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| will be discussing the off-label drugs: Daratumumab, Talquetamab, Elranatamab, Cevostamab, CC-92480 and
Iberdomide

This presentation and/or comments will be free of any bias toward or promotion of the above referenced
company(ies) or their product(s) and/or other business interests.
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Cultural Linguistic Competency (CLC) & Implicit Bias (1B)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care
component.

The following CLC & IB components will be addressed in this presentation:

= Farly explanation of the role of clinical trials in the management of advanced myeloma to underrepresented and
minority communities.

CITY OF HOPE


https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241

Learning Objectives

e Quad vs. Triplet
e Transplant vs. Non-Transplant

Newly
Diagnosed MM

B Il ef Ove rviEwW * Anti-CD38 as the new backbone

of Early Relapse

Later Relapse: oA,
SQC and = Selinexor and Belantamab

* Bispecifics

Investigational JEEE
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e Lenalidomide sensitive vs. Refractory



Newly Diagnosed Multiple
Quadruplets vs. Triplets
ASCT vs. No ASCT

Chapter 1

OOOOOOOOOO



Addition of anti-CD38 mAb improves outcomes in select
populations

Induction: Cycles 1-4 Consolidation: Cycles 5-6 Maintenance: Cycles 7-32

D-VRd in 21-day cycles
Transplant-eligible - (n = 104) e D-VRdin 21-day cycles [me D-R in 28-day cycles

A
18-70y0; ECOG PS >
<2; CrCl 230 mL/min~~~ VRd in 21-day cycles C

(n=103) T md VRdin2l-daycycles |mud R in 28-day cycles

1SS disease atage, n (3:)7 n=104 n =103
Primary endpoint: Stringent CR by end o -
of consolidation (C6) .. w09 89
s e
Key secondary endpoints: 0o 209
1. MRD-negativity by ClonoSEQ (10) Beveline erestnineclearanes, mL/min, 9
2. ORR,>=VGPR,CR [ = -
3. PFSand OS p— = —
o e .
High risk 16 (16.3) 14 (14.4)

CITY OF HOPE Vorhees et al. 2020; Laubach et al. ASH 2021; 6



GRIFFIN: Significant improvement in primary and
secondary endpoints

Final Analysis

 Median follow-up 49.6 months

e All pt with 2 1yr of long-term follow-
up

e Estimated 48-month PFS

 Dara-RVd—87.2% vs Rvd — 70.0%

R * HR0.45, 95% Cl1 0.21-0.95, P =

o 0.0324

100 4

121
90 4

80
70 4

3
o
1

IS
o
L

60
50 4

Patients, %

40 H

o
o
1

30

Patients with MRD negativity, %
w
o

20
10

0 4

d
follow-up
d
follow-up

%f o Primary analysis
s * SCR42.4% vs. 32.0% - OR 1.57 95%
£ ] Cl 0.87-2.82; 1-sided P = .068
* . ; (significant)
o3 evmisBanzn o MRD rate 51% vs. 20.4%, P <0.0001

Months

NoAat;\f: 103 93 77 71 69 67 64 46 20 &6 O ¢ 24 mo PFS - 95'8% VS' 89'8%

D-RVd 104 98 93 89 89 88 86 59 27 5 0

CITY OF HOPE Vorhees et al. 2020; Sborov et al. 2022 7



GRIFFIN: AEs and Caveats

=  Neutropenia 64 46 40 24
=  Thrombocytopenia 44 15 35 9
Hematologic =  |eukopenia 39 17 29 8
=  Anemia 37 9 32 6
=  Lymphopenia 31 23 28 23
=  Fatigue
= Uppger respiratory e Z & £
. tract infection L > 20 2
Nonhematologic . 67 7 55 5
=  Diarrhea
= Peripheral neuropathy o A /e <
54 0 30 0
= Cough
Critiques

* Phase 2 —not truly powered
 PERSEUS Phase 3 ongoing

* Not re-randomized at maintenance

* Age limit of 70

CITY OF HOPE

Vorhees et al. 2020
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DETERMINATION: Triplet therapy, transplantation, and
maintenance until progression

Transplant-eligible
18-65y0; ECOG PS
<2; adequate organ

_ RVd x 2 cycles
function _ (n=365) — Collection/ASCT e RVdx2cycles
Rvd x 1 cycle ~
RVd x 2 cycles —> — RVd x 5 cycles R til PD
(n=357)

* Well balanced
* Median age ~56
 ~24% underrepresented minorities
* ~20% high risk cytogenetics

CITY OF HOPE Richardson et al. NEJM 2022



DETERMINATION: ImProved PFS with ASCT compared
to non-ASCT, no OS difference, transient lower QOL

A Progressionfee Sunival  Median follow-up 76 mo
* Median PFS
& * RVD alone-46.2 mo
% * ASCT group—67.5 mo
0 * HR1.53(95% Cl, 1.23 to 1.91; P<0.001)
O S A * High risk cytogenetic subgroup
E:’.'“ * RVDalone—-17.5 mo
WN * ASCT group —55.5mo
03
£ os VD Alone * No difference in OS regardless of HR cyto
2 o e 28% underwent ASCT later in the RVD-alone
021 group
0 T T T T | | | ¢ SPMs —overall comparable; signal for myeloid
e malignancies post-ASCT (0% vs. 2.7%, P=0.002)
No. at Risk
RO ane a2 s s n4 4 H
Richardson et al. NEJM 2022; Richardson et al. IMW 2022 10
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NDMM Updates — Summary and Questions

= Addition of CD38 monoclonal antibody to RVd appears to improve response, MRD-, PFS
o Not necessarily powered, but data are suggestive - phase 3 trial data awaited
o Patients were not rerandomized at maintenance — variable insurance coverage for DR maintenance
o Hematologic toxicities are significant, but non-hematologic toxicities comparable

o Upper age assessed was 70 years old

= ASCT continues to demonstrate improved PFS compared to non-ASCT with triplet induction, indefinite maintenance
o OS not different at this point — which outcome is most meaningful?
o Will delayed ASCT be the equalizer or not?

o How will quads, novel immunotherapies (bispecifics, CAR T) change this landscape?

CITY OF HOPE
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Treatment at first relapse: Len ref
MADb-based regimens, and beyond
Chapter 2
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Most patients will have progressive-disease while on
lenalidomide, therefore have len-refractory disease

CITY OF HOPE Moreau et al. (2021) 13



At first relapse, lenalidomide-combinations are
preferred in those NOT len-refractory

Trial(s)

Regimen

CITY OF HOPE

KRd vs. Rd

RRMM with 1-3 LOT

87.1vs. 66.7%

28.6vs. 21.2 mo

MPFS —26.3 vs. 17.6 mo;
HR 0.69

mOS - 48.3 mo vs. 40.4 mo
HR 0.79

DRd vs. Rd

RRMM >1 LOT

93 vs. 76%

NR vs. 25.2 mo

mMPFS — NR vs. 19.6 mo**
HR 0.42

42-mo PFS 57.3% vs.
27.8%

mOS —67.6 vs. 51.8mo
HR 0.73

Elo-Rd vs. Rd

RRMM with 1-3 LOT

79% vs. 66%

21.9vs.17.1 mo

mPFS —19.4 vs. 14.9 mo
HR 0.70

mOS —48.3 vs. 39.6 mo
HR 0.82

ASPIRE POLLUX ELOQUENT-2 TOURMALINE-MM1

Ixa-Rd vs. Rd

RRMM > 1 LOT

78% vs. 72%

20.5 vs. 15.0 mo

20.6 vs. 14.7mo
HR

mOS —53.6 vs. 51.6 mo
HR 0.939 (NS)

Richardson et al. (2021); Dimoppolous et al. (2022); Moreau et al. (2021); Facone et al. (2016); Bahlis et al. (2020); Stewart et al. (2015)
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Given that most are len-refractory, CD38 monoclonal
antibodies are the current backbone of RRMM treatment

BM stromal cells 4 .
| @m " Actiated -con

|
notype ’
KIR g TR M1 ma Croph,
€038* MDS age sig,
* Nature
wios © e
A\ \\
S e
“" & Direct Effects
@w\‘ . Dicect induction of cel death
‘\0,‘0 « o°\ CD38 enzymatic inhibition

CITY OF HOPE Van de Donk and Usmani. (2018) 15



Dara and Isa, when combined with Kd, improve
outcomes over Kd alone

CANDOR - DKd vs. Kd IKEMA- IKd vs. Kd
Age— med (range) 64 (29-84) 64 (30-90)
Prior lines — med (range) 2 (1-3) — 29% BTZ-ref, 33% len-ref 2 (1-4) - 21% double refractory
High Risk Cyto 16% 24% (42% gain 1q)
Arm DKd Kd IKd Kd
ORR, %, (95% Cl) 84 (80-88) 75 (67-81) 86.6 (80.7-91.2) 82.9 (75.1-89.1)
CR, % 28 10 441 35
e Kdgroup (n=154)  KdD group (n=312) 1.0
Disease progression or death, n (%) 85 (55%) 140 (45%) Ly
Median PFS, months (95% Cl) 152 (111-19.9) 28.6 (22.7-NE) 0.84
80+ Hazard ratio for KdD vs Kd 059 (95% C1 0-45-0-78) Isa-Kd
Log-rank test p<0-0001 — "
60 E‘ 0.6
3 B 05 L
¢ 8
a L= .
407 g™ Isa-Kd Kd
0.3 (N=173) (N=123)
w
Median (months) Mot reached 2027
201 i oo Updated mPFS: 35.7 vs. 19.2, HR 0.58
—Kdgroup Updated mPFS: 28.6 vs. 15.2, HR 0.59 0 - —_—
— KdD group p =0.0032
0.0 Y T Y T T T T T T
5 3 6 9 2 15 18 21 2 27 30 3 36 0 3 6 9 12 15 18 21 24
2 Time since randomisation (months) Time (months)
Number at risk Patients at risk
(numbercizsmd) 154(0) 120(12) 99(18) 83(22) 69(26) 57(30) 47(32) 44(32) 39(33) 28(43) 4(66) 1(69) 0(69) e L = = s o) = 5 5
group
KdDgroup 312(0) 279(6) 235(16) 210(25) 189(31) 178(32) 159(39) 146(44) 136(48) 105(70) 30(143) 6(166) 0(172) e T " = - Al = - " 8

CITY OF HOPE Usmani et al. (2022); Moreau et al. (2022); Moreau et al. (2021) 17



I
Dara or Isa combined with Kd increase risk of respiratory

Infections

= Do not appear to increase risk of cardiac complications

Arm DKd Kd IKd Kd
Grade 23, % 87 76 77 67
Hypertension | 21 15 20 20
Pneumonia | 17 9 23 14
Thrombocytopenia | 25 16 30 24

Cardiac Failure | 3 2 4 4

Fatal, % 9 5 3 3
Cardiac | 2 0 NR NR
Infections | 5 3 NR NR
Respiratory | 1 1 NR NR

CITY OF HOPE Usmani et al. (2022); Moreau et al. (2022); Moreau et al. (2021)
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CD38 mAD plus Pd for len-refractory MM

APOLLO — DPd vs. Pd

ICARIA-MM - IPd vs. Pd

Age— med (range)

67 (42-86)

67 (36-86)

Prior lines — med (range)

2 (1-5); 80% len ref, 48% Pl-ref, 42% double

3 (2-11); 93% len-ref, 76% PI-ref, 73% double-refractory

High Risk Cyto 35% 20%
Arm DPd Pd IPd Pd
ORR, %, (95% Cl) 69 (61-76) 46 (38-55) 86.6 (80.7-91.2) 82.9 (75.1-89.1)
CR, % 25 4 44.1 35
100 —— Daratumumab plus pomalidomide and dexamethasone group A ) ) )
90 —— Pomalidomide and dexamethasone group 100 —— Isatuximab plus pomalidomide
HR 0-63 (95% C1 0-47-0-85); two-sided p=0-0018 90 plus dexamethasone
£ 5 — Pomalidomide plus dexamethasone
E 70 g 80
S 60 T 70
£ 501 S 60-
< i ]
‘g @ & 507 11-53 months
g 30+ S 40 -
g mPFS: 12.4 vs. 6.9, mo @
a 20+ @
- 30 -
10+ g
& 204 6-47 months
0 1 | 1 1 || I 1 1 I 1
0 4 8 1 16 20 24 28 32 36 40 109 1R 0:596 (95% C1 0-436-0-814); p=0-001
. Time from randomisation (months) 0
rat risk 1 I | ) I 1 ) | 1 I 1 I I 1 I 1
hored) wheratrik 0 1 23 4 5 6 7 8 9 1011 1213141516
domide 151 111 87 74 48 20 8 3 2 1 0 X :
egop ©  ® O ) 4 48 G 68 (65 (66  (67) maldomids 154 223 w6 0§ U B ¥ @ 4
egroup 153 93 61 46 27 12 5 0 0 0 0 amethasone
(0) (11) (15) (15) @7) 37) 43) (47) (0) (0) (0) malidomide 153 105 80 63 51 33 17 5 0

amathacana

Dimopolous et al. 2021; Attal et al. 2021; Richardson et al. 2022



Daratumumab regimens for RRMM

Trial(s) SIRIUS POLLUX EQUUELES CASTOR EQUUELES
GENS501 APOLLO CANDOR

Regimen

CITY OF HOPE

Monotherapy

e >3lines OR
e PI/IMID refractory

29.2%
(20.8-38.9)

36%

(21.6 —52)
7.4 mo
(5.5 — NE)

3.7 mo
(2.8-4.6)
17.5 mo (13.7 — NE)

DRd vs. Rd

e >1line

92.9% vs. 76.4%

NR

44 5vs.17.5 mo

42-month OS rate:

65% vs. 57%

DPd vs. Pd

e 2>2line
(approved)

o 2>1line (off-
label)

60%

APOLLO: 2VGPR
51.0% vs. 19.6%

EQUUELES:

6 mo: 85%

12 mo: 68%
APOLLO: 12.4vs. 6.9
mo

APOLLO: HR for OS
0.91 (95% Cl 0.6-1.4)

DVd vs. Vd

e >1line

85% vs. 63%

NR

16.7 vs. 7.1 mo

NR

DKd vs. Kd

e >1-3line

84%

84% vs. 75%

NE vs. 16.6

CANDOR: 18-month
PFS 62% vs. 43%
CANDOR: HR for OS
0.75 (95% Cl 0.49-
1.13)
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CAR T Therapy Revolutionizes T
Advance RRMM

Chapter 3
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Refractoriness to anti-CD38 associated with poor OS

1.07

0.8-

* Median OS for triple
refractory 10 mo, penta-
refractory 5.6 mo

oo b\
) ‘x

§ LY
Lo
HERY
. . oY T Not triple refractory (N=57)
* Limited responses to TS
subsequent therapies T 4
after anti-CD38 S, i e bk 508
P=0.002 E Penta-refractory (N=70)
0. T U T T J
0 10 20 —_— 30 40 50

Ghandi et al. 2019



Myeloma is caused by and causes Immunosuppression

* MGUS cells kept in check by NK
and T-cells

e ...until they’re not

e Selection for MM cells that activate
MDSCs, Tregs, inactivate T-cells and
NK cells

e Contact inhibition (increased PD-
L1) and secreted factors

Diaz-Tejedor, A et al. Cancers 2021,

' f‘ )
. 4 4—\
. Treg
CD80/86
iTryptu an ||
1 Kynurenine o
/

ROS
NO
IL-10
TGFB

ROS
NO
IL-10




Resistance to daratumumab assoclated with exhaustion
phenotype T and NK cells, not CD38 loss

CD3+ CD8+ CD4- | CD14+ |
[ | [ |
DARA RESPONDING Dara-RRMM DARA RESPONDING Dara-RRMM
A .. 4 w4 MFI:21.4 w»IMFL 57 5 MFI:195 “IMFI:351
fiod 10° £ " - - - @l
N m- 159 - S s ! ‘
€007 10° ; é R I g o E 1% =
.- 100 % 4 - L e
= o 7T7CD38 ON CD138+ : Lty ] .
5 Tap13se : 15.34% ‘°'1E" 3 (000 w4 od <7 "l ] :
4004
o -
0] O | ™ R TR 3 ' SRS SR S M N PR
¢ — 11967.7
L =04 MFI: 168 204 MFI: 353 MF|:43.8 - -
QO g o it 10 ,&, 10° 10! 10° 10 9 bt
(f) 3 . [T 1% a
0] s b3 e ‘4‘ O ..
% 3 2% 'ﬁ -
(qp] 1024 o
= @) ” o
= @) ”
[nd m'-E—J .
m » 00 0 bl w0 L "o 0
L ~
g - N » w4 MFI: 7.3 < 1 MFI289 -
oM &” “;
D [a] 150 - 198 - a o ~ PN
(@) o = ,{v 5
10° 10 10° 100 G 5 ae '"‘K E S' bl % .Tﬁ
> o - T ‘
- E 8 10 i B - é e 3 ﬁ
CD138 PE CD138 PE
. £ 100 0 200 l'O "o % 08 ‘ MMDS 0
Tsne of CD3 -1 —» Tsne of CDl4 -1 %

Leukemia, 2021 Jan;35(1):189-200



B-cell Maturation Antigen —aka BCMA, TNFRSF1, or CD269

Events

BCMA Myeloma patient 2
i e W

O ) "

BCMA-K562
Isotype B BCMA _ NOER:KS62 lsotype
it TR L IR 1
iy 1 Y .50” Sos o3 a8y
3 ® Ba 6', , ¢®
8. @ ﬁ?:v 29w O
18 g
'&e% b. - ol

e LTV e

oo BCMA-K562 NGFR-K562 w0 H929 - .
lll 300 |'.
o] = * Highly expressed in
i w0 1 .
1 - = MM cell lines and
o107 16° 10° 10° Y et e . .
primary tissues
. U266 o RPMI-8226 . TC71
600 1t 1504 150 . L3 .
ol « f * Limited expression
2004 ! | s04 f 50 .
HETgm, e e outside of tumor
cer -2 4,000
. o
x, E 3,000
Q
::: é 2,000
“
’ o102 'qé. 1,000
—— o
% 0 \r T T T T T T 8 T T T T T T T " T T T T T
B S S LSS
S & -'b\z’:oqv EE T & o’ Cogs®
q\’bf d’(& &@Q\Q’ a:f:;d'bo ;‘o&:b&eﬁ&
"3
2 4000
o
o . . . .
§ som * Excellent in vivo activity of
‘L
5 BCMA-CD28-CD3( CAR T
2 1000
Q
éollll’lllll!lll!*_‘ﬁ_'_*_'_r
] IR I U SRR IR, RGP
o &

s g s s g s
. F
E”" S Anti-bcma2
5120 -= SP6 < 100 ©
EJDD -+ Untreated g P < 0.0001
s 8 H
g 6o % 50 © Anti-bcma2
5 40 £ = SPG
5
E g 4 Untreated
E ° ) ~ © L) a ) * 0 i
A A N A 10 20 30
Days after T-cell infusion Days after T-cell infusion

Carpenter et al. Clin Cancer Res. 2013;19(8)



But what does BCMA do?

A Bone Blood, Lymph node Bone marrow,
marrow BM, spleen LN, MALT
Immature Transitional Naive GC Memory Plasmablast Long-lived
B cell B cell plasma cell

@®

TACI

v

BAFF-R

BAFF-R

BAFF-R

BAFF-R BCMA BAFF-R BCMA

CRCEC

BCMA

TACI

TACI

CD138

* APRIL binds BCMA, induces further differentiation

and survival of PCs

* MM with higher BCMA expression = proliferation,

survival, increased Treg/Tcon =
immunosuppressive BMBXx

Maus MV et al. Clin Cancer Res. 2013; Cho et al. Cancers. 2020

Multiple
myeloma
*/- TA Tl'eg
BAFF APRIL e
L) ® 9
A v ’ ® o Tcon
target genes
\J '\ \’
V) ~ // / "
SBCMA \ Apoptosis |
y-secretase \V Proliferation?
inhibitor

Proliferation |

1

Effector function |
Foxp3, IL-10,
TGF-g, PD-L1
PD-L1, VEGF,
SDF-1IL-8, TG,F-p
Immunosuppressive

Proliferation and survival
of MM cells

bone marrow
microenvironment



BCMA CAR T construct differences

Martino M et al. Cancers.

Idecabtagene Vicleucel

* Autologous T-cells transduced with a lentiviral

vector encoding CAR specific for BCMA

* Targeting domain: Anti-BCMA
= Costimulatory domain: 4-188
* T-cell activation domain: CD3 {

Extracellular
domain
Targeting domain

Hinge/TM domain

Intracellular domain

Costimulatory domain
T-cell activation domain

Anti-
BCMA

4-188

CD3¢

Ciltacabtagene Autoleucel

=  Lentiviral vector-based + 4-188
costimulatory domain;

*  BCMA-catching domain targets 2 different
epitopes simultaneously

Binding Domains

R,

Yy Vo [ Va
o,

Typical CAR LCAR-B38M CAR



KarMMa and CARTITUDE-1 Study Designs

Screening,

enrollment,
leukapheresis

+ Bridging treatment CAR T manufacturing

Day -5 to Day -3:
Lymphodepletion
FLU 30 mg/m? +
CY 300 mg/m?

CAR T Infusion

Postinfusion
assessments

and toxicity
CITY OF HOPE management




BCMA CAR T Trials - Baseline Characteristics

CAR T product Ide-cel Cilta-cel

Prior LOT (median) 6 6
Penta-refractory, % 26 42

Triple-class refractory, % 84 88

CITY OF HOPE Munshi et ak. (2021); Berdeja et al. (2021) 30



CARTITUDE-1 Efficacy

100
— BD -
=
~ -+ All patients
clf - == sCR patients -
oo 40 - ..55_ 60
;'J-. —i+— MRD negative = 6 months
All patients L =+= RD negative = 12 months
Median PFS: not reachec - 404
20 1  27-month PFS rate: 54.9°
sCR patients MRD negative = 6 months
27-month PFS rate: 64.29 20 - 27-month PFES rate: 73.0% (95% CI, 52.1 to 85.9)
| 1 1 1 l 1 L ) 1 ) 1 1 I L L
0 3 6 9 12 15 18 MRD negative = 12 months 18 21 24 27 30 33 36 39 42
27-month PFS rate: 78.8% (95% Cl, 51.5 10 91.8)
1 1 ] | | 1 1 I I 1 I ] 1 I I
me (month
Tlme 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 9( 0 S)
No. at risk:
All patients 97 95 85 77 74 67 64 Time (months) 79 77 71 42 22 6 2 1 0

sCR patients 80 80 78 73 71 64 62 Mo. atrisk:

MRD negative 34 34 34 34 34 33 32 32 31 13 10 3 1 1 0
> 6 months

MRD negative 24 24 24 24 24 24 24 24 24 11 &8 2 1 1 0
212 months

CITY OF HOPE Martin et al. (2022)



KarMMa Efficacy

C Progression-free Survival, Overall and According to Target Dose

CITY OF HOPE

Probability of Progression-free Survival

No. at Risk
150x 108
300x 106
450x 108
Total

No. of Median
CAR+ TCells Events  (95% Cl)
mo
1.0 150106 3 28 (1.0-NF)
oo S\ 0 | 300x 108 58 5.8 (4.2-8.9)
ax| —— 450x106 31 121 (8.8-12.3)
' L —— Total 97 88 (5.6-11.6)
0.7
0.6
0.5 I
041 @ 000 0 TR
0.3+
D2=x e el
0.1+
00 1 1 1 1] ] ] 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22
Months
4 2 1 1 1 1 1 1 AL 1 1 0
70 56 42 33 29 24 17 14 11 7 3 0
54 44 40 36 34 31 17 4 1 0 0
128 102 23 70 64 56 35 19 13 8 4 0

Munshi et al. 2021
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Efficacy Outcomes of BCMA CART

Trial |karMMa | CARTITUDE-1
CAR T product Ide-cel Cilta-cel

N B 97
73 97.9

PFS (median) 8.6 NR (2-year PFS 60.5%)
NR (2-year OS 51%) NR (1-year OS 89%)
MRD negativity, % 26 92

CITY OF HOPE Munshi et ak. (2021); Berdeja et al. (2021) 33



Safety Outcomes of BCMA CAR T

Trial  |KarMMa_________ [CARTITUDE-1
Ide-cel Cilta-cel
L, 128 97

100/99 100/94

CRS, Any, % 84 95

Gr3/4 5 4

Gr5 <1 1

Median onset, d 1 7

Median duration, d 5 4

NT, Any, % 18 21 (ICANS 17%, other NT 12%)

Gr 3/4 4 9 (ICANS 2%, other NT 8%)

Gr5 0 1
2
5

Median onset, d ICANS 8, Other 27
ICANS 4, Other 74.5

Median duration, d

CITY OF HOPE Munshi et ak. (2021); Berdeja et al. (2021) 34



Real World Experience with Ide-Cel

Median age, y 61 (33-78) 64 (36-78)
ECOGPSOor1l 98% 77%
Extramedullary disease 39% 53%

High risk cyto 35% 33%
Median LOT 6 6

Prior ASCT 94% 85%
Penta-refractory disease 26% 41%
ORR/CR 73%/33% 83%/34%

Grade = 3 CRS and ICANS 5%, 3% 5%, 5%

CITY OF HOPE Hansen et al. (2022) 36



Choosing Appropriate Patients for CAR T

= Barriers = Considerations
o Availability o Early referral and workup
o Manufacturing time o Risk stratify for co-morbditities
o Rapidly progressing disease — o Does patient have a bridging option to
inadequate bridging get them 5-8 weeks between

o Facilities that can administer therapies leukapheresis and infusion

and manage toxicities o Disease burden is associated with

risk of CRS and ICANS
o Cost and resources

CITY OF HOPE Malinkodi. IMS 2022 37



Options for patients who cannot receive CAR T therapy

= Standard of Care = |nvestigational
o Belantamab mafodotin o Bispecific antibodies/T-
o Selinexor regimens cell engagers
o CELMoDs

o Novel (allogeneic) CART

CITY OF HOPE

38



Selinexor

* Oral, selective inhibitor of XPO1

* Retention of tumor suppressors,
GR, and oncogene mRNA in
nucleus

 XPO1 overexpressed in MM | . Suppressors

CYTOSOL
¥  Tomer

p53
Par-4

REZONE

Q
‘3@@7
Qeum




STORM: Sd for Triple-Class Refractory MM

* Oral selinexor (80mg) with dex
(20mg) on D1, D3 weekly

e 123 patients with penta-exposed,
triple class refractory

* Approved for penta-refractory, at
least 4 prior lines (n=83)

* mDOR 3.8 mo

Chari et al. 2019. NEJM

S5TORM
Response (n=83)
Overall Response Rate (ORR)?, n (%) 21(25.3)
95% Cl 16.4, 36
Stringent Complete Response (sCR) 1(1)
Complete Response (CR) 0
Very Good Partial Response (VGPR) 4 (5)
Partial Response (PR) 16 (19)

a. Includes sCR + CR + VGPR + PR.




BOSTON: PFS

Selinexor, Bortezamib and
borteromib, and  dexamethasone
dexamethasones group (n=207)
group (n=155)
Orverall resparse rate” 149 [76-4% 1249 (62 3%
69-8-82.2 A58,
1.00 ~F Selinexor, bortezomib, and dexamethasone 69 b [S53-684)
-0~ Bortezomib and dexamethasone Bestoverall responget
= Stringent complete response 19 [10%) 13 (6%}
% 075 Complete response 14 (7%) 9i4%)
% @ Very good partial response 54 (28%) 45 (22%)
28 Partial resporne 62 (37%) 62 (30%)
tj_g S 050 Minimal respanse 16 (8% 20 (10%)
0 ‘0
£ g Selinexor, bortezomib, and dexamethasone: M&m 25 [13%) 40 (19%)
8' 025 median 13.93 months (95% 1 1173-not evaluabl) Progressive dissse 1(1%) 10(5%)
o Bortezomib and dexamethasone: median 9-46 months (95% (1 8-11-1078) Mon-evaluable 4 (2%) Bi4%)
Hazard ratio 0-70 (35% C1 0-53-0-93), p=0-0075 Megative status for minimal g [5%) B (4%)
0Illlléllllllllll6llgllllllll6 residual disease?
01 2 3 405 7 8 9 1011 12 1314151617 18 19 20 21 22 23 24 25 2 Dirta are (5 [S5% CX[) o m {5}, “pe00112 for -
Sl Time (months) (Cochran. Martel-Hacnszel test)]. tBest averall response categaries are mutually
cachusive. thinimal residual disrase was assessed inopatients with a stringent
complefe responses ar complete response; negative status was defined as an
absence of maligrant canes per 100 000 white blood cells.
Table 2: Efficacy data

Dimopoulos. ASCO 2020. Abstr 8501.; Grosicki et al. Lancet 2020; Gasparetto et al. ASH 2020.




Management of Patients Treated with Seli

* High incidence of heme and non-heme toxicities
e Fatigue, nausea, hyponatremia, anorexia

e Consensus guidelines on management (Mikhael et al. CLML 2020)
e Set expectations with patients — 50% required dose reduction in STORM
* Close monitoring, frequent communication
» Weekly/2x weekly hydration

* Nausea prophylaxis with NK1 receptor antagonist, ondansetron, +/- olanzapine
(1-2 cycles)

* Hyponatremia — salt tabs, dose holds, r/o paraproteinemia as cause

e Anorexia- nutrition consult, dronabinol

Mikhael et al. 2021



Belantamab mafodotin

* BCMA antibody linked to MMAF payload

* DREAMM?2 pivotal trial

* 97 treated at 2.5mg/m2 q3wk
* 31% ORR, mPFS 2.9 mo, mDOR not reached

* 99 treated at 3.4mg/m2 g3wk
* 34% ORR, mPFS 4.9 mo, mDOR not reached

* Frequent delays, mainly due to keratopathy
* Responses not necessarily lost with delays

* Unclear if subsequent BCMA therapy affected

Lonial et al. Lancet 2020.
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Ocular toxicity with belantamab mafodotin

e Median time to resolution of

ocular toxicity requiring dose
hold 21 days

e Few discontinuations due to
ocular toxicity

e Microcystic keratopathy

* Ophthalmologic exam: Baseline,
predose, any complaint

e REMS
e Steroid drops ineffective

Adverse Reactions

N=095

All Grades
(%)

Grade 3-4
(%o)

Eve disorders

Keratopathy®

71

Decreased visual acuity”

53

Blurred vision®

22

Dry eyes®

14




Investigational Agents Promise
Treatment Paradigms for RRMM

Chapter 4
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Bispecific Constructs Provide Off-the-Shelf T-cell
Redirection to Combat Myeloma

A\A\::\\ / \\/\I/\

Fc domain CD3-antibod Target-antibod Bispecific antibod
CD3-directed scFv Target-directed scFv ! EEEmROtY PREC ROty

A B

CITY OF HOPE Goldsmith et al. (2022) 46



Teclistamab - BCMA x CD3 DuoBody BSA

e Approximates CD3+ T-cells with
BCMA+ MM cells CD69/25 '

IFN-y, TNF-q, IL-2, IL10...

\GD3+ T cell
* Induces T-cell mediated "
cytotoxicity

CD3 arm

Teclistamab
JNJ-64007957
/ BCMAxCD3 antibody

Cell Kill

* No BCMA agonization

o® BCMA arm
Perforin. ’:'..
* No null activity Granzymes #% |
* Mutations in Fc region that reduce e
ADCC/ADCP

Pillarisetti et al. Blood Adv, 2020



MajesTEC-1 —Phase I/11 trial iIn RRMM

* Dose escalation and expansion
* Phase 1 (n=40), Phase 2 (n=125)
 Median age 64
* 17% extramedullary disease
 33.3% ECOGO
* 25.7% high-risk cyto
* 100% triple-class refractory
* 65% ORR, 6-month DOR of 90%

e Safety
* 94.5% Grade 3/4 AEs, mostly heme
 72.1% CRS, one grade 3 event
* 14.5% ICANS, mostly grade 1-2
e 76.4% infections, 44.8% grade 3-4

Response: W Stringent camplete

W Complete B Very good partial 0 Partial response [l Progressive

response response response disease
A Rate of Response in 165 Patients
100-
B 904
5- M
£ ™ 63.0 (104/165)
R
Y
E R
J w4
= 0 =VGFPR:
g 30 558
P oo
d  10-
0 !
All Patients

B Treatment Response in 104 Patients:

End-of- Treatment Status: «

Discontinued  — Continued response = Death =« End of study
and treatment

Hl I

|

||||||||

||||||||||||||||||

Q 1 2 3 4 5 & 7 B 9 10 11 12 1F 14 1% 1é 17 1B 192 20 21 22 I3 24 I3 26

Months

Moreau et al. (2022)




3%)

. . . Time to
Agent T_r_lal . Intervention Phase Mecﬁan prior Cycle 1 Dosing Patients ORR (%) Response DOR CRS ICANS Infection
Identification lines, n )
NCT94557098 NR; 6- 60% (Grade 3:
(MajesTEC-1) Monotherapy /1 5 (2-15) IV/SC Weekly 159 65% 28 (28-44.8) | month DOR | 67% 2.50% 22%)
NCT03145181 90%
Daratumumab +
teclistamab +
Teclistamab NCT04108195 pomalidomide; or 51.5% (Grade
(INJ-64007957) (TRIMM-2) daratumumab + | 5(2-16) SC Weekly 33 54.5% 28 (0-53.2) |NR 54.50% 0% 3:24.2%)
talquetamab +
pomalidomide
Talquetamab +
NCT04586426 teclistamab + | = = = = = = = = =
daratumumab
g\ln:;::gﬂ zg;g;:;ggig Monotherapy 1/11 3.5(2-9) IV Weekly 23 70% - 23.5 38% - -
Monotherapy; or
Pavurutamab +
NCT03287908 pomalidomide; or 61% (Grade 3:
Pavurutamab (ParadigMM-18) Paviirutamab + /1 6 (2-25) IV/SC Weekly 75 36% 28 (28-53.2)|3.8 (1.9-7.4) 7%) - 17%
(AMG-701) pomalidomide +
dexamethasone
NCT04998747 Monotherapy | ) ) ) ) ) ) ) ) )
(ProxiMMity-1)
CC-93269 NCT03486067 Monotherapy | 5(3-13) IV/SC Weekly 30 43.3-88.9% 114.8 (112- NR 77% (Grade 3: - 30%
366.8) 3.33%)
Monotherapy; or
Elranatamab +
dexamethasone; or
NCT0326?136 Elranatamab + 1/ 6 (2-15) IV/SC Weekly 150 70-83% 22 (21-50) |NR 87.30% - -
(MagnestisMM-1) . .
lenalidomide; or
Elranatamab +
Elranatamab pomalidomide
(PF-06863135) NCT04649359 Monotherapy " i i i ) ) ) i i )
(MagnestisMM-3
Elranatamab +
oo [ | R P | |
(MagnestisMM-4) lenalidomide +
dexamethasone
Linvoseltamab NR; 28-
NCT03761108 Monotherapy /1l 5(2-17) IV Weekly 68 73.30% - month DOR | 38% - -
(REGN-5458)
92.1%
TNB-383B (ABBV-383) | NCT03933735 Monotherapy | 5 (1-15) IV Every 3 Weeks | 103 79% - - 52% (Grade 3: ; 28%

Goldsmith et al. (2022)



GPRC5D
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* Orphan G-coupled protein
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MonumenTAL-1 - Talquetamab — GPRC5D x CD3 DuoBody

SC Talquetamab (405 pg/kg weekly) (n=21)

* Phase 1 trial o —
e Pts with RRMM, refractory or T
intolerant to standard therapy —_—
 ~100% triple-class exposed, ~75% o —
triple-class refractory R — L L LT
* CRS~80%, mostly grade 1-2 e e e

e Cytopenias common, reversible 0 =
° Unique AEs SC Talquetamab (800 uglkg biweekly) (n=12)

e Skin exfoliation, dysgeusia e e —

* Efficacy e

i —— - Response: MlsCR MICR M VGPR MIPR | MR 5D [ PD
o) o) TR+ I = @ Schedule Change = On Treatment as of July 19, 2021
® O R R 70 A) >VG P R 57 /0 O =3 » PD by new bone lesion; approved to continue treatment
) I - End of Treatment Status: 4 DIC - PD
Intra-patient dose reduction: W 405
T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11
Months

+, penta-drug refractory; CR, complete response; D/C, discontinued; MR, minimal response; PD, progressive disease; PR, partial response;
SC, subcutaneous; sCR, stringent complete response; SD, stable disease; TR, triple-class refractory; VGPR, very good partial response



Cevostomab — FcRH5 targeting bispecific antibody

e Results from ongoing Phase 1

e Safety
* CRS —80%, mostly grade 1-2
e ICANS —13.1%, all grade 1-2
* Infections — 18.8 grade 3-4
* Most grade 3-4 toxicities were hematologic

* Efficacy
* ORR at 160mg dose 54.5%
* ORR at 90mg dose 36.7%
e Slightly lower in those with prior CAR T, BSA, ADC exposure previously

e Estimated mDOR 15.6mo

Trudel et al. (2021)



CELMoDs overcome IMID resistance

* Iberdomide * Mezigdomide
* Enhanced tumoricidal and e Rapid degradation of lkaros and
immunostimulatory effects Aiolos
e 20x greater affinity to CRBN than Len * 48% ORR in combination with
and Pom dexamethasone
e 25-50% ORR in various combinations * 75% ORR in combination with
among heavily-pretreated patients bortezomib

e Responses regardless of IMiD
refractoriness

Lonial et al. (2021); Richardson et al. (2021); Richardson et al. (2022)



S
Conclusions and Future Directions
* Multitude of standard and investigational options for RRMM
* Lack of head-to-head data and data on best sequence of therapies

* Choice of therapy influenced by prior therapy, comorbidities, pace of relapse,
trial eligibility

 Early referral to and co-management with myeloma specialist important to
expand options

* Novel agents will move toward frontline, requiring further innovation for
those with RRMM
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