franciscan Health
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Cytokine Release Syndrome (CRS)

Stimulus CRS Grading
ATO

Grade 1

* Fever
« Constitutional symptoms

Grade 2

* Hypotension responding
to fluids/low dose
vVasopressors

« Grade 2 organ toxicities

Grade 3

» Shock requiring high
dose/multiple vasopressors
Hypoxia requiring 240%
FiO2

Grade 3 organ toxicities,
grade 4 transaminases

Grade 4

* Mechanical ventilation

* Grade 4 organ toxicities
(excl. transaminases)

Shimabukuro-Vomhagen A et al. J Immunother Cancer. 2018,6:56.
Brugno J, qu\ondgde(JN Blood. 2016;127:3321.




ICANS

» Associated with systemic inflammatory
response
Brain

» Capillary leak Quiescence,

maintenance of

* Endothelial dysfunction N\
, TE2:) =

» Cerebral edema o °
» May be disconnected from grade of

cytokine release syndrome (CRS)

» Appears to be less common/severe in
multiple myeloma

» Late neurotoxicity can occur

Increased permeability i

C ®)




Bi-Specific T-CellEngager (BITE) Therapy

T Cell (‘\

-+ CD3
@3 CD3 Arm
e

o

Cell
Killing Teclistamab
BCMA Arm
Multiple
Myeloma

Cell

Virginia Mason BCMA

#® Franciscan Health

A member of CommonSpirit



Bi-Specific T-CellEngager (BITE) Therapy
Background

In the phase 1/2 MajesTEC-1 study, a cohort of MM patients who
had prior BCMA-targeted therapy (Cohort C) were treated with the
BCMA x CD3 bispecific antibody teclistamab

-

T-cell activationl Cytokine release
0% 2 5 rres == (IFN%y, TNF-, IL-10, etc)

-

CD3 arm

Cell kill T
- Teclistamab
BCMA x CD3 antibody
P ° . 7 0 BCMA arm
orfonn

Gunzymos ..
& Virg
®% Frar ____

A member of CommonSpirit



Bi-Specific T-CellEngager (BITE) Therapy

Materials and Methods

SCREENING TREATMENT FOLLOW-UP
Step-up dosing
Cohort C (SUD)

Key eligibility criteria

* Documented, measurable RRMM Treatment 2 years after
dose 1:

1.5 mg/kg

¢ RRMM, >3 prior lines

¢ Prior Pl. IMiD, and anti-CD38 mADb

¢ Prior BCMA-targeted treatment
(CAR-T and/or ADC 2.4 days allowed between SUD 1,
SUD 2, and treatment dose 1

Primary endpoint: ORR
Key secondary endpoints: DOR, >VGPR, >CR, sCR, MRD status, PFS, OS, safety, PK, immunogenicity

A member of CommonSpirit 42



Bi-Specific T-CellEngager (BITE) Therapy

Outcomes
1 -
00.0% Response to teclistamab in patients with RRMM who had
90.0% prior BCMA targeted therapy (antibody-drug conjugate [ADC)
1 or CAR T-cell therapy)
80.0% 4
70.0% 4
3°  60.0% 4
z 52.5%
c S00% 4
2
& 40.0%- 27.6% 26.7%
30.0% 4 47 5% 48.3%+ 46.7%+
20.0% 4
10.0°% 4
0.0% 6.9%
Cohort C Prior ADC Prior CAR T-cell therapy
(N = 40) (N = 29) (N =15)

PR mVGPR BCR m sCR

Cohort C
n=40

RE ST | AmGrede | WaxGrade3/a | WixGrade
Hematologic
Neutropena 28 (70.0) 26 (65.0) 0
Anemia 20 (S0.0) 14 (35.0) 0
Lymphopenia 18 (45.0) 17 (42.5) 0
Thrombocytopenia 18 (45.0) 12 (30.0) 0
Nonhematologic
Infections and infestations 28(70.00 133325 4 (10.0)
CRS 26 (65.0) 0 0
Diarrhea 15032.9) 129 0
Constipation 150372.5 0 0
Pyrexia 14350 0 0
Injection site erythema 13(32.9) 0 0
Arthralgia 112729 0 0
COVID-19 10 (25.00 50125 4 (10.0)
Dyspnea 10 25.00 2050 0
Headache 10250 0 0
Asthonia 9225 2050 0
Musculoskeletal chest pain 9 (22.5) 0 0
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Bi-Specific T-CellEngager (BITE) Therapy

Ide-cel Cilta-cel Teclistamab

Cell dose 150-450 0.75 x 106/ kg N/A
Median f/u 13.3 334 14.1
Response rate

ORR 73% 98% 63%

2CR 33% 83% 39%
MRD

Evaluable # 4 70 54 61 65

MRD- (%) 50% 31% 48% 92% 46%
Median DoR 10.7 33.9 18.4

@ Virginia Mason
® 0 Franciscan Health- Median PFS 8.8 34.9 1.3

A member of CommonSpirit




_

Hematologic
CRS
Time to onset
Median duration
Neurotox
Time to onset
Median duration

@ Virginia Mason
#$ 8 Franciscan Health

A member of CommonSpirit



UPDATES IN MULTIPLE MYELOMA

Presentation/Diagnosis

Treatment
Induction/Consolidation/Maintenance
Autologous Stem Cell Transplantation
CAR-T Cell/BiTE Therapy

Supportive Care

Survivorship

@ Virginia Mason
Franciscan Health
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SUPPORTIVE CARE

BONE HEALTH

INFECTION RISK

THROMBOSIS

PERIPHERAL NEUROPATHY
DERMATOLOGIC COMPLICATIONS
GITOXICITY

OCULARTOXICITY

@ Virginia Mason
Franciscan Health
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Bisphosphonate - Zoledronic acid

@ Virginia Mason
Franciscan Health

MRC IX Study Design

Zoledronic acid (4mg* IV q 3-4 wks)

+

Eligibility (N = 1,960) Intensive or non-intensive chemo

Newly diagnosed

Stage I-IIT MM 1:1

Clodronate (1,600 mg/d PO)
+
Intensive or non-intensive chemo

Primary Endpoints: Secondary Endpoints:
PFS, OS, and ORR Time to first SRE, SRE incidence, safety

Treatment continued at least until disease progression

48



Bisphosphonate - Zoledronic acid

@ Virginia Mason
Franciscan Health

Summary of Efficacy

(Median Follow-Up: 3.7 Years)

Risk reduction

Endpoint (in favor of ZOL) p-value
Overall survival (OS)* 16% 0.0118
Progression-free survival (PFS)* 12% 0.0179
Skeletal-related events (SREs)’ 24% 0.0004

Improvement in median OS (ZOL vs CLO) = 5.5 mo, p = 0.04

Is the observed OS improvement with ZOL due to SRE prevention, or does

it represent an anti-myeloma effect?

OS adjusted for SREs

15%

0.0178
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Kyphoplasty

Virginia Mason
#$ 8 Franciscan Health

A member of CommonSpirit
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Kyphoplasty

@ Virginia Mason
# 8 Franciscan Health-

A member of CommonSpirit




SUPPORTIVE CARE

BONE HEALTH

INFECTION RISK

THROMBOSIS

PERIPHERAL NEUROPATHY
DERMATOLOGIC COMPLICATIONS
GITOXICITY

OCULARTOXICITY

@ Virginia Mason
Franciscan Health
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SUPPORTIVE CARE

BONE HEALTH

INFECTION RISK

THROMBOSIS

PERIPHERAL NEUROPATHY
DERMATOLOGIC COMPLICATIONS
GITOXICITY

OCULARTOXICITY

@ Virginia Mason
Franciscan Health
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THROMBOSIS

Risk Factors

VTE prophylaxis regimen
Individual
. ¥ S . )
 Obesity (BMI >30 kg/m?) 0-1 Individual or myeloma-related risk factor
e Prior VTE

¢ CVAD or pacemaker

* Co-morbidity (CAD, CKD, DM, acute infection, immobilization)
* Surgery (general, any anesthesia, trauma)

¢ Use of erythropoietin

¢ Thrombophilia

Myeloma-related

* Diagnosis of myeloma and being treated with and IMiD

.

Aspirin 81-325 mg oral daily

Enoxaparin 40 mg SQ daily (or LMWH equivalent)
Warfarin (INR 2-3)
DOACs (Apixaban 2.5 mg BID or rivaroxaban 10 mg daily)

Myeloma therapy
¢ IMiD in combination with
* High dose dexamethasone (=480 mg/month)
* Doxorubicin
¢ Multiagent chemotherapy

Virginia Masor | * Cerfitzomib.

#$ 8 Franciscan Health

A member of CommonSpirit

Enoxaparin 40 mg SQ daily {(or LMWH equivalent)
Warfarin (INR 2-3)
DOACs (Apixaban 2.5 mg twice daily or rivaroxaban 10 mg daily)
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SUPPORTIVE CARE

BONE HEALTH

INFECTION RISK

THROMBOSIS

PERIPHERAL NEUROPATHY
DERMATOLOGIC COMPLICATIONS
GITOXICITY

OCULARTOXICITY

@ Virginia Mason
Franciscan Health
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SUPPORTIVE CARE

BONE HEALTH

INFECTION RISK

THROMBOSIS

PERIPHERAL NEUROPATHY
DERMATOLOGIC COMPLICATIONS
GITOXICITY

OCULARTOXICITY

@ Virginia Mason
Franciscan Health
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SUPPORTIVE CARE

BONE HEALTH

INFECTION RISK

THROMBOSIS

PERIPHERAL NEUROPATHY
DERMATOLOGIC COMPLICATIONS
GITOXICITY

OCULARTOXICITY

@ Virginia Mason
Franciscan Health
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SUPPORTIVE CARE

BONE HEALTH

INFECTION RISK

THROMBOSIS

PERIPHERAL NEUROPATHY
DERMATOLOGIC COMPLICATIONS
GITOXICITY

OCULARTOXICITY

@ Virginia Mason

Franciscan Health
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SUPPORTIVE CARE

BONE HEALTH

INFECTION RISK

THROMBOSIS

PERIPHERAL NEUROPATHY
DERMATOLOGIC COMPLICATIONS
GITOXICITY

OCULARTOXICITY

@ Virginia Mason

Franciscan Health

............ .
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UPDATES IN MULTIPLE MYELOMA

Presentation/Diagnosis

Treatment
Induction/Consolidation/Maintenance
Autologous Stem Cell Transplantation
CAR-T Cell/BiTE Therapy

Supportive Care

Survivorship

@ Virginia Mason
Franciscan Health
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SURVIVORSHIP ISSUES

SECONDARY MALIGNANCIES
INFECTIOUS
CARDIOVASCULAR
NEUROLOGIC

VENOUS THROMBOEMBOLISM
BONE HEALTH
RENALDYSFUNCTION

@ Virginia Mason
Franciscan Health
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SECONDARY MALIGNANCIES

-'-n':il:: in Qa Fw"ﬁ‘?!'-,.ll
Franciscan Health

MALIGNANCY

PRIOR MALIGNANCIES
PROSTATE
BREAST
HEMATOLOGIC

SECONDARY MALIGNANCY
HEMATOLOGIC
PROSTATE
LUNG

INCIDENCE

25%
13%
4%

21%
7%

7%
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SURVIVORSHIP ISSUES

SECONDARY MALIGNANCIES
INFECTIOUS
CARDIOVASCULAR
NEUROLOGIC

VENOUS THROMBOEMBOLISM
BONE HEALTH
RENALDYSFUNCTION

@ Virginia Mason
Franciscan Health
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SURVIVORSHIP ISSUES

SECONDARY MALIGNANCIES
INFECTIOUS
CARDIOVASCULAR
NEUROLOGIC

VENOUS THROMBOEMBOLISM
BONE HEALTH
RENALDYSFUNCTION

@ Virginia Mason
Franciscan Health
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CARDIOVASCULAR DISEASE

Cumulative incidence at

50,0% Grou
P 2years dyears 6years Byears
— Case 5.9% 8.4 % 10.9% 12.5%
10.0%1 — Control 52% 111% 168% 221%
% Gray's test <0.001
2 30.0%4
=
g
= 1%
2 200%
E
3
2:5%
10,0% -
0.0% 4
0 1 2 3 4 5 6 7 B
Time-to-event (yrs)
@ Virginia Mason Case 15402 10,461 7,594 5527 4,044 2,794 1,931 1,265 828
$ O Franciscan Healtl conrot 15402 13,486 11,481 9,671 8,066 6,479 5,111 3,842 2,686

A member of CommonSpirit

Numbers at nsk
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SURVIVORSHIP ISSUES

SECONDARY MALIGNANCIES
INFECTIOUS
CARDIOVASCULAR
NEUROLOGIC

VENOUS THROMBOEMBOLISM
BONE HEALTH
RENALDYSFUNCTION

@ Virginia Mason
Franciscan Health
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SURVIVORSHIP ISSUES

SECONDARY MALIGNANCIES
INFECTIOUS
CARDIOVASCULAR
NEUROLOGIC

VENOUS THROMBOEMBOLISM
BONE HEALTH
RENALDYSFUNCTION

@ Virginia Mason
Franciscan Health
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SURVIVORSHIP ISSUES

SECONDARY MALIGNANCIES
INFECTIOUS
CARDIOVASCULAR
NEUROLOGIC

VENOUS THROMBOEMBOLISM
BONE HEALTH
RENALDYSFUNCTION

@ Virginia Mason
Franciscan Health

69



SURVIVORSHIP ISSUES

SECONDARY MALIGNANCIES
INFECTIOUS
CARDIOVASCULAR
NEUROLOGIC

VENOUS THROMBOEMBOLISM
BONE HEALTH
RENALDYSFUNCTION

@ Virginia Mason
Franciscan Health
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SURVIVORSHIP ISSUES

SECONDARY MALIGNANCIES
INFECTIOUS
CARDIOVASCULAR
NEUROLOGIC

VENOUS THROMBOEMBOLISM
BONE HEALTH
RENALDYSFUNCTION

@ Virginia Mason
Franciscan Health

71



UPDATES IN MULTIPLE MYELOMA

Presentation/Diagnosis

Treatment
Induction/Consolidation/Maintenance
Autologous Stem Cell Transplantation
CAR-T Cell/BiTE Therapy

Supportive Care

Survivorship

@ Virginia Mason
Franciscan Health

72



CONCLUSIONS

Symptoms at presentation of MM are often nonspecific and diagnosisrequires
a high threshold of suspicion

Multi-drugregimens, ASCT, BiTE Therapy and CAR-T Cells are prominent
treatment modalitiesin MM

Treatmentsin MM have resulted in significantimprovement of overall survival

Survivorship and ongoing supportive care is crucial in patients after MM
treatment, given prolonged remission duration but also high risk of relapse.

Lfili': a Mason
Franciscan Health
. L - .
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Thank you
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