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Multiple myeloma

¢ Clonal plasma (myeloma) cells in bone marrow
+ Lytic bone lesions (holes in the bone)
¢+ M protein in blood or urine

N

Clonal plasma cells Lytic bone lesions Myeloma (M) protein




Definition

Smouldering Symptomatic

MGUS Multiple Myeloma Multiple Myeloma

monoclonal componen§ monoclonal component monoclonal componen
(blood and/or urine) (blood and/or urine) (blood and/or urine)

Evidence of end-organ damage (“CRAB")
* Calcium level elevation
= »11 mg/dL or >1 mg/dL higher than ULN
* Renal insufficiency
- Creatinine clearance <40 mL/min or creatinine >2 mg/dL
* Anemia
-  Hemoglobin <10 gfdL or 2 g/dL <ULN

BM PC
<10 %

no CRAB no CRAB atleast 1 CRAB * Bone lesions

= Lytic bone lesions by skeletal survey or PET/CT




Pathophysiology

Geneticchanges

BM angiogenesis

Cytokines

MGUS 12% peryearA
SMM

SMM 10% peyearA MM

Primary events

Secondary events

Hyperdiploid

1(4;14) =

o t{14:16)

111;14)

Non-hyperdiploid

t(6;14)

&,
© 11420

Disease

] Relapsed

Nature Reviews | Clinical Oncology
% ©8e? @898y
e O R T4

Progression

Initiation



Incidence

2d MOST COMMON HEMATOLOGICAL MALIGNANCY
4.5¢ 6 per 100 000 peyear

DimopoulosMA,, Ann Oncol 2010



Epidemiology

Incidence Rate in the US
per 100,000

MM is adiseaseof the elderly Incidence of MMsrisingover time
T
Median age at Expected
diagnosis: 6 increase of
69 years 57%
- 5
%0 B vale L
80 A (W
20 1 M Female o 4 -
60 - 2
50 - E 31
. Z
40 7 |
30 A
20 A
10 - 17 : —— 19501979
—— 19802005
O ) ’ ) ﬂ T T T T I 1
<1to0 25 to 30 to 35 to 40 to 45 to50 to 55 to 60 to 65 to 70 to 75 to 80 to 85 to 30-39 AD-49 5(-59 &0-69 70-79 =80

24 29 34 39 44 49 54 59 64 69 74 79 84 89 ﬁgE

Turesson Mayo Clin Proc 2010



Clinicalpresentation

Infections ... /7 ..\ . Anemia
.................. (739%)
Renalfailure (19%)
Bone disease(79%)
Thromboembolievent

Peripheralneuropathy

Kyle, Mayo Clin Proc 200



Evaluation of patientsuspectedf havingMM

Biology Completeblood count
Creatinin calcium
i Hmicroglobulin,albumin LDH, CRP

M-component Seruniurine electrophoresig24h urine)
Quantification ofigA IgG IgM immunoglobulins
Characterisatiorof heavylight chainsby IF
Measurementof FLC

BM plasma iIFISHoN sorted plasmacells
cells t(4;14),t(14,;16),del 17p, chromosome abnormalities
t(11;14)
Lyticbone WBLDBCT(standard) skgz’?e:;ﬂ;:]rile )
lesions (conventionalX-ray) with x-rays

MRI @reaterdetails (focallesiong, / ' \
cordcompression) l
MRI
P ETCT WBLDCT Note: Bone scan
(DEXA) for bone

Best for early Response Gold standard to density, not MM
screening for assessment: active assess bone marrow
bone disease residual disease involvement

Dimopoulos AnnOncol2021



Prognosis

Relative survival ratio

0.8 -
0.75
0.7 H
0.65
0.6 -
0.55
0.5
0.45
0.4 -
0.35
0.3
0.25
0.2
0.15

5-year relative survival

10-year relative survival

Calendar period of diagnosis

—&—— <65 years
—— 65-79 years
—&—— =80 years

LangsethBr Haemato2020



Staging

Stage |

SD

All of the following:

* Hemoglobin > 10 g/dL

e Serum calcium level normal (< 12 mg/dL)
¢ No lytic bone lesions

e Serum IgG < 5 g/dL

e Serum IgA < 3 g/dL

¢ Urine monoclonal protein < 4 g/d

Stage |l

Does not fit stage | or stage Il criteria

Stage lll

stade A créatinine < 20 mg/Istade B créatininex HN Y3dk[ &

One or more of the following:

* Hemoglobin < 8.5 g/dL

e Serum calcium > 12 mg/dL

e Lytic bone lesions

e Serum IgG > 7g/dL

e Serum IgA > 5 g/dL

¢ Urine monoclonal protein >12 g/d

Stage

1SS

Characteristics Median Survival (mo)
Serum fi,-microglobulin <3.5 mcg/mL 62

Serum albumin =3.5 g/dL

Not stage | or stage |l 44

Serum fi-microglobulin 5.5 mcg/mL 29

Durie, Cancer 19755reipp J Clir©ncol2005



Highriskfeatures

Table 1: A) Prognostic factors in Multiple Myeloma (MM) and B) Cytogenetic abnormalities and relationship with outcomes

Patient-related Disease burden-related Disease biology-related Therapy-related
Age High B, microglobulin* Cytogenetic abnormalities Quality of response
Performance status Low albumin* GEP Early relapse
Comorbidities Renal impairment Circulating PC
LDH above ULN EMD
High proliferation rate
B) Cytogenetic abnormalities and relationship with outcomes

Chromosome/region (frequency) Gene involved/effect Prognostic implication
14932 (locus IGH) (45-50%)

t(11;14) (20%) Cycline D1 hyperexpression Neutral

: Unfavorable

(3:19){10-15%) FOERS ard MMSE T deresufatad (worsened by chromosome 1 alterations, improved by trisomy 5)

t(14; 16) (< 5%) cMAF Doubt, mainly unfavorable

t(14; 20) (< 5%) UK Doubt, mainly unfavorable
1g21 acquisition (30%) CKS1B, MCL1

Gain (2-3copies) Partially unfavorable

Amplification (= 4) Unfavorable
1p32 deletion (10%) FAF1/ CDKN2C Unfavorable
17p deletion (8-15% according to PCs cutoff) TP53 and UK

Single-hit deletion Unfavorable

Double-hit Bi-allelic inactivation (deletion + mutation) Very unfavorable

Abbreviations: EMD= extramedullary disease; GEP= gene expressing profile; ISS= International Staging System; LDH= lactate dehydrogenase; PC= plasma cells; UK= unknown;

ULN= upper limit of normal. *ISS

ZamagniBlood 2021



Staging

RISS

Table 1. Standard Risk Factors for MM and the B-ISS

Prognostic Factor Criteria
ISS stage
| Serum B,-microglobulin < 3.5 mg/L, serum
albumin = 3.5 g/dL
Il Not ISS stage | or llI
11 Serum Bs-microglobulin = 5.5 mg/L
CA by iFISH
High risk Presence of del(17p) and/or translocation

Standard risk

1(4;14) and/or translocation t(14;16)
No high-risk CA

LDH
Normal
High
A new model for risk
stratification for MM
R-ISS stage
I

Serum LDH < the upper limit of normal
Serum LDH = the upper limit of normal

ISS stage | and standard-risk CA by iFISH
and normal LDH

Not B-1SS stage | or |l

IS5 stage Il and either high-risk CA by iIFISH
or high LDH

1.0

0.8 1

2
[=>]
|

Overall Survival
(probability)
-

0.2 1

AN 28%
'31-5‘.&
%
l"'b.
-k.,_iw
11-..-
. 62%
""‘"e..--
_ 10%
Median OS
== R-ISS] NR
R-1SS I 83 months
smi B-[SS Il 43 months
12 24 36 438 60 72

Time (months)

Palumbg J ClirOncol2015
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SMM

MGUS

Smouldering

Multiple Myeloma

Symptomatic
Multiple Myeloma

monoclonal componen§ monoclonal componen§ monoclonal component

(blood and/or urine)

(blood and/or urine)

(blood and/or urine)

BM PC BM PC
<10 % X M 2
no CRAB no CRAB atleast 1 CRAB

* Bone lesion

= Lytic bone |lestoms

)




Definition

SMM-MGUS




Indication oftherapyin SMM

CRAB Criteria

Biomarkers identifying
ultra-high-risk SMM

* Bone marrow plasma cells >60%
* Ratio of monoclonal to normal light chains =100
*>1 focal lesion on MRI '

= Treatmentto be started

Spanish Criteria
Mayo Criteria

— Close monitoring
every3-6 months




SMMrisk stratification 20-20-20 model

Figure 1. The IMWG 2/20/20 risk stratification model.}

Level at SMM diagnosis Score
Serum M-protein >2g/dL Low risk 0
Involved to uninvolved serum free light-chain ratio >20 Low-intermediate risk 1
Bone marrow plasma cells infiltration >20%
Intermediate risk 2
t(4;14)
Additional risk factor: t(14;16) High-risk 3-4
presence a chromosomal abnormality +1q
Del13q/ monosomy 13
1.0
I
0.8 .
P 1‘/
£ 06 7
e !
= O - rox o.M T XL
(-3 f
=
2 '
g o041 T e
/ P<0.0001
0.2 '
B comaende 00 AsRAEEES Low-risk
AL i Intermediate-risk
g High-risk
0.0 """
T T T T T T T
0 20 40 60 80 100 120

Time to progression (months)

Table 2. Probability of progression from SMM to MM at 2 years according to described

risk factors from IMWG 2/20/20 with three- and four-risk factor model.}

Risk Number of risk Hazard ratio Risk of progression at 2 N (%)
factors (95% ClI) years, %
3-risk factor model (2/20/20)
Low-risk 0 Reference 6.2 522 (38..
Intermediate-risk 1 2.99 (1.97-4.54) 17.9 445 (32,
High-risk 2-3 9.02 (6.15-13.2) 44.2 396 (29.
4-risk factor model
Low-risk 0 Reference 6.0 225 (32.
Low-intermediate 1 4.16 (2.26-7.67) 22.8 224 (32.
Intermediate-risk 2 9.82 (5.46-17.7) 45.5 177 (25.
High-risk 3-4 15.5 (8.23-29.0) 63.1 63 (9.1

LakshmanBr Cancer J 2018; Mateos, Blood Cancer J




Therapyin SMM

Balanceregarding treatment initiation in SMMpatients

- Over-treatment, toxicitiesand secondarymalignanciesor
- Undertreatment, risk of organdamage,reducedPFS/OS angoorer outcomes

Guidelines presented at ASH 2022
- Close monitoring inow- or intermediate-risk SMM

Lack of consensusregarding treatment in high-risk patients

- Twophase 3 in HFEEMMreated with Rd/R vs. observatioalone: reducedrisk of progression to active MMith
improved OS in one ofhem

- Twophase 2 in HEEMMreated with HDTwith/without ASCT{ollowed by R/Rd vs. observatioalone: highresponse
rates and durable MRD

Mateos, ASH 2022, #781; Kumar, ASH 2022, #2022; Mateos, NEJMd&04i3) ClirOncol2020
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Definition

Smouldering Symptomatic

MGUS Multiple Myeloma Multiple Myeloma

monoclonal component monoclonal component§ monoclonal componen
(blood and/or urine) (blood and/or urine) (blood and/or urine)

Evidence of end-organ damage (“CRAB")
* Calcium level elevation
= »11 mg/dL or >1 mg/dL higher than ULN
* Renal insufficiency
- Creatinine clearance <40 mL/min or creatinine >2 mg/dL
* Anemia

BM PC BM PC
<10 % X Mn iz

-  Hemoglobin <10 gfdL or 2 g/dL <ULN
no CRAB no CRAB atleast 1 CRAB * Bone lesions

= Lytic bone lesions by skeletal survey or PET/CT

Biomarkers identifying

ultra-high-risk SMM

1 *Bone marrow plasma cells >60%

* Ratio of monoclonal to normal light chains =100
*>1 focal lesion on MRI




Goal oftherapy

Outcomedoesnot rely on CR but on MRD

e MRD-, median PFS: 63 months
CR, median PFS: 27 months
nCR, median PFS: 27 months
e PR, median PFS: 29 months

100

100

w— MRD-, median OS: not reached
CR, median OS: 59 months
nCR, median OS: 64 months
PR, median 0S: 65 months

< PR, median OS: 28 months

MRD- vCR: P < .001
CR vnCR: P=.594
nCR vPR: P= 912
PRv<PR: P« .024

P<.001

a‘é % < PR, median PFS: 11 months a0 -

= 801 MRD- v CR: P < .001 80 4

> CR vnCR: P=.616 -

= 704 nCR vPR: P= 962 S 204

= PR v < PR: P<.001 s

ZE R g

© = 60

e 50 S

w o 50 -

= -

S ! =

5 40 © 40 -

4 g

5 30 - o 304

=

a 20 4 20 4
10 - 10
0 24 48 72 96 120 144 168 192 0

Time From MRD Assessment (months)

T T T T T T T T

24 48 72 96 120 144 168 192
Time From MRD Assessment (months)

Lahuerta J Clin Oncol 2017



Goal oftherapy

Outcomedependson the depth of response

100

Adjusted probability of
progression-free suwvival (%)

Adjusted probability of
progression-free survival (%)
w
[=]

254 ——MRD negative-Transplantation ‘.-"‘\_I
= = MRD negative-RVD alone e T SR v === MRD negative-High risk -
= MRD positive-Transplantation - = MRD positive-Standard risk bt LY

= MRD negative-Standard risk

| —— MRD positive-RVD alone | === MRD positive-High risk

T T T T T
0 12 24 34 48 40 0 12 24 36 48 40
Time since MRD assessment (months) Time since MRD assessment (months)

Attal, NEJM 2017; Perrot, ASH 20:



Goal oftherapy

ProlongedPFS and O&ssociatedvith MRD

g
Presentation : )
. 107 . "
Conventional PR '
techniques - 1081 VGPR : a) MGUS-ike patients
(electrophoresis ot R BT e i A s
immunofixation, FLC) ¥ o] POOES : b)Sustained s, unsustained
g : CR according to cylogenetics
E 10 E .................................... i | PR ’-' -------
N : s
C R E 10! MRD : ¢) Quigscent or controlled levels of detectable MRDY
— g 103 E -.----------------..-.-...-...--------’:IJ ----------
3 : dlate relapse on patients
§ 0 s sttt with undetectable MRD
10! N T -
]
Undetectable MRD 2 e) Long-lerm disease conlrol in
MRD - 10 } o g patients with undetectable MRD
0 1 (Operational cure) 3 !
Diagnosis End of Time to progression i
— therapy

Paiva, Bloo®2015



Be rightfrom the start

First-line second-line third-line fourth-line

N = 4997 patients charts

Significantpatient drop out
at eachtreatment line




Factorsto considerbefore startingtherapy

Age

Comorbidities

Frailty

Treatmentefficacy

Expectedtoxicities

7
&

Goal oftherapy

Patient preferences
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2021 ESMO guidelineupfront therapy

ASCT

40%

3-6 months

CONSOLIDATION

Eligibility for ASCT

Yes

Induction

First option:
VRd [ll, B]
DaraVTD [l, A]

If first option is not available:

VTD [I, A]
VCD [ll, B]

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

First option:
DaraRd [I, A]
DaraVMP [I, A]
VRd [I, A]

If first option is not available:
VMP [, A]
Rd 1, A]

Dimopoulos AnnOncol2021



ASCTpfront or delayed

RCT

Table 1. Randomized studies comparing ASCT with conventional chemotherapy as consolidation therapy.

. . ASCT/Chemo Post-SCT X
Study Induction Regimen Maintenance PF5 s
. Mel 140 + TBI vs. Median EFS: 27 mo S-year 0% 52%
IFM 90 5] 6 ?E;"EIETE‘E?“ total 18 cycles of Interferon-alfa (ASCT) vs. 18 mo [ASCT) vs. 12%
u VMCP/BVAP (chema) p = 0101 (chemo) p = 0.03
Mel 140 + TBI vs. - e - .
] ) T-yr EFS: 17% (ASCT)  7-yr O 38% (ASCT)
SWOG 9321 [51] 4 cycles of VAD VEMCP for resporse '":_iﬁj::rff;;a“ vs. 14% (chema) vs. 39 (Chema)

reaches a plateau
Or progression

p=016

p =078

MRC VII[52]

Intensive therapy
(VCAP) vs. Standard

therapy (BCAM)

Mel 200 or Mel
140+ TBI vs. BCAM
up to 12 cycles
Stem cell mob with
HDCTX

Interferon

Median PFS: 31.6 mo
(ASCT) vs. 196 mo
(chemao) p < 0.001

Median 05: 34.1 mo
(ASCT) vs. 42.3 mo
(Chemao) p =0.04

GIMEMA RV-209 [53]

4 cycles of Rd

Tandem ASCT with
Mel 200 vs. MPR. = &

Randomization to B
{Len) vs. observation
in each arm

Median PFS: 43 mo
(ASCT) vs. 224 mo
(chemo) p < 0.001

41 05 B16%
(ASCT) vs. 65.3%
(chemao) p = 0.02

RYV-MM-ENMN-#41 [54]

4 cycles of Rd

Single or tandem
ASCTvs. CRD = &

Randomization to B
(Len) or R plus
prednisone until
progression

in each arm

Median PFS: 43.3 mo
(Mel200) vs. 28.6 mo
(CRD) p < 0.001

4yt 05: 86%
(Mel200) vs. 73%
(CRD) p = 0,004

IEM/DECT 2009 [55]

3 cycles of RVd

RVd x 2 following
ASCTws BVd = 5

Len maintenance in
both arms until
progression (US) or

for 1 year (France)

EMNO2/HO9S [56]

34 cycles of VCd

R1: Mel 200 ASCT
(single or double)
vs. VMP
E2: VRd = 2 orno
consolidation

Median PFS: 47.3 mo
(ASCT) vs. 35 mo
(chemo) p = 0.001

Byr 05 62.2%:%
(ASCT) vs. 602%%
(chemo) p = 081

Len maintenance for
both arms until

Progression

Fyr PFS: 66% (ASCT)
vs. 57.5% (VMP)

NE

IEI Complete response

Study

0dds Ratio
(95% C1)

Palumbo et al,® 2014
Gayet al,” 2015
Attaletal,® 2015
Cavo et al,5 2016

Univariate summary, P=.11
Heterogeneity (Q=4.16, P=.24; [2=38.1%)
Multivariate summary, P=.07

Progression-free survival

Study

1.37(0.76-2.45)
1.17 (0.56-2.47)
1.51(1.12-2.04)
1.00(0.76-1.32)
1.24(0.95-1.61)

1.27 (0.98-1.65)

0dds Ratio
(95% C1)

Palumbo et al,® 2014
Gayetal,” 2015
Attal et al,> 2015
Cavoetal,®2016

Univariate summary, P<.001
Heterogeneity (Q=11.28, P=.01; 1?=77.2%)
Multivariate summary, P<.001

|T| Overall survival

Study

0.44(0.32-0.61)
0.40 (0.25-0.63)
0.65 (0.53-0.80)
0.73(0.61-0.88)
0.56 (0.43-0.74)

0.55(0.41-0.74)

0dds Ratio
(95% Cl)

Palumbo et al,® 2014
Gayetal,” 2015
Attal et al,® 2015
Cavoetal,5 2016

Univariate summary, P=.20
Heterogeneity (Q=10.24, P=.01; [2=78.7%)
Multivariate summary, P=.36

0.55(0.32-0.94)
0.42(0.23-0.76)
1.16 (0.80-1.68)
0.67 (0.36-1.24)

0.76 (0.42-1.37)

Favors : Favors
SDT : HDT

R E—

- e

—.—

+
-
-

0.1

1.0 4.0
Odds Ratio (95% ClI)

Favors = Favors
HDT . SDT

—.

—
E =
e
-

0.1

1.0 4.0
Qdds Ratio (95% CI)

Favors - Favors
HDT | SDT

-

P —

—
—ai————

—

0.1

1.0 4.0
Odds Ratio (95% CI)

DevarankondaCancers 2021



ASCTpfront or delayed H IFM 2009

A Progression-free Survival

100
RVd: Lenalidomide, Bortezomib, Dex MRD MRD o
8 cycles _
S Y
. : 2 o
Patients < 65 y with Lenalidomide k7 L=
=
* - ©
symptomatic, measurable R maintenance 12 mo & RVD alone
ND MM (N = 700)@! 254 P<0.001
RVD
Rvd 2 cvd]
cycies 0
ENDPOINTS 3 cycles M : 0 1'2 2'4 3'6 4I8
Primary: PFS consolidation
Secondary: ORR, OS, TTP, MRD by Months of Follow-up
flow cytometry, safety
No. at Risk
RVD alone 350 294 228 157 32
Transplantation 350 308 264 196 50
B Overall Survival
100+
= RVD alone
Transplantation _
H H Table 2. R T 3 754
V  No difference in terms of OS bt
. . . RVD-Alone Transplantation T
V  More toxicity in ASCT arm Group Growp  Adjusted £
Outcome (N=350) (N=350) P Valuej n 50-
Best response during the study — no. (%) 0.02 §
B U T Complete response 169 (48) 205 (59) 6_‘
Very good partial response 101 (29) 102 (29)
Partial response 70 (20) 37(11) & pP=0.87
Stable disease 10 (3) 6(2)
V  Better PFS i T V1 - g
o . . T T T T
V Better M R D negathlty rate Co.rrfplete re‘sponse. or very good partial refponse —no. (%) 270 (77) 307 (88) 0.001 0 12 24 36 48
) Minimal residual disease not detected during the study — no./ 171/265 (65) 220/278 (79) <0.001
V 21% Of the pts n the RVD g roup Could total no. with complete or very good partial response (%) Months of FO"OW-UP
not recelved ASCT at the tlme of relapse * ;Rne:yngff;t:’le;goasbs:::::ea::?ors::jgir:;the International Uniform Response Criteria for Multiple Myeloma. Percentages No. at Risk
1 P values were adjusted for multiplicity with the use of the Holm procedure to control the family-wise error rate at 0.05. RVD alone 350 339 325 293 95
1 Minimal residual disease was detected by means of flow cytometry. As a result of decisions made by the patient or the Transplantation 350 330 313 281 89

investigator, 5 patients in the RVD-alone group and 29 patients in the transplantation group were not tested.

Attal, NEJM 2017; Perrot, ASH 20



ASCTpfront or delayed

IFM 2009

PFS

VRd plus transplant

;\? median PFS: 50 mo
1]
€t 50-
o
©
o
25— VRd alone
HR 0.65 Median PFS: 36mo
p <0.001
0 | I I |
0 12 24 36 48
Follow-up (months)
Number at risk
RVD alone 350 294 228 157 32
Transplantation 350 308 264 196 50

Better PFSwith VRD + ASCXbmparedto VRD

alone

Patients (%)

75 4

OS (median follow-up 89.8 months)

— RVD Alone

P=0815

HR(95CI)  1.03 [0.8;1.32)

——— Transplantation

N at rak

RVD Alone 350 340 325 312 201 255 210 197 er 0
Transplantation 350 330 315 200 270 250

0

12 24 38 48 60 72 84 098 108
Months of follow-up

220 207 82 1

120

after 8 years of follow-up

60.2% (RVD) vs 62.2% (ASCT) of patients are alive

Attal, NEJM 2017; Perrot, ASH 2020, #]




ASCTipfront or delayed | DETERMINATION

ENDPOINTS
Primary: PFS
Randomization Secondary: ORR, OS, TTP, MRD by
(N=722) flow cytometry, safety

Stratified by ISS disease stage and cytogenetic risk

| 1

RVd-alone RVd + auto-HSCT
(n=357) (n=365)
v
Stem cell collection
v
RvVd C4-8
R maintenance until v
disease progression®
(n=291)
v

Each RVd cycle (21 days)
R (25 mg/day PO; D1-14) +
V(1.3 mg/m?IV/SC; D1, 4, 8, 11) +

d (20/10 mg PO; D1, 2,4,5, 8,9, 11, 12) Richardson. NEJM 20z



ASCTpfront or delayed

| DETERMINATION

PFS
1.0- Median PFS, Mo (95% Cl)
— VRd + ASCT 67.5 (58.6-NR)

0.84 — VRd alone 46.2 (38.1-53.7)
2
- 0.61 Transplantation
3
S 0.4+ VRd Alone
a

0.2+

HR: 1.53 (95% Cl: 1.23-1.91; P <.001)
0.0 L} L] L} L} L} L] 1
0 12 24 36 48 60 72 84

Months Since Randomization

VRD + ASQirolongsPFSomparedto VRDalone

67.5 vs. 46.8nonths
53%higherrisk of progressiondeath with VRD

Probability

mFU 76 months

OS
1.07
Transplantation
0.81
0.6 VRd Alone
0.41
Events, n (%) 5-Yr0S,%  HR(AdjustedCl) P Value
{ — VRdal 90(25.2
0.2 Fone 52 s 1.10(0.73-1.65) >.99*
—— VRd + ASCT 88(24.1) 80.7
0.0 L] L] L] L] L L] 1
0 12 24 36 48 60 Y . 84

Months Since Randomization

No OShenefit

Richardson, NEJM 2022; EHA 2022; ASCO



ASCTipfront or delayed | DETERMINATION

PFS bygytogeneticrisk

High-Risk Cytogenetics Standard-Risk Cytogenetics
1.0 Median PFS, Mo 1 Median PFS, Mo
— VRd + ASCT 55.5 — VRd + ASCT 82.3
w 0.84 — VRd alone 17.1 »n 0.84 — VRd alone  53.2
a o
'50.6- '50.6-
2 2
:f: 0.4+ :g 0.4-
. -
2 2
% 0.24 % 0.24
HR: 1.99 (95% Cl: 1.21-3.26) HR: 1.38 (95% Cl: 1.07-1.79)
0 0
_ 0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84
'atients at Risk Time From Randomization (Mo) Patients at Risk Time From Randomization (Mo)
VRA+ASCT 66 45 37 29 24 16 12 8  VRd+ASCT 274 212 175 151 126 94 58 29
VRd-alone 66 36 19 16 11 8 6 S VRd-alone 268 197 156 134 109 83 50 34

Richardson, NEJM 2022; EHA 2022; ASCO



ASCTEingleor double | METAANALYSI

GIMEMA MMY-3006 PETHEMA / GEM HOVONG65MM / GMMG-HD41

. ~ .
© n=a74 O =36 | O n=s
INDUCTION (3 cycles de 21 j) INDUCTION (6 cycles de 28 j) INDUCTION (3 cycles de 28 j)
INDUCTION INDUCTION VBMCP/ INDUCTION INDUCTION
VTD TD VBAD/B PAD VAD

| MOBILISATION | | moBILISATION | | | MOBILISATION |

AUTOGREFFE

MEL 200 (ASCT-1)
MEL 200 (ASCT-2)

AUTOGREFFE*

AUTOGREFFE

MEL 200 (ASCT-1) MEL 200 (ASCT-1)

MEL 200 (ASCT-2)

CONSOLIDATION CONSOLIDATION *HOVON simple /GMMG double ASCT

2 cycles de 35 2 cycles de 35| MAINTENANCE (3 ans)

I
MAIM;I;?ANCE IEN-02b : MAINTENANCE V | MAINTENANCE T

Cavg ASH 2018



ASCEBingleor double EMNO2HO95 ‘

Population entiére n =909
1 - 1 -
— ASCT-1 @ — ASCT-1
T — ASCT-2 2 . — ASCT-2
EE =
2 & &
E 504 £ 0&
B £ 37,7 46,6 5 55%
b
= Eﬂd E 24 g.q,i-ﬁ'-"‘ 42%
5 26% £
& "1 HR:0,76 (95% Cl: 0,65-0,89) 17% % | HR:0,69 (95% CI: 0,56-0,84)
p=0,001 £ , | p<0,001
i ] 12 24 36 48 &0 72 &84 o6 108 1D 0 12 24 36 4HE 60 T2 B4 O 1IE 12D
Muois htois
Haut risque - t(4;14) et/ou del(17p) .
1 = 1
— ASCT-1 g — ASCT-1
PR — ASCT-2 2 — ASCT-2
25 =
gw B
o & 05 £ 06
om 2
o &
= g4 o 04 8%
L wn Bt
2 ¥pzd 13% & 03 . .
= HR : 0,67 (95% Cl: 0,46-0,97 9% ¥ HR : 0,54 (35% CI- 0,36-0,83) 7%
. | p=0,032) o & ,|p0004
i ] 12 24 36 48 &0 72 &84 95 108 1D L] 12 24 36 4B 60 72 B4 55 108 120
Muois htois

Benefit more prominent for HRdiseases

Cavg LanceOncol2020



2021 ESMO guidelineupfront therapy

Eligibility for ASCT

Induction

First option:
VRd [ll, B]
DaraVTD [l, A]

If first option is not available:

VTD [I, A]
VCD [ll, B]

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

Lenalidomide maintenance [l, A]

First option:
DaraRd [I, A]
DaraVMP [I, A]
VRd [I, A]

If first option is not available:

VMP [, A]
Rd [1,A]

Dimopoulos AnnOncol2021



‘ Induction

VRD vs. \ID

PETHEMA

Increase in the rate of 2 VGPR rate throughout induction

>CR MRD neg (109)
VTD 3 cycles M Covor Lomeot 2010 2% 31%
VID4cydles oy o s 66% 13 %
[VTD 6 cycles ! Rosinol. Blood 2012 60% 35%
VRD, 3cycles o 0 os01s 8% 23% 16 %
[VRDEB 6 cycles , E{E:EMEEE? 68 % 30 % 34%

100Rs

55.6%

Cycle 3

b8.3% g

Cycle 4 Cycle 5 After induction

No headto-headcomparisonbetweenVTD and VRD

Rosino] Blood 2019



Induction H

VRD vs. \ID

PETHEMA

PFS (%)

Number at risk
Persistent MRD

Undetectable MRD

PFS according to MRD status

HR, 0.21; 95% ClI, 0-0236; p < 0.001

VRDis an attractiveregimen

100
80 _‘_‘_‘1—‘_\_
60 —
40 -
20 | — yUndetectable MRD, median PFS: NR
- Persistent MRD, median PFS: 36 months
0 T T T |
0 12 24 36 48
Time from MRD assessment
after consolidation (months)
152 128 64 7 0
205 198 111 19 0

Rosino] Blood 2019



Induction [ VIDvs.¥D || IFM 201304

Arm A
N =340 NDMM VTD (4 cycles) + ASCT
< b6 years old
Stratified by IS5
and genetic risk Arm B
VCD (4 cycles) + ASCT
Efficacy, % VTD + ASCT VCD + ASCT
ORR 92.3 84
CR rate 10.7 9.5
VGPR 66.7 56.2

Safety (2 Grade 3), %

Peripheral neuropathy 4 2.2
Neutropenia 11.9 22.5

VTD is better than VCD

Moreau, Blood 2016



Quadruplets inductiomegimens




Antl-CD38 monoclonalntibodies

@ Daratumumab
ADCC B CD3®  |satuximab
Crosslinking
PCD
------ MAC
Comr%lg;ﬁgﬁ Complement
Abbreviations

ADCC: antibody-dependent cellular cytotoxicity
ADCP: antibody-dependent cellular phagocytosis
CDC: complement-dependent cytotoxicity

MAC: membrane attack complex

_ daratumumab - isatuximab
MM: multiple myeloma
PCD: programmed cell death




CASSIOPEIA || DaraVTDin induction/maintenance

D-VTd D-VTd
D:16 mgzkgln.v.:"sem. . 16 mg/kg i.v. 2/mois
cycles 1-2, 2/mois cycles 3-4 1F 13 mg/m?s.c. J1, 4, 8, 11
V:1,3mg/m?*s.c.J1,4, 8, 11 r '160m o. A K
Criteres T : 100 mg/j p.o. a 56 9 p-o.
d'inclusion d: 20-40 mgi.v./p.o. n HENG ELY-(P-O:
Eligible a 4
I'autogreffe D 1:1
MM de novo |
18-65 ans A a
ECOG 0-2 VTd n VTd
> 4 >
VTd : idem bras D-VTd VTd : idem bras D-VTd
4 cycles de 28 jours 2 cycles de 28 jours
* + & ©
Part 1 Part 2

Moreau, Lance©ncol2019; Moreau, Lancé&dncol2021



CASSIOPEIA | DaraVTDvs. VTD in induction |

PFS P <0.0001
100 T 100
. °. _ORR =93% ORR = 90%
3 Median PFS: not reached 90 -
2 807 80 i
. _ >CR:— SCR: P=0.0010 2CR:
e ° 704 ... 26%
© < 39%
¢ 60 7 s 60 -
: < :
g o Median FU: 44 mo Median PFS: 51.5 months o 40 - 52
g 30 - 45
.E’ 20 -
S 20 7
= HR 0.58 (95% C1 0.47-0.72) L 9 12
: o - - mefles VTd =@ D-VTd
P<0.0001 0
0 Fl ] 1 ] 1 I 1 ] 1 ] 1 ] D-de de
0 6 12 18 24 30 36 42 48 54 60 (n =543) (n=542)

PFS (months)
PR ©“ VGPR ® CR ® sCR

Patients at risk
v1d 542 499 472 434 391 345 312 191 90 26

D-VTd 543 507 495 478 452 426 395 237 119 29

Moreau, Lance®ncol2019



CASSIOPEIA |

DaraVTD In induction/maintenance

100+
80 ' VTd/DARA
! D-VTd/DARZ
'ge' 60= i
= 8 D-VTd/OBS
1
e :
[«H -
10 24 months: end of treatment :
! VTd/OBS
20= Comparison | HR(95% Cl) Pvalue*
VTd/DARA vs VTd/OBS | 0.32(0.23-0.46) <.0001
0 D-VTd/DARA vs D-VTd/OBS ! 1.02 (0.71-1.47) 9133
1 1 1 ] ¥ Ll L] L
0 6 12 18 24 30 36 42 48
Mo
B D-VId DARA 229 226 217 204 198 145 76 30 0
B DVIdOBS 229 223 216 207 195 144 75 38 2
VTd/DARA 213 203 189 182 174 138 79 34 1
VTd/OBS 215 201 176 155 131 83 43 15 1

DarasignificantlyimprovesPFS

Significant interaction between
maintenance and consolidation
prespecified analysis

PES benefit for VT8aravs.
VTD/observation

Comparable PFS falaraVTD vs.
dara-VTD/observation

Moreau, Lance®ncol2021



GRIFFIN

DaraVRD In induction/maintenance ‘

Induction: Cycles 1-4

D-VRd in 21-day cycles
gV D1, 8, 15
25C D1, 4, 8, 11
R: 25 mg PO D1-14
d: 20 mg PO D1, 2, 8, 9, 15, 16
(n=104)

Transplant-eligible
adults with ND MM,
ECOGPS <2, and
CrCl = 30 mL/min*
(N =207)

VRd in 21-day cycles
V: 1.3 mg/m25C D1, 4, 8,11
R: 25 mg PO D1-14
d:20mg PO D1, 2, 8,9, 15, 16

(n=103)

Consolidation: Cycles 5-6"

D-VRd in 21-day cycles

D: 16 mg/kg IV D1
VRd: as in induction

VRd in 21-day cycles

VRd: as in induction

N D as in consolidation Q4W or Q8W
R: 10 mg PO D1-21 of C7-9 and 15

g R: 10 mg PO D1-21 of C7-9 and 15

Phase Il

Maintenance: Cycles 7-32F

R in 72 _rla wrlac Endpoints &
D-Rin 28 dd? C'y"LI{:‘!._r statistical assumptions
Primary endpoint:

sCR rate (by end of
consolidation);

mg PO D1-21 of C10+3
1-sided alpha of 0.1

80% power to detect 15%
improvement
(50% vs 35%), N = 200

R in 28-day cycles Secondary endpoints:
rates of MRD negativity
(NGS 1075), CR, ORR,

mg PO D1-21 of C10+5 2VGPR

*Lenalidomide dose was adjusted in patients with CrCl £ 50 mL/min. "Consolidation began 60-100 days after transplantation. *Patients completing maintenance phase were
permitted to continue single-agent lenalidomide. §15 mg administered only If tolerable.

VoorheesBlood 2020; Laubach, ASH 2021, ;



GRIFFIN DaraVRD In induction/maintenance

RRafter 24 months maintenance

sCR, P=0.0096"°
>CR, P=0.0013"°

End of End of End of End of End of End of At After

induction® ASCT® consolidation¢ 1 year of 2 years of induction® ASCT® consolidation¢ 1 year of 2 years of
maintenance? maintenance? maintenance? maintenance®

D-RVd Rvd

sCR CR VGPR MIPR M SD/PD/NE sCR McR MVGPR PR M SD/PD/NE

Laubach, ASH 2021, #



GRIFFIN

DaraVRD In induction/maintenance

PFS by durable MRD
lasting > 12months

10°

D-RVd, MRD neg (10) 212 mo

100 4}% = CERAEEE TR —]
BE@
1 wone®- T 908860
. oo g, @ RVd, MRD neg (10*) 212 mo
- |
& - s, D-RVd, MRD neg (10%) not 212 mo
80 — -
§
= e
"
o
%0 60 @M ©
a RVd, MRD neg (10%) not 212 mo
5
Q  |omwses v s mrolnvEES 2 SN_svaanes
2
o0
£ 40 —
>
e
=
v
=
20 —
0 171717 17 T 17T 17T 17T 7T 1T 711

=00
0 3 6 912151821242730333639424548

Months

% surviving without progression

106
. 100 P

80 —

60 —

40 —

20 —

0

D-RVd, MRD neg (10¢) 212 mo

R

j,:sa%', RVd, MRD neg (10¢) 212 mo

R @od@d@=8 ., D-RVd, MRD neg (10°) not 212 mo
o

%F't’j R P——

IR,
Gohs 8l
0

@00

RVd, MRD neg (10) not 212 mo

L L . U T

L
0 3 6 912151821242730333639424548

Months

Rodrigues, ASCO 2022, #8C



Maintenance

Longterm of lessintensivetreatment givenin order to prolongresponseduration, PFS and OS asdppressMiRD




Maintenance H Lenalidomide H Meta-analysis

N = 1209
107 7y-0S
0.8 T
= 62%
= : 0
2 06 - -
3 06 :
°
S I B L oo T T
= 0
S 0.4 _
S Median OS
S (95% CI), months
(7))
0.2 T
HR (95% CI) 0.74 (0.62i 0.89)
p value 0.001

0 10 20 30 40 50 60 70 80 90 100 110 120

26%reductionin risk of death, estimated2.5yincreasein mOS

No benefitin patientswith ISS 3 or HBytogenetics
McCarthy, JCO 201



Maintenance H

Lenalidomide || MMIX

t(4;14) and/or del(17p) absent: HR 0.54

Median FU, 30.6 m
n=1.970, 1247 TH

t(4;14) and/or del(17p) present: HR 0.51

100

100
[

N an Medan O3S [#5%Cl] Median 08 [95%CI]
Obs. (n=165) NR Obs. (n=36) 30, [24, Inf)
Len. (n=209) NR Len. (n=62) 50, [46, Inf)
= | o |
e Obs e
HR: 0.51 95%CI [0.26, 1.01]
O bS Logrank P = 0.0832
= | o | AR
- B
# HR: 0.54 95%CI [0.30, 0.98] #
8 Logrank P = 0.0529 %
g 2 -
& &
Bt [RE0) Eal. [35%0]
O %) G975 [GA3 1000] BEE[EIA, S HIO|TAS HAN FTI[ENY, AL TIN[BAT, EL1) [= TH(ERA, SEG] EF1EAT BEA] A14[3832 BAT] 424[IET S87] HLE|1A1, EEG
= Laa SA0([963 1000 SEI[HY S04] Q17 MES 014) BEE[T4D, 1.T] TSO([G44 0.5 = Lan (') SIS (MG, S0S) BOG|TO4, BE4 GRO[SEM, BN SRT[44T, FT] MT|ALN Y
1 1 1 1 1 I 1
0 12 24 36 48 B0 72 0 12 24 36 48 B0 72
Time from maintenance randomisation (m) Time from maintenance randomisation {m)
e @l ik Mussbat ilFak
[ 165 145 110 [ L =

Upgrade ofresponserates and PFS (30 to 50onths)
Benefitin OSirrespectiveof cytogeneticrisk

Jackson, ASH 2017, # 4



Maintenance

Lenalidomide

SPM

100%

90%

80%

70%

60% -

50%

40%

Cumulative Incidence (%)

30%

20%

10%

Myeloma Mortality (MM)

- ——
——
—
—

At Risk
MM Mortality 16,231

NC Mortality 16,331
SPM 16,331

rtality

[

N NN
w W on

[

7,295
7,295

7,077

Non-Cancer Mortality (NC)

SPM

S “Other Cancer Mortality (OC)
| | | | | |

96 120 144 168 192 216 240
Months

2,418 1,397 791 168 248 130
418 1,397 791 468 248 130
2,262 1270 709 409 217 111

W
w o &

Rosenberg, Blood Cancer J 20:



Maintenance Ixazomib | TOURMALINE 3

1.0+ Median: Ixazomib 26.5 months, Placebo 21.3 months
Log-rank test p=0.002
n=395 Hazard ratio (95% Cl): 0.72 (0.582, 0.890)
Percentage of events: Ixazomib 50%, Placebo 60%
sOC . @ P v Max 26 0.8+ Median follow-up: 31 months
induction Melphalan N cycles*
Diagnosis — including — 200mg/m* —(an(am) 3:2 or PD -~
Pl and / or and ASCT NSGEE , 2 or s
IMiD = (&) T > toxici 2
n=261 § e
o
0.2
(? Ixazomib: Cycles 1-4: 3 mg on Days 1, 8 and 15 —_— :;Iazorgib
' Cycles 5-26: 4 mg: Days 1, 8 and 15* T reeee
¥ 9-=ays L. 28-day cycle A
(® Placebo: Days 1, 8 and 15 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time (months) from randomization

Ixazomibassociatedo 5 monthsincreasein mPFS

DimopoulosLancet 201¢



PFS

Maintenance H

Combination of Pl and LEN ‘

08

08

04

00

| GEM2014MmAIN |

Progression-free survival (%)

IRdvs. Rd
= |Rd
e R
p=0.785
0 20 40 60
Months

504

251

| FORTE |
KR vs. R

Carfilzomib plus lenalidomide
—— Lenalidomide alone
HR 0-64 (95% C1 0-44-0-94); p=0.023

T T T 1
10 20 30 40

Time since second randomisation (months)

Rosino] ASH 2021, #466; Gay, Lan©etol2021



Agenda

Transplant noreligiblepatients
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Transplant noreligibleMM patients

Pl dtd et v

t'

T
v

Frailty Index
Counts health deficits (at least 30)
oSigns
sSymptoms
sDiseases
sDisabilities
sAbnormal test results
Health deficits should meet these cniteria
*Represent multiple domains of functioning or multiple organ systems
oThe prevalence must Increase with age
oNot too common before the age of 65 years
sThe prevalence should not be lowers than 1%
»Continuous score between 0 and 1, higher scores indicate higher degree of frailty and a cut off of 0.25
indicates frailty
Reference:(15)

Cumulative survival probability

1.0~ ,
Relatively fit s—
) [ Less fit

= 3% Least fit ~ esssee

H Frail —
0.8 1—% ‘Most frail _swsses |
0.7 -
0.6 —
0.5 —
0.4 - S
0.3
Al 7 | | T 1

0 20 40 60 80 100 120 140 160
Time, mo

Geriatricassessment

Fried JGerontol2004; Cookl..eukemig2020; Young, Brhematol 2016



2021 ESMO guidelineupfront therapy

Eligibility for ASCT

60%

Yes

No
1

Induction
First option:

VRd [lI, B]
DaraVTD [l, A]

If first option is not available:
VTD [I, A]
VCD [il, B]

!

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

First option:
DaraRd [l, A]
DaraVMP [1, A]
VRd [I, A]

If first option is not available:

VMP [I, A]
Rd [, A]

Lenalidomide maintenance [l, A]

NO
ASCT

UNTIL
PROGRESSION

Dimopoulos AnnOncol2021



MAIA

H DRd the current SOdor NTE patients

Key eligibility
criteria
* TIE NDMM

* ECOG PS score
0-2

¢ CrCl 230 mL/min

Stratification factors

* ISS (I vs Il vs I)

» Region (NA vs other)

» Age (<75 vs 275 years)

c
o
8
©
2
=
O
°
c
(g+]
e
Lo}
i

D-Rd (n = 369)

Daratumumab: 16 mg/kg IV
QW Cycles 1-2, Q2W Cycles 3-6,
then Q4W thereafter until PD
Lenalidomide: 25 mg PO
Days 1-21 until PD
Dexamethasone®®: 40 mg PO or IV
Days 1, 8, 15, 22 until PD

Rd (n = 368)

Lenalidomide: 25 mg PO Days 1-21 until PD
Dexamethasone®: 40 mg PO
Days 1, 8, 15, 22 until PD

Cycle: 28 days

Primary endpoint
* PFS

Key secondary endpoints

* ORR

* 2CR rate

* MRD (NGS; 10°%)
* 0S

Facon, Lanceédncol2021



MAIA

DaraRd vs. Rd

Progression-free survival (%)

Number at risk

(number censored)

Lenalidomide and dexamethasone
Daratumumab plus lenalidomide
and dexamethasone

A
1004

80+
60+
40+
204 — Daratumumab plus lenalidomide and dexamethasone

—— Lenalidomide and dexamethasone
HR 0:53 (95% (I 0-43-0-66); p<0-0001
0 T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72

369(0) 307(29) 255(41) 220(44) 196(46) 172(49) 146(55) 123(58) 105(64) 63(95) 12(140) 2(150) 0(152)
368(0) 335(6) 309(9) 290(14) 266(16) 246(18) 232(20) 210(25) 195(30) 123(92) 51(158) 5(203) 0(208)

Overrall survival (%)

Number at risk

(number censored)

Lenalidomide and dexamethasone
Daratumumab plus lenalidomide
and dexamethasone

47%reductionin the risk of progression,
with a mPFShot reached

1004

80+

40

204

5 yearsfollow-up

HR 068 (95% Cl 0-53-0-86); p=0-0013

6 12 18 24 30 36 42 48 54 60 66 72

Time since randomisation (months)

369(0) 343(13) 324(14) 308(16) 294(16) 270(17) 251(20) 232(22) 213(24) 134(85) 42(171) 5(208) 0(213)
368(0) 346(3) 338(3) 328(5) 305(6) 297(8) 280(9) 266(9) 249(10) 170(86) 63(189) 6(245) 0(251)

32%reductionin the risk of death

Facon, Lancédncol2021



MAIA DaraRd vs. Rd

100

80

Median OS, 8years?

60—

Overrall survival (%)

20+

HR 0-68 (95% Cl 0-53-0-86); p=0-0013

1 1 I 1 I U L 1 J 1 1

0 6 12 18 24 30 36 42 48 54 60 66 72
Time since randomisation (months)
Number at risk
(number censored)
Lenalidomide and dexamethasone 369 (0) 343(13) 324(14) 308(16) 294(16) 270(17) 251(20) 232(22) 213(24) 134(85) 42(171) 5(208) 0(213)
Daratumumab plus lenalidomide 368 (0) 346(3) 338(3) 328(5) 305(6) 297(8) 280(9) 266(9) 249(10) 170(86) 63(189) 6(245) 0(251)
and dexamethasone

Facon, Lancédncol2021



% surviving without progression

MAIA

DaraRd,continuousor fixed duration

100 5

80 1

60 A

40 4

20 1

Patients who received <9 months
of treatment

Median: D-Rd, 6.4 mo; Rd, 6.5 mo
HR, 1.21; 95% CI, 0.81-1.80; P = 0.3579

D-Rd
© ©
Rd

0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Months

% surviving without progression

t

FGASyla @K?2
of treatment

100 -
Median: D-Rd, 16.4 mo; Rd, 14.5 mo
HR, 0.76; 95% CI, 0.47-1.22; P = 0.2480
80 -
60 |
40 -
20 A
D-Rd
© O
O T T T T T T T T T T T T T T T T T T IRdI 1
0 3 6 9 12151821 24 27 30 33 36 39 42 45 48 51 54 57 60 63

Months

% surviving without progression

of treatment

60-month PFS rate

100 -
1
1
1
80 - '
1
1

|_D-Rd

60 1 1
1
1

_____________________________ e
]

40 - 44.6%, Rd

:
1
1
20 A :
Median: D-Rd, NR vs Rd, 54.8 mo :
HR, 0.57; 95% ClI, 0.43-0.76; P <0.0001 |

0 T T T T T T T T T II T 1

0 6 12 18 24 30 36 42 48 54 60 66 72

Months

Improvementof PFS in patientgreated >18months
43%reductionin risk of progressiontleath

z

NEOSA PSR txdirAby UVva2 yoikKeas NBEOSA ©

Facon, Lancédncol2021



ALCYONE

DaraVMPvs. VMP

Figure: Overall survival (A) and subgroup analysis of overall survival (B) with D-VMP and
VMP in the intent-to-treat population.

A. 72-month 0S
- BartaTOmi - - - - . 100 4
ND Transplant Ineligible VMP: Burlwu;ub, |MEIphAI;—r? Prednisone ;
x 9 cycles; n =356 . '
MM v Primary EP: PFS 80 !
ECOG 0-2; creatinine ° ._ !
o : £ y 155.8%
cle;r:lance ad“o ":H m}'r"' fo D-VMP: Daratumumab, Bortezomib, Daratumumab ¥ ", ’
> grade 2: N = - : g - Eheabaibalbal® $ z==0020 B b S -
20l L Melphalan, Prednisone; x 9 cycles; n = 350 ry 4 weeks ;\2 40
i ! VMP: median 53.6 mo
Cycles 1-9: 6-week cycles; Cycles 10+: 4-week cycles until PD 20 ! D-VMP: median 82.7 mo
Bortezomib: 1.3 mg/m?SC (Cycle 1: twice weekly; Cycle 2-9: once weekly); melphalan: 9 mg/m? PO, d 1-4; Ty !
. , 0.63; ,0.51-0.78; P <0.
prednisone: 60 mg/m? PO d 1-4; daratumumab: 16 mg/kg IV (cycle 1: once weekly; cycle 2-9: q 3 wk; 10+, g 4wk) QA e e
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Months
D-VM P No. at risk
VMP 356 324 311 291 268 242 216 196 166 146 130 117 96 33 4 0
< 75 Years - 75 Years < 75 years > 75 vears D-VMP 350 327 318 301 288 275 258 244 227 205 181 161 141 47 4 0
n=246 n=104 n=249 n=107
B. D-VMP VMP
MRD Negative (107), % 22 24 6 8 Median Median
n/N 0S(mo)  wN  0S(mo) HR (95% CI)
- - 3 .
Toxicity Similar Ve 74160 726 92167 507 ———t 0.68 (0.50-0.92)
AgFemaIe 78190 827  110/189 551 —— 0.59 (0.44-0.79)
e '
75 100/246 855  134/249 56,6 e ! 0.60 (0.47-0.78)
N 37 yVSZS 52/104 596  68/107 497 —e—] 0.69 50.48-1 .oo;
ace
White 135/207 827  177/304 529 ——i E 0.65 (0.52-0.81)
. Other 17/53  NE 25052 78.1 ——y 0.53 (0.29-0.99)
egion [
urope 130289 827  173/295 528 —e— ! 0.65(0.52-0.81)
Other 22/61  NE 20/61  57.9 —— 0.56 (0.32-0.97)
H Baseline renal function (CrCl) '
- DaraVMPprolong OSrersus VMP alone in TNE NDMM maw M ween e —e—i  o7ipsos
<60 mL/min 64/150 827 93145 481 —— 0.54 (0.39-0.74)
. . . . Baseline hepatic function '
M d O S h d b th f th f t t ft BU f Normal 132/301 827  168/303 557 —o—i ! 0.66 (0.53-0.83)
= edian reacne INn DO arms 1or e Tirst time airten 0] Impaired 20146  NE 34/52 407 —— ) 051 (0.29-0.89)
1SS disease stage '
I 17/69  NE 24/67 803 —— 0.55 (0.29-1.02)
>6 years I 60/139 827  85/160  61.3 ——j 0.71 (0.51-1,00)
I 75142 636 93129 423 —.—t 1 0.55 (0.40-0.74)
. .. . Type of MM :
D VM P 4f I d h h M R En t t t d 5 f Id h h 196 92/207 855 121218  58.2 ——i 0.69 (0.53-0.90)
= alra (0] |g er ega VI y rate an -10 |g er Non-Ig6 4282 725 51/83 462 —e——t 0.67 (0.44-1.01)
Cytogenetic risk at study entry :
. .- High risk 32/53 462 31/45 395 —e———  0.82(0.50-1.35)
X Mmonth sustained MREnegativity rate versus VMP alone ooB w7 e Bi o e T oS0don)
ECOG PS score !
0 2078 827 53/99 537  +e— : 0.33(0.20-0.55)
1-2 1320272 725 149/257 529 —.—i 1 0.71 (0.56-0.90)
Tt
00 05 10 15
—
Favors D-VMP  Favors VMP
D-VMP, plus i i VMP, bor ; 0S, overall survival;

HR, hazard ratio; O, interval; NE, not estimable; CrCl, .15, Int
MM, muttiple myeloma; ECOG PS, Eastern Cooperative Oncology Group performance status.

Staging System;
Mateos, ASH 2022, #456



PFS byFRAILTY | DaraRd or DaraVMP

% surviving without progression

DRd Vs Rd DVMP Vs VMP
100 Progression-free survival - Progression-free survival
. " . g
80 - L 2 80
- u\'-ﬁ. = .
8oes amacn s D-RA (totabnon-frai) S RAATT
60 — _ =  60- T M
___________ iy i é e :fﬂ-_‘}‘&—u_ -
Rd (total-non-frail), = q. -, D-VMP (total non-frail),
40 - median: 41.7 months i 40 - median: 45.7 months
. = @ D-VMP (frail,
Total-non-frail %T;’l')w P S median: 32.9 months
20 - HR, 0.48; 95% Cl, 0.34-0.68; P<0.0001 o @ 20 = rotalnon-frai VMP (fral),
Frail = HR, 0.36; 95% Cl, 0.28-0.47; P<0.0001 vr:wlegl?:ta: 95 nflr:lnlths
HR, 0.62; 95% CI, 0.45-0.85; P=0.003 g iy e 3
L o e o O T O T T T I T I T T P I T T Tl
0 3 6 9 121518212427 30 33 36 39 42 45 48 0 3 6 91215182124 27 30 33 36 39 42 45 48 51
Months Months
Median follow-up 36.4 months Median follow-up 40.0 months

Facon, Lanceédncol2021; Mateos, ClibymphMyelomalLeuk2021



NTE patients H

Otheroptions

SWOG 0777
VRdvs. Rd

ENDURANCE
KRadvs.VRd

—— KRd: 34-6 months (95% C1 28.8-37.8)
VRd: 34-4 months (95% C1 30-1-NE)
HR 1:04 (95% C1 0-83-1:31); p=0-74

o

401
(114)
376
(132)

12

252
(227)
243
(227)

18 24 30 36 42 48
187 127 83 59 38 25
(267)  (304)  (331)  (345)  (358)  (366)
183 114 73 43 3 26
(261)  (311)  (342) (362)  (372)  (376)

HR 0-98 (95% C1 0-71-136); p=0-92

(A) 100
(A) 1004
80 8o
® &£
g 60+ S 604
@
g £
& £
3 o 0
3 40 g “
g Events  Median, months =
i (n/N)  (95%Cl) & oo
204 — VR 137242 43(39-52)
—Rd  166/229 30 (25-39)
0
One-sided p=0-0018 (two-sided p=0.0037) o
0 T T T Number at risk
0 24 48 72 (number censored)
Number at risk KRd 545
VRd 242 (0) 199(1) 166(2) 135(7) 84(33) 28(79) 8(97) (0)
Rd 229 (0) 173(1) 131(1) 105(2) 68(17) 30(43) 8(56) VRd 542
(0
(B) 100+
(B) 100
80 80
g %
2 £
< 60 3 609
g H
s s
2 -
= z
3 € 40
g 40 g
o Deaths Median, months
(n/N) (95% C1) 20
204 — VRd  76/242  75(65-NR)
Rd  100/229 64 (56-NR)
Two-sided p=0.0250 0
0
0 ZIA 4I8 7I2 Number at risk
g 5 (number censored)
Number at sk Months from registration KRd 545
VRd 242 (0) 227(2) 211(3) 196 (9) 132(53) 59(116) 15(152) 0(166) (0)
Rd 229 (0) 212(1) 193(2) 168 (5) 115(35) 48(89) 17(112) VRd 542
©

501
(22)
495
(34)

12

436
(74)
425
(92)

18 24 30 36 P 48

Time since randomisation (months)

363 285 215 162 12 75
(139) (1)  (76)  (324)  (371)  (400)
350 274 207 144 88 7
(156)  (224)  (282)  (339)  (386)  (401)

Durie LancetOncol2017:Kumar, Lance®ncol2020



IMROZ and CEPHEU|S

Betterthan DaraRd?

IMROZ': NDMM patients
ineligible for HDT-ASCT
(N = 440)

CEPHEUS?: phase 3 study

of DARA SC-RVd vs RVd in

transplant-ineligible FLMM
(N = 360)

Randomization

T~
O
2
@
N
£
O
T
c
@
1 4

Induction Continuous treatment

ISA + Rvd ISA + Rd Treatment until PD
4 x 6-week cycles 4-week cycles or unacceptable

q
PD
Crossover
Induction/Consolidation Maintenance
RVd Rd
8 x 21-day cycles 28-day cycles (cycle 9+)

DARA SC-RVd DARA SC-Rd
8 x 21-day cycles 28-day cycles (cycle 9+

toxicities

Long-term
safety,
subsequent
therapy,
PFS2, and
survival
follow-up

Primary endpoint:
PFS (40 months vs
62.5 months)

Secondary endpoints:
OS, PFS2
ORR, CR
Safety, QoL
MRD

Primary endpoint:
MRD

Secondary endpoints:
PFS, OS
Durable MRD
ORR, VGPR, CR
PFS2
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Highriskdisease
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Highrisk MM features

INTERNATIONAL STAGING SYSTEM (ISS)

Based on serum beta2-microglobulin and albumin.

CHROMOTHRIPSIS REVISED-ISS
Catastrophic shattering and rejoining Q ISS + lactic dehydrogenase and

of chromosomes, leading to varying fluorescent /n situ hybridization (FISH)
copy number across chromosomes. cytogenetics [t(4;14), t(14;16), del 17p].

49!1 Rik

TP53 BIALLELIC INACTIVATION Multiple 1 COPY NUMBER CHANGES

Loss of both alleles due to Myeloma >3 copies of the long arm of
deletions and/or mutations. \ / chromosome 1 (1q).

GENE EXPRESSION PROFILING

Differential gene expression within a
validated signature (L.e., UAMS70, SKY92).

CIRCULATING PLASMA CELLS
25% or 20.,5x10%/ul., or as in plasma cell

leukemia (>20% and >2x10%/uL) @

HIGH RISK PHENOTYPE
Extramedullary disease or progression during
induction or during short breaks in therapy.



Plasmeacellleukemia

Terminal stage anthostaggressivéorm of PC dyscrasia
2-4% off all P@alignancies

PRIMARYYPCIin ptswithout prior history of PCdyscresia
SECONDARMPCLin ptswith a history of MM

Adverseprognosisvhateverthe treatment
Particularlyfor sPClwith a mediansurvivalof 2-6 months

Diagnosidollowing IWMG,5%circulatingPC




FORTE || KRDvs. KChvith/without ASCT

Phase Il

Induction Consolidation
4 x 28-Day Cycles 4 x 28-Day Cycles
Arm A: KCd Arm A: KCd -
(n=159) LEREE) k=
Patients with NDMM, s E
eligible for ASCT and Arm B: KRd i Arm B: KRd s
< 65 yrs of age (n=158) i (n=158) :'.:IE
(N =474) § 4 x 28-Day Cycles =
o
\ Arm C: KRd Arm C: Arm C: KRd 3
(n=157) HENEY)
Dosing in slide notes. T 1
Endpoint 1: Endpoint 2:
postinduction VGPR premaintenance VGPR, sCR, MRD

negativity, safety, rate of early relapse

Gay, LanceDncol2021



FORTE || KRON HRpatients

Subgroup analyses according to FISH: Progression-free survival: Random 1

dell7p, ¥(4;14), 1(14;16), dellpnd 1q gain (3 ) _ . KCd_ASCT vs. KRd_ASCT vs. KRd12
O2LASav 2NJ Y Lw IJ L O2 LA Sav Median follow-up from Random 1: 51 months (IQR 46-55)

Standard risk High risk Double hit
Absence of any chromosomal (N=153) (N=243) (N=105)

abnormalities

8

(=]
~
«»

>1 chromosomal abnormalities

Progression-free survival
°
g
Progressio- free survival
o
3

&

o
8
8

°
3
3
g
&
g
°
3
8
&
g
-
8
&
g

>2 Chromosomal abnormalities — e e
KRd_ASCT vs. KCd_ASCT: HR 0.44, p=0.04 KRd_ASCT vs. KCd_ASCT: HR 0.57, p=0.01 KRd_ASCT vs. KCd_ASCT: HR 0.49, p=0.03
KRd_ASCT vs. KRd12: HR 0.46, p=0.04 KRd_ASCT vs. ¥ 2: HR 0.6, p=0.04 KRd_ASCT vs. KRd12: HR 0.53, p=0.07
KRd12 vs. KCA_ASCT : HR 0.96, p=0.9 KRd12 vs. KCd_ASCT: HR 0.95, p=0.8 KRd12 vs. KCd_ASCT: HR 0.91, p=0.75

Benefitof KRD ASCT KR consolidatiorobservedin all subgroups i
dell7p, t(4;14), dellp, 1q gaexcept amplgm xn O2 LA S & o0

Mina, EHA 2021, #S1¢€



CONCEPT |

IsaKRON HRpatients

Arm A
N=117

NDMM Patient with 1 cycle
(4 weeks) of MM treatment ...

Transplant-eligible and < 70 years of age

| I-I(Rcll X3 |

Cyclophosphamide-based Mobilisation
I

| I-KRd x 3

HD-MEL 200

HD-MEL 200 (no nCR/CR)

| -KRd x 4

I-KR Maintenance

Phase Il

Patient ND MM NDMM Patient with 1 cycle
. I’ """"""""" (4 weeks) of MM treatment
FISH-Analysis :
| } ArmB
High-risk disease - . N=36

Transplant-ineligible or = 70 years of age

*del 17p or t(4;14) or
t(14;16) or +1q21 (more | I-KRdx 6 |
than 3 copies) + 1552/3

I-KRd x 2 |

|
I-KRd x 4 |

I-KR Maintenance

Leypold Leukemi&022



CONCEPT | IsaKRDOn HRpatients

Best Response during induction (6 cycles)

100% ORR
100 1 ’
sCR 8 7
90
3
80 0 2 2 1
2CR =46% .
70 & s
g ®
60 g
@ »
0 a g .l
2VGPR = 90%
40 ” 24-month PFS, 75.5%
10 - E 1 1] I 1
0 10 20 30
20 time since Inclusion In months
10 Subjects: 50 48 a4 40 39 4 25 17 9 =

n=50 (Arm A=46; Arm B=4)

High risk: del (17p); t(4;14); t(14;16) or >3 copies 1g21 AND ISS stage 2 or 3

Leypold Leukemi&022



OPTIMUM

DaraCVRD

Bridging Induction Consolidation 1 Consolidation 2
Max Max 6 cycles 6 Cycles 12 Cycles
2 cycles (incl bridging) Start 100-120d post ASCT
Dara-CVRd . V-HD-MEL Dara-VRd Dara-VR
. (@ 2 . +ASCT
rimary PCL Daratumumab iv 16 mg/kg
(E20% cPC) TREAT MUKOE Cycle 182: Days 1,8, 15 2 s A URILITNG S5 Deratumumeb sc
n=10 — TREA MUK9E o = Ao A E Melphalan iv 200 mg/m? 1800 mg Day 1 1800 Day 1
~ Unfitiother n=20 Cycle 3+: Day 1 4 Day -1 Bortezomib sc 1.3 mg/m? et m?
Central Lab Withdrawn n=11 Cyclophosphamide po 500 mg Autol Stem Cell . Bortezomib sc 1.3 mg/s
Suspected NDMM (ICR London) . e i ulologous Stem Ce Days 1, 8, 15, 22 Days 1,8, 15*
39 UK Hospitals! % Ultra High-Risk 0 =4 Days 1,8 | Translantation
( P ) Genefic n=128 Bortezomib sc 1.3 mg/m Lenaiidomide po 25 mg Lenalidomide po 25 mg
nee2 GEP PW"""ﬂ ing, / Interventional trial " Days1. 4.8 11° Dey 0 Days 1-21 Days 1-21
v LSy Dexamethasone po 40
N 2 Slhtyn:(;g;llaﬁoﬂ ) Lenahd[;;:‘\/:i?.(ﬁ 25mg Bo[;(ezon’ub 153 T?em, mg?
er ays -1, +5, +14,*
OPTIMUM Screen L omer > 4 DA 40 el SRR Day 1,8, 15,22
" Standard of care Days 1, 4,8, 11 haematopoietic recovery 28d cycles

100%

80%

60%

40%

20%

0%

‘Real-world' data collection

J 21d cycles

Evaluable* population
(n=102/n=96)

ORR 99% ORR 93%

2VGPR
~ 84% 2VGPR

~ 87%

End of induction Day 100-120 post-ASCT
PR mVGPR mCR

*evaluable = having reached respective timepoint or PD

Maintenance
Until progression

Central Response, Birmingham University (HydraShift)

“Permissive bortezomib dose reduction schedule
120mg for elderly/frailer ‘

.‘ Day 100-120 post-ASCT 0

[ Central MRD, HMDS Leeds (Flow cytometry, 10- sensitivity)

Patients with valid* MRD result
(n=87/n=83)

100% 1

80%

pPCL (evaluable D100-120; n=8) 60%
CR: 2 (25%)

* VGPR: 2 (25%) 40%
+ PR: 2 (25%)
« PD: 2 (25%)

20%

0%

End of induction Day 100-120 post-

) ASCT
# MRD-negative (10-5)

*valid = measurable and meeting positive or
negative criteria

Brown, EHA 2021, #S1¢



IFM 201804 ||

DaraKRD and tandem ASCT

High-risk cytogenetics m

17 p deletion
t(4;14)
t(14;16)

1q gain

2 HR cytogenetics abnl.

100 -
90 ~
80 ~
70 A
60 ~
50 ~

40 -

Response rate (%)

30 ~

20

I CR 31%

40%
52% Induction

20% dara-KRd x 6
50%

68%

ORR, 96%

—

Stem cell

collection
(cyclo G-CSF

+/- plerix)

E PR

m VGPR
CR

msCR

— | VGPR, 91%

Evaluable patients (n = 48)

MRD 105 (NGS), 62%

Survival probability

Maintenance

Consolidation dara + R for

2 years'

dara-KRd x 4

2 W .
0.75-

0.50+ |
0.251

0.00+ 18 month PFS, 92%

6 12 18 24 30
Follow-up time (months)

O A

Touzeau, EHA 2022, #S1
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MRD todefinetherapy




MASTER |

DaraKRDfor de-escalation

Dara-KRd

Daratumumab 16 mg/m? days 1,8,15,22 (days 1,15 C 3-6; day 1 C >6)
Carfilzomib (20) 56 mg/m? Days 1,8,15

Lenalidomide 25 mg Days 1-21

Dexamethasone 40mg PO Days 1,8,15,22

Phase Il

HRCA
t(4;14),t(14;16),t(14;20),del(17p),
gainfamp(1q)

Induction Consolidation Consolidation
- b - Lenalidomide
Dara-KRd x4 — = - AHCTY _"Lou-xuxa _"meA " Malatenance
? ? 2™ MRD (-) ? 2" MRD (-) ? 2" MRD (-)
g e (<109) g (<10%) 8 (<10°7)
= s =
+ B +

LI MRD assessment by NGS

"MRD-SURE” -Treatment-free observation and MRD surveillance*

*24 and 72 weeks after completion of therapy

MASTER trial

Costa, JCO 202



MASTER DaraKRDfor de-escalation

All Patients 0 HRCA 1 HRCA 2+ HRCA
20% 82%
78%
73% 73%
64%
60% 59%
40% 4% 41%
30%
25%

Post Post-AHCT MRD-directed Post PostAHCT MRD-directed Post PostAHCT MRD-directed Post PostAHCT MROD-directed
Induction (N=118) consolidation Induction (N=50)  consolidation Induction (N=44)  consolidation Induction (N=24)  consolidation
(N=118) (N=118) (N=50) (N=50) (N=44) (N=44) (N=24) (N=24)

® MRD Negative (<10-5) ® MRD <10-6

Figure 1 - Achievement of MRD negativity by intent-to-treat according to phase of therapy and number of
high-risk cytogenetic abnormalities

MRD- in 80% (78%, 82%, 79% in 0O, 1, 2+ HRCA)
- MRD 1€ in 66%

- MRD- 2xconsecutivelyin 71%

2y-PFS, 8790 %,
Cumulative incidence dfIRDresurgenceor progression 12
months after cessation otherapy (4%,

58%in 0, 1, 2+ HRCA)

27%0, 1. 2+ HRCA

Costa, ASH 2022, #32:



