TITLE

Multiple Myeloma
ASCO 2024 Highlights

August 24, 2024

L

] UNIVERSITY oF IOWA
HOLDEN COMPREHENSIVE PG
(CANCER CENTER neer Cente

ty wa Health Care




Disclosures

» No financial disclosures.

L
fii UNIVERSITY o IOWA HEALTH CARE Holden Comprehensive Cancer Center



Acknowledgements

- Thank you to the abstract presenters for use of their slides:
—Dr. Facon (Abstract # 7500)
—Dr. Trudel (Abstract # LBA105)
—Dr. Touzeau (Abstract # 7507)
—Dr. Leleu (Abstract # 7501)
—Dr. Mateos (Abstract # 439572)

L
fii UNIVERSITY o IOWA HEALTH CARE Holden Comprehensive Cancer Center



Multiple Myeloma in Numbers In the United States,

2" most common Incidence Prevalence Mortality
hematologic nearly, 32,270 140,779 people are nearly, 12,830
li f individuals were estimated to be individuals lost their
malignancy a ter diagnosed with living with multiple lives to the multiple
ilvmphoma loballv? multiple myeloma, in myeloma*? myeloma, in 20203
y p ’ g y 20203 *2017 estimates

"
1.8% of all new
cancer cases?

M
< nil

Incidence has steadily

|

Overall 5-year
relative survival rate
(2010-2016)°

increased over the

e U
V past 15 years?
‘ - | Median age at diagnosis 69 years?
Incidence is higher in males than females?
Incidence is higher in individuals of
African-American descent?
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Disease Course

Multiple Myeloma is characterized by a pattern of remission
and relapse following conventional chemotherapy?®

Asymptomatic (Monoclonal
gammopathy of unknown significance

or smoldering multiple myeloma) Symptomatic (Multiple Myeloma)
\
A
104 | Remission duration
| Mali nt decreases with increasing S
. number of salvage regimens Shorter remission
T i | times are suggestive of:
5 7 i |
S 6 (astive lema il itlapee ® The development of drug
5 5- 2l - resistance which eventually
2 5l Relapse results in refractory disease®
31 | ® Presence of residual disease
2- Plateau Remission following treatment even after
1 | attaining complete response®
- Therapy [T [11] [T
0 ‘ »

| Time



Pillars of Myeloma Treatment

Pls: i O- : : .
. IMiDs®: Anti-CD38: . . Bispecific
*  Bortezomib Thalidomide «  Daratumumab High Dose CART: Teclistamab
« Carfilzomib : : : Melphalan « Idecabtagene
.  Lenalidomide « |satuximab | . Ciltacabtagen Elrantamab
*  Ixazomib « Pomalidomide (Transplant) o g « Talquetamab
Alkylating
* Cyclophosphamide Anti-SLAM-F7:
* Melphalan *  Elotuzumab Selinexor Belantamab Venetoclax

«  Bendamustine
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Quads in Transplant-eligible
PERSEUS (DRVd vs RVd

Median time

‘ G s Median follow-up: Overall and sustained MRD-negativity rates?®
o reach post-consolidation:
9.7 months 47.5 months 48-month PFS
100 ) 1 MRD negativity (10°5) MRD negativity (1076) Sustained MRD negativity (10-5) >12
g : ] 84.3% months
2 80 1 ) D-VRd P <0.0001* P <0.0001% P <0.0001¢
Q 0Odds ratio, 3.40 Odds ratio, 3.97 Odds ratio, 4.42
Eo ! (95% €1, 2.90-5.43) (95% C1, 3.22-6.08)
a 60 1 : 0 - 80 -
5 I 0 70 -
.g 1 65.1%
$ 40 : . . . 0 60 -
g . Age inclusion in PERSEUS and |, | =4
>
¥ 1
€ 20 I
S _— 0 4 40 -
§ I HR, 0.42; 95% Cl, 0.30-0.59; P <0.0 G RI FFl N u p to 80 years 0 30
1 o o
o ] L I L ! 1 ] ] I ] ] ] ] 0 i} 20 =
0 3 6 9 12 15 18 21 24 27 30 33 34
Months 0 A 10 A
o NN WM | ”
VRd 354 335 321 311 304 297 291 283 278 270 258 247 238 228 219 175 67 13 0 i rd b.vRd vRd ovRd vRa
D-VRd 355 345 335 329 327 322 318 316 313 309 305 302 299 295 286 226 90 11 O (n=355)  (n=350) (n=355)  (n=354) (n = 355) (n =354)

58% reduction in the risk of progression or death in

patients receiving D-RVd Deep and durable MRD negativity achieved with D-RVd

3MRD-negativity was defined as the proportion of patients who achieved both MRD negativity and >CR. MRD was assessed using bone marrow aspirates and evaluated via NGS (clonoSEQ assay, version 2.0; Adaptive Biotechnologies, Seattle, WA, USA).
bp values were calculated with the use of the stratified Cochran-Mantel-Haenszel chi-square test. °P value was calculated with the use of Fisher’s exact test.

Cl, confidence interval; CR, complete response; d, dexamethasone; D, daratumumab; HR, hazard ratio; MRD, minimal residual disease; PFS, progression-free survival; R, lenalidomide; V, bortezomib.
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Quads in transplant-ineligible
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Phase 3 Study Results of Isatuximab,
Bortezomib, Lenalidomide, and Dexamethasone
(Isa-VRd) Versus VRd for Transplant-Ineligible Patients With
Newly Diagnosed Multiple Myeloma (IMROZ)

Thierry Facon,' Meletios-Athanasios Dimopoulos,? Xavier Leleu,® Meral Beksac,*° Ludek Pour,® Roman Hajek,” Zhuogang
Liu,2 Jiri Minarik,® Philippe Moreau,’® Joanna Romejko-Jarosinska,'! Ivan Spicka,'? Vladimir Vorobyev,'3 Michele Cavo,’*

Hartmut Goldschmidt,’> Thomas Martin,’® Salomon Manier,’”” Marie-France Brégeault,’® Sandrine Macé,'® Christelle
Berthou,'® Robert Z. Orlowski'®
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Ostrava and Faculty of Medicine, University of Ostrava, Ostrava, Czech Republic; 8Shengjing Hospital of China Medical University (Huaxiang Br), Shenyang, China; °Department of Hemato-Oncology,
University Hospital Olomouc and Faculty of Medicine and Dentistry, Palacky University Olomouc, Olomouc, Czech Republic; '°Department of Hematology, University Hospital Hotel-Dieu, Nantes,
France; ""Department of Lymphoid Malignancies, Marie Sklowdoska-Curie National Research Institute of Oncology, Warszawa, Poland; 2Charles University and General Hospital in Prague, Prague,
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USA; ""Department of Hematology, University Hospital Center of Lille, Lille, France; '8Sanofi, R&D, Vitry-sur-Seine, France; ®Department of Lymphoma and Myeloma, The University of Texas MD
Anderson Cancer Center, Houston, Texas, USA.




Study design: Isa-VRd vs VRd In
transplant-ineligible NDMM

Induction Continuous treatment
(4x 6-week cycles) (4-week cycles)

Ti* NDMM

Randomization

Treatment until PD,
unacceptable

4 IMROZ

Primary endpoint:
PFS

<80 years s e : .
N:4X6 PDt toxicities, patient Key secondary endpoints:
VRd S withdrawal CR rate, MRD- CR (NGS, 10%)
rate, 2VGPR rate, OS
MRD (bone marrow aspirate) N N N N N
In case of CR or VGPR At end of induction 12 mos 18 mos 24 mos 36 mos
Day 1 8 15 22 29 36 43

Isa IV (C1 only) |lO mg/kg |

Isa IV (C2-4) 10 mg/kg

=
i)
ISl Vv SC 1.3 mg/m2
e
E
d IV/POS 20 mg
Day 3 15 22 29

IsalV (C5-17) 10 mg/kg

W vy | omek |
=
: NN EENEE

d IVIPO 20 mg

C, cycle; d, dexamethasone; Isa, isatuximab; R, lenalidomide; SC, subcutaneous; V, bortezomib.
Orlowski RZ, et al. ASCO 2018.
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Presentation is property of the author and ASCOQ. Permission required for reuse; contact permissions@asco.org.

*Patients considered Ti due to age or
comorbidities.

fIn the continuous phase, patients randomized
to the VRd arm who experience PD may cross
over to receive Isa-Rd.

¥10 mg/day if eGFR 30-<60 mL/min/1.73 m2.
§If aged 275 years, d was administered on
days 1, 4, 8, 11, 15, 22, 25, 29, and 32.
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Primary endpoint met: Interim PFS analysis—IRC *'V?04

assessment in ITT population

162 PFS events: 84 (31.7%) in Isa-VRd; 78 (43.1%) in VRd*

2024 ASCO

ANNUAL MEETING

1.0 H
£ 09 N
£ 084 60-mo PFS rate: 63.2%
% 0.7 - mPFS: NR
® 0.6 rm————
-g 0.5 === S T iy — - mmm
S 0.4 4 HR, 0.596 (98.5% Cl, 0.406-0.876)
& 0.3 - 60-mo PFS rate: 45.2%
S (024 mPFS: 54.34 months
g 01 - (95% Cl, 45.207 to NR)
N . Log-rank P=0.0005"

00 B | | | | | | | | | | | | |

0 6 12 18 24 30 36 42 48 54 60 66 72
Number at risk Time, months
Isa-VRd 265 243 234 217 201 190 177 164 153 104 43 2 0
VRd 181 155 141 121 104 96 89 81 70 51 20 2 0

At a median follow-up of 5 years (59.7 months), Isa-VRd followed by Isa-Rd

Isa-VRd
VRd
Censor

led to a statistically significant reduction in the risk of progression or death by 40.4%

*Cutoff date for PFS analysis: September 26, 2023 (median follow-up, ~5 years). TNominal one-sided P value.

NR, not reached.
#ASCO24

PRESENTED BY: T hierry Facon, MD
Presentation is property of the author and ASCO. Permission required for reuse; contact permissicns@asco.org.
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. . ¢IMROZ
Depth of response in ITT population

Best Overall Response MRD Rate (NGS,* 10°)
sCR 70 - W |sa-VRd
100+ ORR: 91.3% ORR: 92.3% m VRd
5.5 u CR 60 -
80+ 0 H = VGPR
5 © 50 -
S >CR: >CR: H = PR °.
o 604 74.7% 54.1% » 40 -
c c
Q QL 30 4
S 40+ >VGPR: >VGPR: IS
a B9.1% 58.6 82.9% O oo 4
20+ 10 4
0- 2.3 : S 0
— — MRD- sustained
Isa-VRd VRd MRD=1TT MRD-CR for 212 months
2CR rate: P=0.01%; 2VGPR rate: OR (95% CIl): 1.729 (0.994-3.008) OR (95% Cl): OR (95% CI):
1.791 (1.221-2.627)F 1.803 (1.229-2.646) OR (95% CI):
P=0.003t 2.729 (1.799-4.141)*

Time to MRD-, median (95% CI)
Isa-VRd: 14.72 (11.53-24.08) months
VRd: 32.79 (17.51-45.11) months

Isa-VRd followed by Isa-Rd resulted in deep response rates, with a significant improvement in the MRD- CR
rate, as well as higher rates of MRD- and sustained MRD- for 212 months

*Adaptive Biotechnologies clonoSEQ®. tStratified Cochran-Mantel-Haenszel test. Two-sided significance level is 0.025. P value not reported; not a key secondary endpoint.
MRD-, minimal residual disease negativity.

: ‘ AMERICAN SOCIETY OF
2024 ASCO #ASCO024 PRESENTED BY: Thierry Facon, MD ASCO CLINICAL ONCOLOGY
ANNUAL MEETING
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What role does addition of
bortezomib play in transplant
ineligible upfront treatment?
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Isatuximab plus lenalidomide and dexamethasone with weekly
bortezomib versus isatuximab plus lenalidomide and
dexamethasone in newly diagnosed transplant ineligible Multiple
Myeloma. The BENEFIT (IFM 2020-05) study

Xavier Leleu' and Cyrille Hulin?, Lambert Jerome?, Arthur Bobin', Aurore Perrot4, Lionel Karlin®, Roussel Murielle®, Lydia Montes’,
Brieuc Cherel®, Thomas Chalopin®, Borhane Slama'®, Marie-Lorraine Chretien'!, Kamel Laribi'?, Claire Dingremont'3, Christophe
Roul'4, Clara Mariette', Sophie Rigaudeau'®, Claire Calmettes'”, Mamoun Dib'® Mourad Tiab'®, Laure Vincent?°, Jacques
Delaunay?!, Alberto Santagostino??, Margaret Macro??, Emmanuelle Bourgeois?4, Frederique Orsini-Piocelle?®, Julie Gay?®, Benoit
Bareau?’, Noemie Bigot?, Francgois Vergez?8, Pierre Lebreton?®, Reza Tabrizi®?, Agathe Waultier-Rascalou3'!, Laurent Frenzel®?,
Ronan Le Calloch33, Emilie Chalayer3#, Thorsten Braun3®, Florence Lachenal3, Selim Corm?’, Celine Kennel®8, Rakiba Belkhir3®,
Jean-Sebastien Bladé“, Bertrand Joly#!, Valentine Richez-Olivier*?, Helene Demarquette*®, Daniela Robu-Cretu4, Laurent
Garderet #°, Muriel Newinger-Porte*®, Amine Kasmi4’, Bruno Royer*®, Olivier Decaux*®, Bertrand Arnulf*8, Karim Belhadj*°, Cyrille
Touzeau®'!, Mohamad Mohty®?, Salomon Manier®3, Philippe Moreau®!, Hervé Avet-Loiseau??, Jill Corre?®, Thierry Facon®3
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Study design: Isa-VRd vs Isa-Rd in Ti NDMM

M18 Primary objective
(MRD at 10-9)

Treatment Phase
until Cycle 18

Cycles 1 > 18 — 4-week cycles/18 months

N=270

Inductior 1-12: Inductio 13-18:
C IsaVRd D IsaVR

Bortezomib weekly
Steroid until cycle 12

D22 D28
«  Randomization1:1
Isa (1V) 10 mg/kg
R (PO)

d (IV) 20 mg
V (SC) 1.3 mg/m?

’5 mg

- Stratified by:
-Age: <75 and = 75yrs

4

- Cytogenetic result by Induct}(x . i, Induction Cy 19-PD: OS, AEs
s IsaRd IsaR IsaR : :
FISH (Modified Perrot Discontinue based
DI D8 D15 D22 D28 DI D8 D15 D22 D28 DI D8 D15 D22 D28 on PD,
score) I | | [N | T unacceptable
Isa (V) 10mgkg A~ AT A AT~ Isa(V)10mgkg 'hm- AW = hﬂ- toxicities, patient
- Center R (PO) 25 mg R{#0).2> ma sl withdrawal
dav)20mg ~ A~ A A 2
MRD (bone marrow aspirate) In case of PR or better 12 months 18 months 24 months Yearly

Survival
Treatment Phase Follow up
Next treatment
Cycle 19 onwards — 4-week SPM

cycles

(

Induction Cy 19-PD:
IsaR

Isa (IV) 10 mg/kg £
R(P0)25mo  MECEEIEE

DI22 D28

Key secondary
endpoints:

(NGS, 107) rate,
=VGPR rate, PFS

\

Primary endpoint:

CR rate, MRD- CR

’

.

"Cycle 1 only. CR, complete response; Cy, cycle; d, dexamethasone; D, day; Isa, isatuximab; M, month; MRD, minimal residual disease; NDMM, newly diagnosed multiple myeloma; NGS, next generation sequencing; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PR, partial response;

R, lenalidomide; SPM, second primary malignancy; Ti, transplant-ineligible; V, bortezomib; VGPR, very good partial response.
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Primary endpoint: MRD-* rate at 18 months —
ITT population

Primary endpoint
. OR (95% Cl):
2 g? {19%Cl: 3.16 (1.89-5.28)
.88 (2.27-6.62) B 000
P<0.0001 -
60 {_A_\
51 OR (95% Cl): 53 OR (95% Cl):
50 2.97 (1.6-5.5) Sl sl
- P=0.0005 o
2 | /—kﬁ
(=)
w 40 36
- 32
o
% 30 26
o 21 M |sa-VRd
20 17
13 “ |sa-Rd
) l I
0 o — I — — B
10-5 10-6 10-5 10-6
12 months 18 months

Isa-VRd resulted in deep response rates, with a significant improvement in the MRD at 12 and 18 months,

and at 10-> and 10-% in the ITT population

*MRD was assessed on the basis of IMWG recommendations.’
Cl, confidence interval; Isa, isatuximab; ITT, intent-to-treat; MRD—, minimal residual disease negativity; NGS, next generation sequencing; OR, oddratio; R, lenalidomide; V, bortezomib.
1. Kumar§, et al. Lancet Oncol 2016;17:e328—-e346.

2024 ASCO #ASCO24 pReSENTED Bv: Xavier Leleu, MD, PhD ASCO g doslig
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Survival analysis-IRC assessment in ITT population

A © 1.00 1 —== — - B 1.00 q e —
I e N T —
s @ 0.75 1 s 8075
> O > 2
= 0 o=
o T 0.50 -~ a 2 0.50 A
53
£ % 0.25 - --lIsa-VRd 5 % 0.25 - --lIsa-VRd
o Isa-Rd ~Isa-Rd
g— 0‘00 i 1 1 1 1 1 1 1 1 1 1 I 0.00 | 1 1 1 1 1 1 1 1. 1 1 1
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
Time since randomization (months) Time since randomization (months)
Isa-VRd 135 131 127 121 119 117 114 87 56 11 O Isa-VRd 135 131 129 124 122 118 115 88 56 11 O
Isa-Rd 135 128 123 121 117 112 108 83 52 14 O Isa-Rd 135 130 125 123 118 115 112 88 53 14 O
Estimated 24 months PFS Estimated 24 months OS
85.2% (95%Cl 79.2-91.7) for Isa-VRd 91.1% (95%CI 86.1-96.4) for Isa-VRd
80.0% (95% CI 73.3-87.4) for Isa-Rd 91.5% (95%CI 86.5-96.8) for Isa-Rd

At a median follow-up of 23.5 months, survival is still immature

d, dexamethasone; Isa, isatuximab; IRC, independent review committee; ITT, intent-to-treat; Cl, confidence interval; OS, overall sunvival; PFS, progression-free survival; R, lenalidomide; V, bortezomib.

2024 ASCO #ASCO24 presenTeD BY: Xavier Leleu, MD, PhD ASCO CLINICAL ONCOLOGY
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MRD subgroup analyses

Subset Isa-VRd Isa-Rd OR (95% Cl) P-value
Events/Pts Events/Pts for interaction
. Male 3774 16/71 — - 3.44 (1.67-7.06) oo
Female 34/61  19/64 — - 2.98(1.43-6.23) '
- <75yr 48/93  22/87 — 3.15(1.68-5.93) -
g >75yr 23142 1348 S 3.26 (1.35-7.86) :
Cytogenetic profile LP HR- 62/119 311124 —i— 3.26 (1.9-5.62) 0.66
(LP FISH) LP HR+ 916 411 S 2.25(0.47-10.88) :
_ Standard risk 58/107  29/112 —- 3.39(1.92-5.98)
CytogeneticproeNGs) . ek 1022 4115 d - 229 (0.55-9.47) 0.62
| 27/50  15/51 — = 2.82(1.24-6.4)
Iss I 33/64  13/57 — = 3.6 (1.64-7.93) 0.91
I 11121 7127 e 3.14(0.93-10.58)
<60 8119 8/28 - 1.82 (0.53-6.19)
€GER (MRDR Formula) >60 63116  27/107 — - 3.52(1.99-6.22) 434
Al patients 71135  35/135 R 3.17 (1.9-5.29)

01 2 3 45
Favours Isa-Rd ¢——_———— Favours Isa-VRd
Odds ratio

A consistent MRD benefit was observed with Isa-VRd vs Isa-Rd across most subgroups,

including difficult-to-treat populations with negative prognostic factors

Cl, confidence interval; d, dexamethasone; eGFR, estimated glomerularfiltration rate; FISH, fluorescentin situ hybridation; Isa, isatuximab; ISS, international staging system; MRD, minimal residual disease; MDRD, modification of dietin renal disease; NGS, next generation sequencing; OR, odd ratio; R,
lenalidomide; V, bortezomib.

2024 ASCO ZEEED s aaier ekl WL ASCO ssrsoseer

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER



Patterns Across the Trials: Safety

Safety is dependent on the 4t drug being added

Combination

regimen

Maintenance
e

! What is the

Any infection
Pneumonia

Peripheral
neuropathy

IMROZ trial
Isa-VRd VRd
Isa-Rd Rd
Isatuximab N/A
91% any grade, 87% any grade,
45% grade >3 38% grade >3
30% any grade, 19% any grade,
20% grade >3 13% grade >3

954% any grade;
7% >grade 3

61% any grade;
6% >grade 3

BENEFIT trial
Isa-VRd Isa-Rd
Isa-R Isa-R
B-ort;zomib N/A

93% any grade,
71% grade >2

48% any grade,
35% grade >2

52% any grade;
27% >grade 2

83% any grade,
68% grade >2

47% any grade,
40% grade >2

28% any grade;
10% >grade 2

= |nfections were manageable and did not result in an excess risk of death
= Grade 2 peripheral neuropathy is characterized by moderate symptoms that limit instrumental activities of
daily living (ADLSs)

2024 ASCO
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eresentep gy: C. Ola Landgren, M.D., Ph.D.
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PERSEUS trial

Dara-VRd, VRd,

transplant transplant

Dara-R R

Daratumumab  N/A :

;

_______________________ !
86% any grade, 73% any grade,
32% grade >3 23% grade >3
23% any grade, 13% any grade,
14% grade >3 8% grade >3

NR NR
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KYProlis
earflzomio

\Pomalyst  VELCADE

Relapsed Refractory



CELMoDs

lenalidomide
pomalidomide
thalidomide
iberdomide (CC-220)
CC-92489

lkaros/Aiolos |
(Ikzf1/3) Protein
degradation
’ ‘ o g
— P
Vo .

BCL-2/MCL-1
inhibitors
Proteasome venetoclax
Cereblon
an?
o - NG
d
Apoptosis

Mitochondria

Adapted from Figure 3 of Su CT, Ye JC. Emerging therapies for relapsed/refractory
multiple myeloma: CAR-T and beyond. J Hematol Oncol. 2021;14(1):115.



CRBN Binding Affinity Active CRBN

Compound (ICs0)3 Confirmation4
Lenalidomide ~1.5uM 20-25%
Pomalidomide ~1.2uM 20-25%
Iberdomide ~0.06uM 50%

1. Dimopoulos et al. Ann Oncol 2021 ; 2 Lonial et al. Lancet Haematol 2022. 3. Matyskiela
ME, et al. J Med Chem 2018;61:535-542. 4. Watson ER, et al. Science 2022;378:549-553.
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All-oral triplet iberdomide ixazomib and dexamethasone in
elderly patients with multiple myeloma at first relapse :
results of the IFM phase 2 study 12D

Cyrille Touzeau!?, Xavier Leleu?, Mourad Tiab®, Margaret Macro*, Aurore Perrot®, Julie Gay®, Carine Chateleix’, Murielle
Roussel®, Lionel Karlin®, Caroline Jacquet!?, Salomon Manier!, Cyrille Hulin'?, Olivier Decaux*3, Valentine Richez!4,
Thomas Chalopint®, Mohamad Mohty*®, Frédérique Orsini-Piocelle!’, Denis Caillot8, Cécile Sonntag'®, Hervé Avet-
Loiseau®, Alexandra Jobert?°, Lucie Planche?°, Jill Corre®, Philippe Moreau?

1 Service d’hématologie, CHU Hotel Dieu, Université de Nantes, France.? Service d’hématologie, CHU de Poitiers, Université de Poitiers, France.? Service
d’hématologie, Centre Hospitalier Départemental Vendée, La Roche sur Yon, France.* Service d’hématologie, CHU Caen, France.®> CHU de Toulouse, IUCT-O,
Université de Toulouse, UPS, Service d’hématologie, Toulouse, France.® Service d’hématologie, Centre Hospitalier Bayonne, France.” Service d’hématologie,
CHU de Clermont-Ferrand, France.® Service d’hématologie, CHU de Limoges, France.® Hopital Lyon Sud, Pierre-Bénite, France. 1° Service d’hématologie, CHU
Nancy, Vandoeuvre-lés-Nancy, France.!! Maladies du Sang, CHRU de Lille, France.1? Service d’hématologie, Hopital Haut-Lévéque, CHU de Bordeaux, Pessac,
France.13 Service d’hématologie, CHU de Rennes, France.l* Service d’hématologie, CHU de Nice, France.'® Service d’hématologie, CHU de Tours, France.®
Service d’hématologie, Hépital Saint Antoine, Paris, France.l” Service d’hématologie, CHR Annecy, France.® Hématologie Clinique, CHU Dijon Bourgogne,

France.l® Hématologie Clinique, Institut de Cancérologie de Strasbourg Europe, Strasbourg, France.2° Département de recherche clinique, CHU Hotel Dieu,
Nantes, France.
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12D study design

/ Key inclusion criteria: \ / Objectives: \
| - Age > 70 | - Primary Objective :
- Relapsed myeloma ; 1 prior line of therapy Very good partial response (VGPR) rate
- ECOG 0-2
- Creatinine Cl = 30 mL/min - Secondary Objectives:
k-ANC >1000 G/L; Plt > 75 G/L / Gafety, ORR, DOR, PES, OS /
Cycle 1 and 2 Cycle 3to 6 Cycle 7 +

Iberdomide 1.6 mg D1-D21 Iberdomide 1.6 mg D1-D21 :
Iberdomide 1.6 mg D1-D21

IXxazomib 3 mg D1,8,15

IXxazomib 3 ma D1.8.15 IXxazomib 3 mg D1,8,15
Dexamethasone 20mg D1,8,15,22 Dexamethasone 10mg D1,8,15,22

28-day cycle; treatment given until disease progression or unacceptable toxicity
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Patient characteristics

Median age (range), years 76 (70-87) Median time from MM diagnosis to
tudy enrolment (range), months 28 (1)
Age >80 (%) 20 (29) S !
ECOG PS (n,%) Prior proteasome inhibitor 31 (44%))
0-1 65 (94%) Prior lenalidomide 61 (87%)
0
2 o () Len refractory 52 (74%)
IMWG frailty score (n,%) _ _
Prior anti CD38 28 (40%)
0-1(fit/intermediate fit) 35 (50%)
) Anti CD38 refractory 26 (37%)
>2 (frail) 35 (50%)
i 0
High-risk cytogenetics (n=54) Anti CD38 + Len refractory 26 (37%)
t(4;14) 8 (15%)
del(17p)* 10 (18.5%) * positivity cut-off : 30%
2024 ASCO ASCO T



12D Safety

Most common (>5%) non hematologic
treatment related AE:

Hematologic treatment related AE:

n(%) n(%) n(%) n(%)

Neutropenia 34 (54%) 29 (46%) Gl disorders 23 (36%) 3 (5%)

Anemia 7 (11%) 1 (2%) Infection 19 (30%) 5 (8%)

Thrombocytopenia 7 (11%) 6 (9%) Fatigue 14 (22%) 2 (4%)
Insomnia/sleep disorders 14 (22%) 0

AE leading to treatment discontinuation (n=4): Peripheral neuropathy 14 (22%) 0
Skin rash (n=1), cytopenia (n=2), peripheral Muscle spasms 7 (11%) 1 (2%)

neuropathy (n=1) Skin rash 6 (9%) 3 (5%)

Grade 3-4 infection (n=5)
COVID-19 (n=2) ; pneumonia (n=2) , septicemia (n=1)

Death due to AE (n=2)
Septic shock (n=2)

AE, adverse event ; Gl, gastro intestinal
2024 ASCO #ASCO24 presenTep By: Cyrille Touzeau ASCO' R e OF
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12D Response rates

Overall response rate : 65% Subgroup analysis of ORR
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Progression-free survival and duration of response

Progression-free survival Duration of response
/ 1.001 \ / 1.00 A \
% 0.751 5 075 M
8 5
a 0.501 o 0.501
g s
= 0.25- = 0.251
A (7]
0.001 0.001_ : : :
- - : j ; 0 6 12 18
° Fec;allow-up :ifne (mor:tas) 24 Follow-up time (months)
No. atrisk 70 53 27 9 0 No. atrisk 45 35 22 7
12-month PFS : 52% (42% - 66%) 12-month DOR : 76% (64% - 90%)
Median follow-up: 14 months Data cut-off: March 2024
] presentep By: Cyrille Touzeau “ CUNICAL ONCOLOGY
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12D Overall survival

/ 1.00 A \

= m
% 0.75 -
S i
o 0.50 A
=
=
= 0.25 -
73]
0.00 - . .
o 6 12 18 24
Follow-up time (months)
No. at risk 70 61 39 18 O

N /

12-month OS : 86% (78% - 95%)

Median follow-up: 14 months Data cut-off: March 2024
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Belantamab Mafodotin: Overview

* Belantamab mafodotin:
a BCMA-directed antibody and
microtubule inhibitor conjugate,
comprising 3 components

1 Humanized anti-
BCMA IgG1 mAb

that binds to BCMA-
expressing MM cells —\

\ Y 4

(2
MMAF:
microtubule-

Protease-resistant
maleimidocaproyl
linker that joins

1. Belantamab
mafodotin binds to
BCMA expressed on
normal and malignant
PCs

l

MMAF to mAb and disrupting cytotoxic
releases payload '3 agent that leads to
only in target cell apoptosis of BCMA-

expressing MM cells

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

MM Cell
Death

/

2. Belantamab mafodotin is internalized
and MMAF is released after proteolytic
cleavage from the mAb

ADCC/ADCP

BCMA

Fc receptor

I

3. MMAF disrupts the microtubule network
intracellularly resulting in cell cycle arrest
and apoptosis.

4. Belantamab mafodotin also induces tumor
cell lysis via ADCC and ADCP




The unintended consequences of a payload

Belantamab 2.5 mg/kg
(n =95)
1 patient developed S
grade 4 corneal Keratopathy (MEC@) In patients with keratopathy
Ulcer 68/95 (72%) - (MECs) events grade 22 per KVA,
48% (29/60) had >1 event

" Symptoms (eg, blurred vision, dry eye)
and/or a 22-line BCVA decline (better-seeing
eye): 53/95 (56%)

| Of these patients, 76% (13/17) had
BCVA change to 20/50 or : : 1 event and 24% (4/17) had 2
worse*: 17/95 (18%) ) events (no patients had >2 events)

: : : Y. 1 patient discontinued due to
Disconitnyation 7 keratopathy (MECs), 1 due to blurred

due to corneal =
AE: 3/95 (3%) vision, and 1 due to reduced BCVA

*Better-seeing eye; represents threshold at
which ADL (eg, driving) are affected.

Lonial. ASH 2020. Abstr 3224; Farooq et al, Opthalmology and Therapy 2020




Patients (%)

Phase Il DREAMM-2: Response and DoR at 13 Mo of
Follow-up, Belantamab Mafodotin 2.5 mg/kg

ORR: % of Patients
(95% Cl) @ 10 —
40 - E ' ] Median DoR (13 mo):
32% S i 11 mo (95% CI: 4.2-NR)
(21.7-43.6) 8
30 - n=2 & 0.6 ]
o - =
£ 0.4 50% probability 1
20 - 2
<
e 0.2-
2
C
] ()e= S )=
o Emlle Tanls s sl el s el el a1
o OIS B4 N5 6 7 81 O O T2 381 4315016
Duration of Response (Mo)
0 = Patients at Risk, n (number of events)

3L 3127248 21 188 181581 58515 N 12 8] O RN S 7R3 S0

Belamaf 2.5 mg/kg
(N =97) (0) (0) (3) (5) (6) (9) (9) (11) (11) (11) (11) (12) (13) (14) (15) (15) (15)

Lonial. Cancer 2021;[Epub].




The DREAMM-3 (Bela vs PD in late relapse) did not meet its primary
objective of superior PFS

PFS* DOR*t

1.0+ Troatment 129

Treatment
—— Ealantamab matedonn e BEALTAMADL A0
== Pomaidomicadaxamathasora === FovaldeMiiasarsmenssors
g AR E ne
5 F
d: "
t ¥
g 0.8+ w054
& a
E o
8 t
= Ué 'g' 044
3 d
€ e Rt 3 a
Q [+
£ ;-
L)
£ 024 & o2
o a
0.0 D4
LS S S S S S S S S S S S S S e S S S S s s e s s
0 % 2 3 4 5 8 7 8 9 12 15 12 13 14 1S 16 17 16 19 20 21 22 23 24 € 1 2 3 & S & 7 € 9 10 A 12 12 14 16 16 17 14 19 20 21 22
Nombior : gk TIMe $ros randeiZaten (months; Nupber 31t Durabion ¢f raspansa (monngl
Nwrrcw o wewrda] i of vaints)
Evevaras 2010 TS 0 r e wom o y LA ” RN » ‘"t 3 R e 2 r L 2 Colirimrne 1Y e H L3 4 < <) 3 > = ‘ ‘3 - 32 3 5 =) L ' ‘
e - | : s » ) 9. L 3 i 3 H W 0 5 N Ee ) w e Jo W " Tod W " "o W0 Ll o v - 1 " h 1) Wa () ) > ] n> 13 (L4 ! 4 L *0¢ bl o >'1 >
Ponddnids T A %W 2 e d 2 1 3 ! > ol B8 8 Y 6 > B Pomadiceniz’ W0 W M M ; oo 1 1 y r 4 g 2 - | ? \ 1 ] o
Determlvaene T ' IS DR RN AN ) BT RETI GARh At A%) 44Ty GAR) (4% G4y (AR) ARy ARy ARy 4%y (D oamenewen: 0 3 2 ‘ W 1 D R a0 O 0B WU SR (W 0l 0y 03 3

mPES, months (95% Cl) 11.2 (6.4-14.5) 7.0 (4.6-10.6) mDOR, months (95% Cl) NR (17.9-NR) 8.5 (7.6-NR)
HR (95% Cl, p value) 1.03 (0.72-1.47, p=0.558)

mPFS was longer for belantamab mafodotin than for Pd, but HR did not reach statistical significance

. *Median follow-up was 11.5 months for belamafab mafodotin and 10.8 months for Pd. T DOR was a secondary endpoint and was not tested for statistical significance.
. Cl, qonlﬁdence interval; DOR, duration of response; HR, hazard ratio; mDOR, median duration of response; mPFS, median progression-free survival, NR, not reached; Pd, pomalidomide/dexamethasone; PFS, progression-free
survival, 9

. Weisel K et al. Presented at: American Society of Clinical Oncology Annual Meeting; June 2-6, 2022; Chicago, IL. Presentation 8007.
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Results from the randomized phase 3 DREAMM-8 study
of belantamab mafodotin plus pomalidomide and
dexamethasone vs pomalidomide plus bortezomib and
dexamethasone in relapsed/refractory multiple myeloma

Suzanne Trudel,! Meral Beksac,? Ludék Pour,2 Sosana Delimpasi,* Hang Quach,® Vladimir |. Vorobyev,® Michele Cavo,’
Kazuhito Suzuki,® Pawel Robak,? Kristin Morris,® Amy Phillips-Jones,!! Xiaoou L. Zhou,'? Giulia Fulci,*?2 Neal Sule,!3
Brandon E. Kremer,'3 Joanna Opalinska,!?® Maria-Victoria Mateos Manteca,'4 Meletios A. Dimopoulos*®

1Department of Medical Oncology and Hematology, Princess Margaret Cancer Centre, Toronto, ON, Canada; 2Department of Hematology, Ankara Liv Hospital, Istinye University, Ankara,
Turkey; SDepartment of Internal Medicine, Hematology and Oncology, University Hospital Brno, Brno, Czech Republic; “General Hospital Evangelismos, Athens, Greece; *University of
Melbourne, St. Vincent's Hospital, Melbourne, VIC, Australia; 6Leningrad Regional Clinical Hospital, St Petersburg, Russian Federation; YIRCCS Azienda Ospedaliero-Universitaria di Bologna,
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DREAMM-8

Belantamab

Study Design

+ Pd

Treatment period
Until PD, death, unacceptable toxicity, end of study, or

Recruitment period

October 2020 to December 2022

Eligibility criteria
Adults with MM

=1 prior line of MM
therapy including LEN

N=302

withdrawal of consent

Belantamab mafodotin
2.5 mg/kg IV (cycle 1) then 1.9 mg/kg IV Q4W from cycle 2
onward
+

Pomalidomide 4 mg orally on days 1-21 (28-day cycles)
+

Primary endpoint:
PFS (IRC assessed per IMWG)

Key secondary endpoints:
OS, MRD negativity, DOR

BPd Q4w

Documented PD Dexamethasone 40 mg2 on days 1, 8, 15, and 22

during or after their

most recent therapy Sermemsilh

1.3 mg/m? SC on days 1, 4, 8, and 11 of cycles 1-8 then
days 1 and 8 (21-day cycles)

No prior treatment
with anti-BCMA or
pomalidomide; not
refractory/intolerant to
bortezomib

Additional secondary

" endpoints include:
Pomalidomide 4 mg orally on days 1-14 (21-day cycles) ORR, CRR, 2VGPR,TTBR,

+ TTR, TTP, PFS2, AEs, ocular

Dexamethasone 20 mga on the day of and day after findings, HRQOL, and PROs
bortezomib

1:1 randomization
End-of-treatment visit

PVd ©@3w)

Stratification®:

* Prior lines of treatment (1 vs 2 or 3 vs 24)
* Prior bortezomib (yes vs no)

* Prior anti-CD38 therapy (yes vs no)

AE, adverse event; BCMA, B-cell maturation antigen; BPd, belamaf, pomalidomide, and dexamethasone; CD, cluster of differentiation; CRR, complete response rate; DOR, duration of response; HRQOL, health-related quality of life; IMWG, International Myeloma Working Group; IRC, independent

review committee; ISS, International Staging System; IV, intravenous; LEN, lenalidomide; MM, multiple myeloma; MRD, minimal residual disease; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PES2, progression-free survival on

subsequent line of therapy; PRO, patient-reported outcome; PVd, pomalidomide, bortezomib, and dexamethasone; Q3W, every 3 weeks; Q4W, every 4 weeks; SC, subcutaneous; TTBR, time to best response; TTP, time to progression; TTR, time to response; VGPR, very good partial response.

a Patients aged >75 years, with comorbidities, or intolerant to 40 mg dose in Arm A or 20 mg dose in Arm B could have dose level reduced to half per investigator discretion. P Some patients were stratified by ISS status (I vs II/Ill); the protocol was amended on 20 April 2021 to replace this randomization

factor with prior anti-CD38 treatment (yes vs no). 36
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BPd Led to a Significant PFS Benefit vs PVd

PFS BPd (N=155) PVd (N=147)

Events, n (%) 62 (40) 80 (54)

Median PFS (95% Cl), months| NR (20.6-NR) 12.7 (9.1-18.5)

12 months HR (95% ClI); P value 0.52 (0.37-0.73); <.001
| 71%

-+

—— BPd
Pvd
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012 3 456 7 8 9101112131415161718192021222324252627282930313233343536373839
Time since randomization, months

155 143 135 130 125 122 117 113 111 109 107 102 97 93 82 80 77 75 72 67 64 59 50 45 38 36 28 23 21 16 13 8 4 2 1 0 O 0O 0 O
(0) (5) (10) (15) (19) (21) (26) (28) (30) (32) (34) (37) (41) (42) (47) (47) (49) (50) (52) (53) (54) (56) (58) (59) (61) (61) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62)

147 138 123 111 102 96 92 83 75 68 59 56 54 51 47 43 40 39 37 30 25 22 22 19 18 18 17 13 11 7 5 4 3 2 2 1 1 1 1 0
(0) (4) (14) (23) (27) (33) (37) (45) (49) (52) (59) (62) (62) (64) (66) (68) (68) (68) (70) (73) (76) (77) (77) (77) (77) (77) (78) (78) (79) (80) (80) (80) (80) (80) (80) (80) (80) (80) (80) (80)

DREAMM-8

Belantamab

Mafodotin  * Pd

BPd led to a statistically significant and clinically meaningful reduction in risk of
disease progression or death vs PVd (HR, 0.52; 95% CI, 0.37-0.73; P<.001)

Median follow-up, 21.8 months (range, 0.03-39.23 months)
The treatment effect (HR and corresponding 95% Cls) was estimated using the stratified Cox proportional hazards model, and the P value was produced based on the 1-sided stratified log-rank test. Stratified analyses were adjusted for number of prior lines of therapy and prior

bortezomib use.

BPd, belamaf, pomalidomide, and dexamethasone; HR, hazard ratio; NR, not reported; PFS, progression-free survival; PVd, pomalidomide, bortezomib, and dexamethasone.
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DREAMM-8

Belantamab

Deeper Responses With BPd vs PVd

90 - ORR: 77%

(95% Cl, 70%-84%) ORR: 72%
17 (95% Cl, 64%-79%)

70 - sCR: 9 SCR: 3 -
© , 2CR: 40% CR: 14 ', 2CR: 16%
©. 60 - (95% CI, 32%-48%) (95% Cl, 11%-23%)
el 50 CR: 31
= |
2 VGPR: 22
2 40 - | L, 2VGPR: 64% . >VGPR: 38%
al 20 (95% CI, 56%-71%) | (95% CI, 30%-46%)
VGPR: 24
20 -

H
(@)
]

BPd (N=155) PVd (N=147)

o

[ The CR or better rate in the BPd arm was more than double that reported in the PVd arm }

Cls were based on the exact method. All percents are based on the ITT population.
BPd, belamaf, pomalidomide, and dexamethasone; CR, complete response; ITT, intent to treat; ORR, objective response rate; PR, partial response; PVd, pomalidomide, bortezomib, and dexamethasone; sCR, stringent complete response; VGPR, very good partial response. 38
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DREAMM-8

Belantamab

Longer Duration of Response With BPd vs PVd

+ Pd

DOR BPd (N=155) PVd (N=147)
i 10 Number of responders? 120 106
= 12 months Events, n (%) 39 (33) 49 (46)
S 1 9% Patients with ongoing 33 (31)
g 0.8 - ' response 66 (55)
o : . mDOR (95% CI),> months NR (24.9-NR) 17.5 (12.1-26.4)
S ! .
o 0.6 1
1
< 1 61%
© 1
.GEJ 0.4 i
© 1
c 1
2 o024 — BPd :
—_ 1
o
o — PVd :
e 1
0_ 0'0 i T T T T T T T T T T T T i T T T T T T T T T T T T T T T T T T T T T T T T T T
012 3456 7 8 91011121314151617181920212223242526272829 3031323334 35363738
No. at risk Time since randomization, months
(no. of events)
BPd 120 119 115 114 112 109 106 106 102 98 93 91 84 81 76 73 69 64 59 55 47 41 39 34 33 23 19 16 14 10 7 4 2 0O O O O O O
© (0) (3 4 (6) (8) (10) (10)(14) (17) (19) (21) (24) (24) (26) (27) (29) (30) (31) (33) (35) (37) (37) (38) (38) (39) (39) (39) (39) (39) (39) (39) (39) (39) (39) (39) (39) (39) (39)
PVd 106 104 92 89 83 75 69 62 58 53 52 49 47 42 40 37 34 33 28 24 22 22 19 18 18 16 10 6 5 4 3 3 2 1 1 1 1 1 o0

©) (© (7) (9) (14) (21) (25) (28) (29) (33) (34) (35) (36) (38) (40) (40) (42) (43) (44) (46) (46) (46) (46) (46) (46) (47) (48) (49) (49) (49) (49) (49) (49) (49) (49) (49) (49) (49) (49)

An early and consistent separation of DOR curves was observed favoring BPd vs PVd.
Follow-up for progression or death was ongoing in over half of the BPd responders at the data cutoff

Duration of response is defined as the time from first documented evidence of PR or better until progressive disease or death due to any cause.
BPd, belamaf, pomalidomide, and dexamethasone; DOR, duration of response, mDOR, median duration of response; NR, not reported; PR, partial response; PVd, pomalidomide, bortezomib, and dexamethasone.
a Percentages are based on the number of responders. P Cls estimated using the Brookmeyer-Crowley method. 39

2024 ASCO #ASCO24 prResenTeD BY: Suzanne Trudel, MD ASCO CLMICAL ONCOLOGY

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER




DREAMM-8

Belantamab

Positive OS Trend Favoring BPd vs PVd

Interim OS BPd (N=155) PVd (N=147)
Events, n (%) 49 (32) 56 (38)
1.04 12 months Median OS (95% CI), months NR (33.0-NR) NR (25.2-NR)
1 83% HR (95% CI)b 0.77 (0.53-1.14)
0.8 -
(O] ! .
= : Subsequent antimyeloma |!TT Population
S 06+ ' therapy, n (%)°
< ! Py, BPd (N=155) [PVd (N=147)
2 .
o ' Steroids 37 (24) 59 (40)
2 0.4- !
g . ! Anti-CD38 antibodies 23 (15) 49 (33)
[E— 1
0.2 ' Proteasome inhibitor 26 (17) 36 (24)
1
Pvd ! Immunomodulator 14 (9) 29 (20)
0.0 !

1 1 1 1 1 1 1 1 1 1
0123456 7 8 910111213141516171819202122232425262728293031323334353637383940

No. at risk Time since randomization, months Chemotherapy 16 (10) 25 (17)
(no. of events)

BCMA-targeting therapyde 1(<1) 20 (14)

. 155149147 143142 142 141140139134 132129125121 115114112107104100 93 89 83 73 63 61 57 43 35 32 24 19 13 9 7 2 1 0 0 0 O Transplant 1(<1) 5(@3)
0) (2) (@) (8) (9) (9) (10)(11)(12)(16)(18)(21)(25)(28)(30)(30)(31)(33)(35)(37)(38)(40)(42)(44) (47)(47)(47)(47)(48)(48)(48)(48)(48)(49)(49) (49)(49)(49)(49)(49) (49)
v 147143140138134131128121119115113112110107101 98 93 89 89 82 75 71 65 56 50 49 46 40 31 27 21 19 13 12 11 8 7 4 3 1 0

0) @) () (9) (12)(15)(18)(24)(26)(30)(32) (33)(35)(38)(40)(41) (44)(45)(45) (48)(49) (49) (50)(52) (54) (54) (56)(56) (56) (56)(56) (56) (56) (56) (56) (56) (56)(56) (56) (56) (56)

Positive OS trend favoring BPd was seen despite the use of effective anti-MM therapies after
progression with PVd; additional OS follow-up is ongoing

Median follow-up, 21.8 months (range, 0.03-39.23 months). Minimum ongoing follow-up, 12.8 months.
BCMA, B-cell maturation antigen; BPd, belamaf, pomalidomide, and dexamethasone; HR, hazard ratio; ITT, intent to treat; NR, not reached; OS, overall survival; PVd, pomalidomide, bortezomib, and dexamethasone.
a|ncludes patients who died after study withdrawal when permitted per local laws. ® The treatment effect (HR and corresponding 95% Cls) was estimated using the stratified Cox proportional hazards model. Stratified analyses were adjusted for number of prior lines of therapy and

prior bortezomib use. ¢ Includes any subsequent antimyeloma therapy. Selected categories of interest are included. ¢ Identified by posthoc analysis. ¢ Includes belamaf, teclistamab, elranatamab, REGN5458, and EMB-06. 40

2024 ASCO #ASCO24 PRESENTED BY: Suzanne Trudel, MD ASCO R e OF

Presentation is property of the author and ASCQ. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER

ANNUAL MEETING




DREAMM-8

Belantamab

Safety Overview

+ Pd

Safety population

Event, n (%)

BPd (N=150) PVd (N=145)
Any AE 149 (>99) 139 (96) \
Grade 3/4 AE? 136 (91) 106 (73)

Exposure adjusted, patients/100 person-yearsP 66 78

AEs leading to interruption/delay )

Exposure adjusted, patients/10( 1re-adjusted AE rates were
Any ocular (CTCAE/KVA) event leadin or lower in the BPd vs PVd
interruption/delay of any study treatme| - Qcular events were managed by dose holds (83%)

AEs leading to dose reduction and reduction in dosing frequency® (59%) and led
Exposure adjusted, patients/10(

- - - rates of AEs leading to
.| to treatment discontinuations (9% . : )
::;’;’tfj‘gjrtrgﬁg‘i’ SaEEltl (9%) \nt discontinuations were

AEs leading to permanent discontin | balanced between arms
any study treatment

Exposure adjusted, patients/100 person-years® 11 13
Any ocular (CTCAE/KVA) event leading to discontinuation of

any study treatment L) ° j
Any SAE 95 (63) 65 (45)

Exposure adjusted, patients/100 person-yearsP 46 48
Fatal SAEs 17 (11)c 16 (11)

Median treatment duration across all components was 16.54 months (range, 0.92-35.06 months) in the BPd group and 8.51 months (range, 0.26-39.85 months) in the PVd group.

AE, adverse event; BPd, belamaf, pomalidomide, and dexamethasone; CTCAE, Common Terminology Criteria for Adverse Events; KVA, keratopathy and visual acuity; PVd, pomalidomide, bortezomib, and dexamethasone; SAE, serious adverse event.

a Includes any patient with a grade 3 or 4 AE.  posthoc analysis of exposure-adjusted incident rates were calculated as the total number of patients with an event divided by the total exposure time in person-years (per 100 person-years). Total person-years is the sum of all

patient exposure calculated as (last dose - first dose + 1)/365.25. ¢ Fatal SAEs of pneumonia, meningoencephalitis herpetic, and metastatic gastrointestinal cancer were considered related to treatment in one patient each in the BPd group. 9Dose frequency was reduced Q4W to

Q8W; 9 patients received 1.4 mg/kg Q8W 41
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DREAMM-8

Belantamab

AEs of Clinical Interest

Safety population

BPd (N=150) PVd (N=145)

n (%) Patients/100-person years n (%) Patients/100-person years

Grouped term, n (%)

ThrombocytopeniaP
Any event 82 (55) 60 (41) 44
ade 3 or 4 e Z 9 31
Neutropenia®
Any event 95 (63) 66 (46) 49

Grade 3 or 4 86 (57) 57 (39) 42
Infectionsd

Any event 123 (82) 99 (68) 73

28

230% of patients in either treatment group

Any grade Grade 23 Any grade

Any event 133 (89) 65 (43) 44 (30)

Vision blurred 119 (79) 26 (17) 22 (15)

Dry eye 91 (61) 12 (8) 14 (10)

Foreign body sensation in eye 91 (61) 9 (6) 9 (6)

Eye irritation 75 (50) 6 (4) 13 (9)

Photophobia 66 (44) 5(3) 6 (4)

Eye pain 49 (33) 3(2) 7 (5)

The safety profile of BPd was broadly consistent with the known profile of the individual components of the regimen

AE, adverse event; AESI, adverse event of special interest; BPd, belamaf, pomalidomide, and dexamethasone; CTCAE, Common Terminology Criteria for Adverse Events; PVd, pomalidomide, bortezomib, and dexamethasone.

a posthoc analysis. ® Thrombocytopenia includes events identified by site or preferred terms thrombocytopenia or platelet count decreased. ¢ Neutropenia includes preferred terms febrile neutropenia, neutropenia, and neutrophil count decreased. ¢ Infections are based on all
preferred terms included in the system organ class of infections and infestations.
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DREAMM-8

Belantamab

Bilateral Worsening in Best Corrected Visual Acuity
20/200

s

+ Pd

> -

Reprinted from Shi C, et al. bioRxiv. 2018;doi:doi.org/10.1101/328443. Copyright © 2018 the Author.

Bilateral worsening of BCVA in patients with normal baseline (20/25 or better in 21 eye)
20/50 or worse? 20/200 or worse?

Patients, n/N (%) 51/150 (34) 2/150 (1)

Time to onset of first event, median (range), days 112 (28-761) 351 (29-673)

BPd

Time to resolution of first event to normal baseline, median (range), daysP< 57 (14-451) NAd

Time to improvement of first event, median (range), days® 29 (7-196) 25.5 (22-29)
First event resolved to normal baseline, n/N (%)°¢ 43/51 (84) 1/2 (50)
First event improved, n/N (%) 47/51 (92) 2/2 (100)
Follow-up ended with event ongoing, n/N (%) 4/51 (8) 1/2 (50)

[ Visual acuity changes that could affect activities of daily living were reversible in most patients ]

BCVA, best corrected visual acuity; BPd, belamaf, pomalidomide, and dexamethasone; NA, not available.
a Only patients with baseline visual acuity of 20/25 or better in 21 eye with on-study worsening to 20/50 or 20/200 in each eye at the same visit. P Defined as time from onset to resolution to normal baseline. ¢ posthoc analyses. 9 One event resolved to normal baseline after 57 days, while for the other
event, patient follow-up ended prior to resolution; median not available. ¢ “Improved” was defined as no longer 20/50 (or 20/200) or worse in both eyes. f Ongoing events were defined as events that had not resolved to normal baseline. Shi C, et al. bioRxiv. Published online May 22, 2018.
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Results from the randomized phase 2 DREAMM-7 study
of belantamab mafodotin plu¢ bortezomib and
dexamethasone vs daratumumab, bortezomib, and
dexamethasone in relapsed/refractory multiple
myeloma
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Introduction

Treatment period

Until end of study, withdrawal of consent, PD, death, or

» Patients with multiple myeloma often develop L s
disease refractory to first-line triplet or | Cycle 9+
quadruplet regimens and experience relapse, ~ Belamaf Belam: Primary endpoint:
resulting in a need for efficacious second-line 25 mglkg IV g3w PES
combinations that incorporate new therapy
C|asses1 2 bortezomib 1.3 mg/m? SC on days 1, 4, 8, Key secondary

endpoints:
0OS, DOR, and MRD

and 11 of cycles 1-8 (21-day cycles)

-
. dexamethasone 20 mg on the day of and

ot after bortezomib? in cycles 1-8
— Additional secondary

Daratumumab | Daratumumab endpoints:
16 mg/kg IV qw in cycles 1-3; and q3w [N ‘ th ' CRR, ORR, CBR, TTR,
in cycles 4-8 monotherapy TTP, PFS2, AEs, ocular
16 mg/kg IV qaw cycle 9+ findings, and QOL

« Belamaf is a humanized, afucosylated, anti-
BCMA monoclonal antibody conjugated to the
microtubule inhibitor monomethyl auristatin-F
by a protease-resistant cysteine linker34

» The DREAMM-7 trial (NCT04246047)
evaluated BVd vs DVd in patients with RRMM | boHezomib 1 A oAS Con days L A's
who received 21 prior line of therapy and 11 of cycles 18

1:1 randomization

(21-day cycles)

. dexamethasone 20 mg on the day of and
day after bortezomib® in cycles 1-8

Stratification: prior lines of treatment (1 vs 2 or 3 Median follow-up

vs 24), R-ISS stage (I vs Il or Ill), and prior

Bertazami 28.2 months (range, 0.10-40.02 months)

AE, adverse event; BCMA, B-cell maturation antigen; BVd, belantamab mafodotin, bortezomib, and dexamethasone, CBR, clinical benefit rate; CRR, complete response rate; DOR, duration of response; DVd, daratumumab, bortezomib,
and dexamethasone; IV, intravenous; MRD, minimal residual disease; ORR, overall response rate; OS, overall survival;, PD, progressive disease; PFS, progression-free survival, PFS2, progression-free survival 2; qQ3w, every 3 weeks; qdw,
every 4 weeks; QOL, quality of life; qw, once weekly; R-ISS, Revised Intemational Staging System; RRMM, relapsed or refractory multiple myeloma; SC, subcutaneous; TTP, time to progression; TTR, time to response.  Reduce starting
dose of dexamethasone to 10 mg for patients aged =75 years who have a body mass index of <18.5, previous unacceptable side effects associated with glucocorticoid therapy, or inability to tolerate the starting dose. 1. Gill SK, et al. Blood
Cancer J. 2022;12:138. 2. Raje N, et al. Blood Cancer J. 2023;13:41. 3. Lassiter G, et al. Curr Oncol. 2021,28:640-660. 4. Tai YT, et al. Blood. 2014;123:3128-3138.
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DREAMM-7: deeper responses with BVd vs DVd?

ORR, 82.7%
90 (95% Cl, 77.4%-87.3%)
- ORR, 71.3%

£ (95% Cl, 65.3%-76.8%)
2 CR MRD negativity” 70 - JECRISZN | |
e _ 2CR: 34.6% |, 2CR:17.1%
[24_7% vs 9.6% ] = 60 A e (95% Cl, 28.6%-40.9%) CR: 12 (95% Cl, 12.7%-22.4%)
(95% CI, (95% CI, g
19.4%-30.6%) 6.2%-13.9%) c 50 A
o )
et
o ! iy > VGPR: 65.8% VGPR: 29.1 > VGPR: 46.2%
2 VGPR MRD negativity® o = VGPR: 31.3 —> (95% Cl, 59.5%-71.8%) —> (95% Cl, 39.9%-52.6%)
38.7% vs 17.1% o B
(95% Cl, (95% ClI, _
32.5%-45.1%) 12.7%-22.4%)
10 A
0

BVd (n=243) DVd (n=251)

BVd was associated with a greater depth of response, with double the = CR rate and more than double the MRD negativity rates
(sensitivity of 10-°) of DVd (P<.00001)c

BVd, belantamab mafodotin, bortezomib, and dexamethasone; CR, complete response; DVd, daratumumab, bortezomib, and dexamethasone; ITT, intent to treat; MRD, minimal residual disease; NGS, next-generation sequencing; PR, partial
response; RISS, Revised International Staging System; sCR, stringent complete response; VGPR, very good partial response.

a Cls were based on the exact method. Two patients in the ITT population were randomized, not treated, rescreened, and rerandomized. They are counted as 4 unique patients in this output. ® MRD negativity rate was defined as percentage of
patients who were MRD negative by NGS based on a sensitivity of 10-5. ¢Nominal P value. Cochran—Mantel-Haenszel test was used and adjusted for stratification factors, including number of prior lines of therapy (1 vs 2 or 3 vs =4), prior
bortezomib (no vs yes), and RISS stage at screening (I vs Il or lll).
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DREAMM-7: BVd led to a significant increase in PFS vs DVd

o 18 months
o] Th : BVd DVd
y ! a
: S (N=243) (N=251)
3.0-8' Events, n (%) 91 (37) 158 (63)
g =5 (F;;ﬁ/; rgf)"j'a“ 3;é6 NR 1131'41 17.5
o monthsP (28.4-NR) | (11.1-17.5)
Q ]
w 04' :
- i HR 0.41
: (95% Cl)c (0.31-0.53)
i HA———t
: :
| ] ]
0-0 1 L] L L ID\/Id L] L] L] L] L] L] L L] L E L] L] L] L] i L] L L L L] L] L] L] L] L] L] L L L L] L] L] L] El L] 1 T T Pvalued <'OOOO1
012 3 4567 8 910111213141516 17 18 19 20 21 2223 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41
No. at risk Time since randomization, months
BvVd 243 230 220 211 205 200 192 183 175 171 163 158 155 150 147 140 137 131 128 127 125 122 120 118 115110105 94 79 72 56 41 31 25 15 11
Dvd 251 230 214 205 194 183 176 155 148 141 132 124 115 107 103 99 94 91 87 80 78 73 68 67 65 61 59 52 39 33 22 19 12 11 5 2 1 1 1 1

BVd demonstrated a statistically significant and clinically meaningful PFS benefit, with a median PFS
that was 23 months longer than that with DVd

BVd, belantamab mafodotin, bortezomib, and dexamethasone; DVd, daratumumab, bortezomib, and dexamethasone; HR, hazard ratio; ITT, intent to treat; NR, not reached; PFS, progression-free survival, PFS2, progression-free survival 2.

a Two patients in the ITT population were randomized, not treated, rescreened, and rerandomized. They are counted as 4 unique patients in this output. ® Cls were estimated using the Brookmeyer-Crowley method. ¢ HRs were estimated using
a Cox proportional hazards model stratified by the number of lines of prior therapy (1 vs 2 or 3 vs =24), prior bortezomib (no vs yes), and R-ISS stage at screening (I vs Il or lll), with a covariate of treatment. ¢ Pvalue from 1-sided stratified log-
rank test.
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DREAMM-7: early OS trend favoring BVd vs DVd

12 months 18 months

1.0 e ]
. 84% S BVd DVd
' (N=243) (N=251)
0.81 ;
2 :
= i 73% Events, n (%) | 54 (22) 87 (35)
® 0.6 ' '
g Y- ! : :
.g E : OS, median
= ; i (95% Cl), NR NR
o %4 i i monthsP
] 1
O i i
e ; ! HR 0.57
2 1 I 0, e
BVd i | (95% CI) (0.40-0.80)
1 1
1
0.0- 1 L] ] [?\/Id L] ) 1 1 ) ] 1 I! L) ] 1 1 L] l: 1 L ] ) 1 1 ] 1 1 L] ] 1 1 L ) 1 1 L] ] 1 1 L ] Pvalued '00049e
0123 456 7 8 91011121314 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41
No. at risk Time since randomization, months
Bvd 243 238 232 227 222 218 216 214 209 207 203 200 200 198 196 195 194 191 189 187 185 183 180 178 177 177 174 159 139 128 102 80 65 52 36 26
Dvd 251 245 236 234 231 225 216 212 207 203 199 197 192 187 182 177 174 171 169 167 163 160 157 154 153 147 147 134 116 93 71 58 44 37 28 23 14 9 3 2

OS showed an early, strong, and clinically meaningful trend favoring the BVd arm; additional OS follow-up is ongoing

BVd, belantamab mafodotin, bortezomib, and dexamethasone; DVd, daratumumab, bortezomib, and dexamethasone; HR, hazard ratio; ITT, intent to treat; NR, not reached; OS, overall survival; RISS, Revised International Staging System.
a Two patients in the [TT population were randomized, not treated, rescreened, and rerandomized. They are counted as 4 unique patients in this output. ® Cls were estimated using the Brookmeyer-Crowley method. ¢ HRs were estimated
using a Cox proportional hazards model stratified by the number of lines of prior therapy (1 vs 2 or 3 vs =4), prior bortezomib (no vs yes), and R-ISS stage at screening (I vs Il or lll), with a covariate of treatment. 4 Pvalue is from 1-sided
stratified log-rank test. ® The Pvalue has not yet reached criteria for statistical significance (P<00037) at this interim analysis. Follow-up for OS is ongoing.
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DREAMM-7: BVd led to a significant increase in PFS vs DVd

BV DVd HRe
o 18—mionths PFSa (N_é(;,,) (N=251) (5% Cl) P value?
- Events, n (%) 91 (37) 158 (63)
bt el mPFS 36.6 13.4 0.41 <.00001
08 “m!'"‘"%“rl—:—h«-ﬁ,, ’-“v: 2 (95% Cl),>mo (28.4-NR) (11.1-17.5) | (0.31-0.53) '
£ e ST S T
B —H—te— ~ma_oi
8 06 - ! B o ST 36.6 month
2 : T,
O e TNy e o e e TCICT qqu___
g, by
0 :
18 ’
o {
0.2 - e :
DVd E
0.0 4 :
44% had dose reductions, 78% had dose delays/interruptions,
(No. of Event . .
9% discontinued to to ocular events
DVd

BVd demonstrated a statistically significant and clinically meaningful IRC-assessed
PFS benefit with a median PFS that was 23 months longer than DVd (36.6 vs 13.4 months)

HR, hazard ratio; IRC, independent review committee; mPFS, median PES; NR, not reached
3 Two patients in the [TT population were randomized, not treated, re-screened, and re-randomized. They are counted as 4 unique patients in this output. ® Cls were estimated using the Brookmeyer Crowley method. HRs were estimated
using a Cox proportional hazards model siratified by the number of lines of prior therapy (1 vs 2 or 3 vs 24), prior bortezomib, and R-ISS at screening (I vs Il), with a covariate of treatment. © P value from 1-sided stratified log-rank test
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DREAMM-8

DREAMM-7: Impact of dose modifications on PFS and ocular ...
management?

120 120 &
—©-— Modian weska bofumen dosse 12 » Median time between doses increased the
2 11 longer patients were on therapy

* Dose delays did not have an impact on PFS'

» BVd patients with 21 dose delay of 212
weeks (N= 126), mPFS 36.6 months

23% of patients experienced 20/50 or worse

Median of average weeks between doses®
.

6 events in first 3 months; prevalence decreased
2 5 thereafter
E 4 * Rate of treatment discontinuation due to ocular
3 events were low
= 23.2 5
i 15.9 15.6
| . 115 0.4 127 118 10.8 119 |1
s B { s. B. B 2 B, 0
- 2.9 2 71.5 [ | = i1 14
i 0.9 | 0.9 WMo IO | — 0| ,
<3 >3to<6 >6t0<9 >9to<12 >12to=15 >15t0<18 >18to=<21 >2110s24 >24to=27 >27to=30 >30
Time since first belantamab mafodotin dose, months
No. of patients on treatment 211 170 147 131 117 110 102 97 93 69 42
HO G oS Pl raora. 40 27 23 15 11 14 12 7 10 3 5
Median days between doses 21 42 41 55 54 77 63 79 84 84 53
006 15 KVA O ooular CTCAE event 7 5 3 2 1 1 0 0 1 1 0

2 Only belantamab mafodotin treatment period considered. ® Only patients with 20/25 or better in either or both eyes at baseline are considered. € Mean of days between doses, for each patient, per interval is used. ¢ Only patients receiving 26 months of treatment
included in analysis to exclude early discontinuations (e.g., rapid PDs) 11
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Less is more only when more is too
much.

— Frank Lleyd (Mright —




Will | use Belantamab?

- Ocular side effects scare patients

- What are my other options?
—CART

 Vein-to-vein time has improved
* Moved to 2™ LOT

— Bispecifics

L
fii UNIVERSITY o IOWA HEALTH CARE Holden Comprehensive Cancer Center



Multiple Myeloma Clinical trials at
Ulowa



MULTIPLE MYELOMA

SMOLDERING MYELOMA

Ecog-Acrin 173
Phase 3 Pre-emptive tx
for high risk smoldering
myeloma
Dara-Rd x2 years

Vs
Rd x 2 years

NEWLY DIAGNOSED

OPEN

PENDING

ENROLLMENT HOLD

"High Risk" SMM = 2 of these:

=2.0 g/dl m-protein

Cyto: +1q, t[4;14],-17p, -

13g

=20% PCs in marrow

Involved light chains 20x

greater than uninvolved
Dx in last 1 year, no myeloma
defining criteria

Pl: Christopher Strouse

CARTITUDE-&

Phase 3
DVRd-=Cilta-cel vs
DVRd->auto stem cell in
first line

52209

Phase 3 evaluation
comparing up front 3 drug
regimens with single or
double agent maintenance

NCT: 0333763

Mo prior treatment for MM

ASCT is part of intended
treatment plan

Pl: Christopher Strouse

NGT0920/083

Mo prior treatment for MM
Myeloma Frailty Score=

frail or intermediate risk
regardless of age

Pl Hira Shaikh

CARTITUDE-2 Cohort G
Phase 2 evaluation of anti-
BCMA CARt cells in first
line

Dara-RD->Cilta=cel-> no

Up to 2 cycles of Dara-Rd
prior to enrollment is
allowed (please call us
before starting therapy)

Transplant deferred OR
transplant ineligible

patients
Pl Christopher Strouse

IOWA

HEALTH CARE

NCT02a61387

NCT: 04133636

51

Clinical Trials Hotline: 319-353-8155

POST SCT

51803 Phase 3
evaluation of dara
maintenance, and MRD
based stopping decision
Dara-Rvs R
maintenance
|

s/p Auto transplant
Enrollment within 180
days of transplant,

and within 1 year of
induction therapy

PL: Umar Faroog
NCT: 040745/




MULTIPLE MYELOMA (CONT'D)

RELAPSED/REFRACTORY

OPEN
PENDING

ENROLLMENT HOLD

I

Ascorbic Acid + Melphalan
High Dose Ascorbic Acid is
hypothesized to have
synergy with melphalan. This
is a phase 1 dose escalation
trial.

3+ prior lines of therapy
Prior exposure to IMID,
Pl, Anti-CD38 antibody
required

Bl: Christopher Strouse

C1071020 - Elranatamab
+ Carfilzomib / anti-CD47
antibody

P-BCMA-ALLO1
Allogeneic anti-BCMA

QUINTESSENTIAL
Autologous anti-

Prior carfilzomib is OK

Arm 2: Elra + anti-CD47
3+ prior lines of therapy
Refractory to IMID, PI,

anti-CD38 antibody
Pl: Michael Tomassaon

anti-CD38 antibody

OR
3+ prior lines of therapy
Exposure to PI, IMID,
anti-CD38 antibody

Pl: Christopher Strouse

CAR-T cells.
Testing combinations with GPRC5d CAR-T cells
anti-BCMA bispecific
antibody
EITHER
Arm 1: Elra + Carf 2+ prior lines of therapy 3+ prior lines
1-3 prior lines Refractory to PI, IMID, Prior treatment

with anti-BCMA
therapy is required

Fi: Christopher Strouse

NCT: 03602235

NCI: 0o670449

NCT: 04360079

NCT: 06121843

LimiTEC

Limited duration

therapy of
teclistamab

Patients achieving
VGFPR or better after 6
cycles of teclistamab
(less than 9).

Telephone consenting

and remote monitoring
is possible (no need to
visit lowa City)

NCT: pending

MonumenTAL-8
Combination anti-
GPRC5d bispecific
antibody + anti-BCMA
CAR T cells for high risk
myeloma

%

3+ prior lines

Exposure to IMID, P, anti-

CD38 antibody

“High Risk™ myeloma =1 of:

- Cytot[414, 114,16 or -
17p

- Baseline 155 Stage

- Extramedullary
plasmacytoma

Mo prior anti-BCMA therapy

Pl: Christopher Strouse

NCT: pending

IOWA

HEALTH CARE

Clinical Trials Hotline: 319-353-8155




Summary

- Consider quadruplets as upfront treatment in ‘transplant-
ineligible’
—With dose modifications
- All oral regimen as a second line therapy for frail?

- Belantamab may be coming back in R/R. But where will it fall
with CART and bispecifics.

L
fif UNIVERSITY oF IOWA HEALTH CARE
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