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Recommendations for the first relapse of myeloma

Second-line options after VRd

Lenalidomide-
sensitive

KRd [1, A)
DaraRd [I, Al
EloRd I, A]
PomVd [I, A

DaraKd [I, A]
IsaKd [1, A]
IxaRd [I, A]

svd {1, A)

Lenalidomide-
refractory

Pomvd [I, A]
DarakKd [I, A]
Isakd (1, A]
Svd [1, A

Bortezomib-
sensitive

KRd [I, A]
DaraRd (1, Al
EloRd [i, A
Pomvd [I, A]
DaraKd [l, ,A]
Daravd [I,A]
Isakd [1, A]
Svd [1, A
VenVd* [, A}

Lenalidomide
and bortezomib-
refractory

DaraKd [I, A]
IsaKd [I, A]

Second-line options after DaraRd"* Second-line options after DaraVe
or DaraVTD"<

Lenalidomide- Lenalidomide- Bortezomib- Bortezomib-
sensitive refractory sensitive refractory

Dimopoulos et al, Annals of Oncology 2021
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Pomalidomide, bortezomib, and dexamethasone after 1 prior line of therapy in relapsed or P-224
refractory multiple myeloma: a safety subanalysis of the phase 3 OPTIMISMM trial

Katja Weisel," Meletios Dimopoulos,* Albert Oriol,’ Meral Beksac,* Fredrik Schjesvold,® Anna Marina Liberati,® Jindriska Lindsay,’ Darrell White,® Jesus San Miguel,’ Philippe Moreau," Larry D. Anderson, Jr,"
Alessandra Lorocea,'! Pawel Robak, " Prisca Vogel,' Rulyun Hang,'” Lara Grote, "* Teresa Peluso, ' Paul Richardson'
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Medical interventions of TEAE EOIs

' o Artbiotios, wt¥irgat, anticrotuzoels, end tivirals wer: 10 trest
14 . mupa:cva-nmvvcmmn CHpIrRNZEE FAICHIZN: 303 IICESATONS
3 pice & Bombun Purs & foaerss T 243000
* O CSF Umanrents werk uied for patents ~u LU0 (52 0%) and fobille
ceurapenia (64 7¥] in the Péd s (teble Acknowledgments
« dmtiviceh and §-LSF propiylees were recommended by study protecol s Vi paiown, Pario, el Taregvert whi oo VI L sisy s
£3602¢ £0 IR IO SLUPPSANG LTIIUMGATS SAICT AL 0350% s nd S S D Wi et
* Areng patients with thrombocytopersa, 29.0% 1931) In the 2d arm and 28,44 A LA A apye e Tt
I T (0732} 1 the Vo 2nm mcaved plasalit Taretusiors IS 300 830% TN X RS By PR KD, WD) o LNYEN K NN
r LIRS v heeng peslents with aneeva, ST 7% of pasenis (15125) e P a0m a0e Comeuricabien LG, Aoy Bl b stk
- ko oo 40 Hmere caad et o N & e pale S ATDE 5 5.5% 5 parents |1/Z2: in e Yd . recemed 723 bload el trshusices
e o e e T P i o 5 » Figure 5. Hedlan duretion of any-grade TEAE EOI Disclosures
tications & psinent:ided
- AIGIONR O PADONES wha recetvnd oay 1 priot Une of weasmont ~ The Incizerces of grace J. ﬂc Aroperma and trfections ang infexanions Tobie: 4. e ons for TEAR misnag i~ 16 the V4 &rm
s are tho ciovnce of grade 34

wore sohctid for T alaty analyss
~ Patioms were inciuded who feceives & 1 dose of study dng

* The I CICAL fwmrsion A0 or Higher) and Medt A dic
YOrEON 20.C) MR 220 £ S arEs AES By SyTion CIEAN 23k
el pooter e T AT S0 A€ Gradis

bacyiooenis

o i2 s mos: = 374 (Figure 31, began in the Frzt cycts of
VAT (Fgurs 4) o o & Figare %)
= Al frtrfie nevtroperis crses fn » 4) were gade 34

Antind e 13 aterns whib § 1 e s fmation o
et 10 o 3T

s, Wl ngs, of srrucaieus ae  pen s o 04
3 Voo 34 ot o

* Inectoe g et e el ety e

* T 10 GmRL, SurEtion, Cpcle TN g, Sad LEPO e L 0 §
- grase 1/2 (Figurs 3), kegan iz mnynlr g AT - S
£ L0k mece explared bt meciion checatioms of 12 and 14 dayy, m,wn.—qwr\," T cdscrdebbics v slera ol skl |
. b cHunnte o wies caloulated 00 % /T c
Erporere-adjutied woiderce rwies were colculated i | Tsbie 2. Grade 3/4 TEAE KO1 incidence rates per 100 Y5t bl onidosilebbosiabionduntimbirbettid

- = £ rUmber of BATENES wItN £hG STICHOE AS
= T Che 1ot patnantguars ) Petizrts mth Trerbeey e | Pertonersl
o Gaouped TERE EOH wore Lsad 1o omhANco AF Cecactin and prasent = T
cmkally relent A1 terry

e

* Patierts win > 1 cocarrene of the sone TEAE [O1 were courted
e 7 £t Categary Dy £10 FIGHCH §AZ0 HPRTonce

e ST Tem—py

M e 03 v s ccond

Preserned ot Intematiarel Vaelamd Wirkinao (NI Sesassbee 3 11, 3




Highlights from IMW 2021

1-2 Febbraio 2022
Bologna

* 1-3 prior regimens,
22 Cycles of LEN
+ECOG PS<2

* Prior BORT
alowed (PDon 1.3
mg/m? twice weekly
dose excluded)?

Royal Hotel Carlton

OPTIMISMM  —
21-day cycles
PVd (n= 281)
POM: 4 mgDays 1-14 B
BORT: 1.3 mg/m?SC 100

Cycles 1-8: Days 1, 4, 8, 11
Cycles 9+ Days 1 and 8

LoDEX: 20 mg (< 75 years) or
10 mg (> 75 years)
day of and after BORT

Vd (n=278)
BORT: 1.3 mg/m* SC
Cycles 1-8: Days 1, 4, 8, 11

Long-term follow-up

Progression-free survival (%)

HR 0:65195% (10-50-0 84); two-sided p~0 0008

Cycle 9+: Days 1 and 8
20 mg (< 75 years) or
10 mg (> 75 years)

Follow-up visit
28 Days after Tx
discontinuation

N =559 LoDEX:

day of and after BORT Tx discontinued due to PD BEEEEEEEEEEEERENE;
Numbaratrisk
Tx discontinued prior to PD (rumber censored)
Pormdlidomide, bortezomiib, and dexamethasone - 200 B w7 oM ¥y ¥ 1 7 6 4 2 L 1 1 30
Enter PFS 0 & @ G4 @ 5 B 6D oH ) 6 @8 09 1 1) (5
i ; Botezombanddeamethasone ¥ 1B 8 ¥ X 19 B § 4 4 3 2 2 0 0 0
« Stratification follow-up period® O 26 @) GO ) 60 B & o 1 01 oy omom ;@

- Age (s 75 years vs > 75 years)
~ Prior regimens (1vs > 1)

R minenalahilin at cnraanina (¢ 2 E meall e SAEINCE L mall ve SEE mnll )
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Safety Perighar i rearvose by
« At the data cutof! (26 October 2017), the median duration of treatment
was longes in the PVd amm (47.4 weeks; range, 4.7-147.0) than the Figure 4. Median time to onset of any-grade TEAE EOI
vd arm (27.1 woeks; range, 0.4.162.0) =
o Grade 3/4 TEAE Ok cccurred in 57.5K of patients (127/221) ey " 0+ XD
e oo JEECSR Figure 3. Grade of TEAE EOIs in each cycie of PVd treatment
» Nore grace 3/4 neutropenis, infections and infestations, and peripheral T Y
NOUrOEAthy events were present i the PVd v Vd arms (Figure 2) Tvueo A i, T
Figure 2. Grade 3/4 TEAE EOls ——le e £
vt proYn
o - ve - e [T £
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v 10 adjust for the longer treatment duration in the PV arm than the Vd arm, -1
incidence ratos per 100 PYs were calculated for cach of these grade 3/4 TEAE : . ppury e M i e ¥ o) 1t Qg 93 1o 1 : >
£Ois (Table 2) Figure 5. Median duration of any-grade TEAE EOI
— The Incidences of grade 374 neutropenta and infections and infestations e T e R——
wete greater with PVd vi Vd, whereas the incidence of grade 374 ina e JPPO AP o
thrombocytopenia was greater with Vo ~—eyroer -
TV daw g e A =
o Neutropenia was mostly grace 1/ 4 (Figure 3), began in the first cycle of o u e R sl o \J
treatment (Figure 4), and (asted a median of 8 days (Figure 5) » it asd E " ‘:.',. -
— All febrile neutropenta caw (n = 4} were grade 3/4 < . R PPt 4L ] e
, ‘ E Revsperat BAS AL FEd 1 1 R O e
* Infections and tnfestations and peripheral nouropathy were mostly 2 g et o P 2 T e L 02 R A
grade 1/2 (Figure 3), began in the first 2 cycles of treatment (Figure 4), and -4 T Rl ™ -0 .
had median cunations of 12 and 19 days, respectively (Figure 5) [ 3 _:7‘-‘,' Perudared & X
Table 2. Grade 3/4 TEAE EOI Incidence rates per 100 PYs*
™
Infections
Patients with 1 prior Throembecy- and Peripheral Acte reond
fline of treatment Neutropenia topenia infestations | meuropathy oo
PV In < 111) .28 2130 n"n | 1
Y (n = 110) 13,14 nw nn | %) DR e—
DI ring 11+ 180 of Demiirn b N LRalAE Oty 2 ovmwtn, with sears o 14 dewt 116 Gapr Ongoey ALt sare sut simd hor Couniocers
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Dose modifications

the PV and Vi arms (Table 3)

s were mainly managed with dose reductions and intesruptions of any

* POM discontinuations due to » | TEAE EOI of any grade were fow (9.0%)

= 95.5% of patients had POM Interruptions and 45.9% of patients had

Conclusions

* The safety profile for PVd at first relapse in
patients with RRMM &5 consistent with previous

POM dose reductions n o
= The median n
Grade 374 TEAEs of neutropenia, peripheral
neuropathy, and Infections and infestations were
more frequent with PVd vs Vd

tive POM dose interaity was 0.9 (range, 0.2.1.0)

Infections and infestations were the primary cause of PVd dose tnternuptions
{54.1%) (Table 3)

Pecipheral neuropatiy was the most common TEAE €01 leading to dose
reduction (32.4%) and discontinuation (16.2X) with PVE (Table 3)
~ Exposure-adjusted Incidence rates were higher

Table 3. Dose modifications of any deug due to TEAE EOis per 100 PYs In the PV group than the Vd group

Treatment durations were longer for patients who
recelved PVd than Vd, and POM discontinuations
were infrequent

» TEAE EOls generally occurred in early cycles

& 1 TEAL £0! loading of treatment and were managed with dose

o Gose mOdifCAtions

880

of any arug modifications or appropriate supportive care
BN 1@ 108 e | ® + The higher efficacy of PVd and consequent use of
weas say | ven | Boun ] 1o 109 supportive strategies s recommended to minimize
| Lo 5 - toxicity and maximize effect
@ 40s |wean|opea| son | 109
e " ril 1 (08
e # l‘ X References
Soreence | 159 | ) @.7) 1109 | 109

(ctuceg dternem
203 corduion

Medical interventions of TEAE EQIs

o Antibiotics, antifurgals, antiprotozoats, and antivi wore used treat
» $5N of patients in the PVd anm who experienced infections and infestatiors
(Table 4)

* G-CSF troatments were used for patients with neutropenis (62.0%) and febrile
nestzopenta (64.7X) in the PVd arm (Table 4)

« Antiviral and G-CSF prophylares were fecammended by
cannot be éntinguithed from suppol

iy protocol and
thve treatments after AE anset

* Among patients with thrombocytopenta, 29.0% (9/31) \n the PVA arm and 28.1%
(9732) i the Vd arm recetved platelet transfusions

* Among patients with anemta, 57, 7% of patients (15/26) in the V4 amm and
45.5% of patients (10/22) i the Vd anm received red blood cell transfusions

Table 4. Medications for TEAE management used in the PVd arm

ANtivirel uie 48 patients With & 1 IAfections and intestations

ooz i« $1p LI
ASTISCS, AITurgals, Of MAIDFOLOSOM Vi b4 patients with 0 05
+ 1 infactiom and infestationt svent (n = 91) :
G-I une i pationts with & 1 neutropenla event (3 » 307 3 2.0
GCIF U I patients with & 1 fedefle NOULTOoents event (n + 3) 24887

o

Prophylaxts medication I patkents with » 1 OVT svent (n = 47
ACOTY I 23D

Tokoda, by

ey e

Pevensy sreeetnt ot the uroomas sty A ation 1S Viousl et eg
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At second or subsequent relapse

Lenalidomide and
bortezomib refractory

—
DaraKd [l, A]
IsaPd [I, A]
EloPd [lI, B]
IsaKd [l, A]

DaraPd [il, B)*

Lenalidomide refractory
and Pl sensitive

DaraKd [1, A]
IsaPd [I, A]
EloPd [l B]
IsaKd [l, A]
DaraPd [ll, B)
Daravd [1, A]
Svd [1, A]
Venvd [l, A"

For triple-class refractory
patients (Pls, IMiDs and
mAbs against CD38)

Alternative
(less preferred) options

v

N
PCd [ll, B] Sd [ll, B] Clinical trials
Daratumumab [1, A] Belantamab mafodotin [il, B]

Moreau, Lancet Oncol 2021
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Pomalidomide-based combinations approved for 3L + RRMM
Evidence and limitations

ICARIA: IsaPd vs Pd ELOQUENT-2: EloPd vs Pd

ORR IsaPD vs Pd: 63% vs 33%. 2 VGPR: 38.3% vs 10.5 ORR EloPd vs Pd: 53% vs 26%. 2 VGPR: 20% vs 9%
With prolonged follow-up, Isa-Pd continues to improve PFS*: mPFS 10.3 m EloPd vs 4.7 m Pd
mPFS 11.1 months vs 5.8 months with Pd alone (HR 0.599, p<0.0001) HR 0.54 (0.34 - 0.86), p-value 0.0078

1.0+ 0s®

- Isa-Pd
0.94
084
= b4 HR 0.54 (95% C10.34-0.86); p=0.0078
: ™
v 084
L
b 054
& (30
= 044 o000
c '-,‘
% 034 o
®--
* 024 e -0 0
Pa
0.14 0.94
HR 0.760 (95% C1 0.574-1.008), log-rank p=0.0280* 0.04
0.0 : T 1 | L} Al L L ] L 5 L
0 3 6 9 12 15 18 21 24 27 30 33 3% 0 1 23 45 6 7 8 9 1011 1213 14151617 1819 20 21 2
Time (months) Tirme (months)
L atnisk
Isa-Pa 154 145 127 119 W09 w2 B84 5 68 63 53 2 . iy
Pg 159 137 "W W03 9 ®m nn o 65 38 & 0 (3.0 ] 00BN ITIRIBNT 41 1 1 v
Pa SN LIVNUNURWMWWEIWESE S I 2T YT 0O0O0DO0VDCDV
Perrot A et al. EHA 2021. Oral presentation. Abstract #5186 Dimopoulos MA et al. NEIM 2018
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A Multicenter, Phase 1b Study to Assess the Safety, Pharmacokinetics, and Efficacy of Subcutaneous Isatuximab Plus Pomalidomide
and Dexamethasone, in Patients With Relapsed/Refractory Multiple Myeloma
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Study design and data

This multicenter, open-label, Phase 1b study (NCT04045795) evaluated the safety,
pharmacokinetics (PK), and efficacy of Isa SC versus Isa IV + Pd in RRMM patients who have
received 22 prior lines of therapy for MM, including lenalidomide and a Pl

Patients were randomized 2:1 to cohorts 1a (Isa SC 1000 mg dose [SC1000] delivered through a
syringe pump) or 1b (Isa IV 10 mg/kg dose)

Isa SC and Isa IV were administered once weekly for 4 weeks (Cycle 1) and then once every 2
weeks in subsequent cycles (QW-Q2W) in combination with Pd

After evaluation of Isa SC safety, PK, and CD38 receptor occupancy (RO) data in cohort 1a, new
participants were randomized 2:1 to cohorts 2a (Isa SC 1400 mg dose [SC1400]) or 2b (IV 10 mg/kg
dose)

The aim of this study was to select an Isa SC dose

The primary study endpoints were dose-limiting toxicity (DLT), injection site reactions (ISRs), and PK
parameters

The main secondary endpoints were overall response rate (ORR), progression-free survival (PFS),
patient reported outcomes and CD38 RO
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Table 1. Patient baseline characteristics

IsalV10mg/kg +Pd 1saSC 1000 mg +Pd Isa SC 1400 mg + Pd

Randomized population (n=12) (n=12) (n=10)
- » mgm = Median age, years (range) 69.5 (46-83) 67.0 (50-78) 72.5(63-83)
Patient disposition and baseline
. . <65 5(41.7) 5(41.7) 1(10.0)
Characte rlstlcs =65 to <75 4(333) 6(50.0) 6(60.0)
=75 3(25.0) 1(8.3) 3 (30.0)
° 3 Median weight, kg 735 703 86.9
A tOta | Of 4 patl e n tS We re Median bone marrow plasma cells at baseline, % 7.5 9.0 18.5

randomized to Isa IV 10 mg/kg + Pd MR ope e
(n=12); Isa SC1000 + Pd (n=12); or T on S o0
Isa SC14OO + Pd (n=1 0) (Table 1) M:Adti:it::c:-;omicrogbbulin,mg/L 3;20500) 2;6657) 5;55050)

ISS stage at study entry, n (%)

» As of March 31, 2021, 7 patients Stage! s S +{400)

Stage Il 5(41.7) 4(33.3) 6 (60.0)

(58.3%) in the IV cohort, 4 patients 2067 0 0

eGFR category, n (%) [MDRD]

(33.3%) in the SC1000 cohort, and 7 me e

<=60-90 mL/min/1.73 m? 5(41.7)

patients (70.0%) in the SC1400 cohort N BT R 3 S5 6%
Number of prior lines, n (%)

remained on study treatment 1 | 5 6 ooy

2 4(333) 4(333) 4 (40.0)

>3 8(66.7) 8(66.7) 5 (50.0)
Refractory to, n (%)

Lenalidomide 7 (58.3) 11(91.7) 7 (70.0)

Pl 71(58.3) 9(75.0) 5 (50.0)

IMID and Pi 6(50.0) 8 (66.7) 4 (40.0)
d, dexamethasone; eGFR, estimated glomerular filtration rate; IMID, immu I; y drugs: 158, 1ab; 1SS, International Staging System:
IV, intravenous; MDRD, Madification of Diet in Renal Disease; B pomali Iomnd PI pw(casnmc hlbﬂor 5C, subcutaneous
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Table 4. Best overall response

IsalV10mg/kg+Pd IsaSC1000mg+Pd IsaSC 1400 mg+Pd

(n=12) (n=12) (n=10)
Best overall response, n (%)
Effica cy Stringent complete response (sCR) 0 0 0
» A trend toward higher ORR was
Observed in the SC14OO (80%) Complete response (CR) 2(16.7) 3(25.0) 2(20.0)
versus SC1000 and IV cohorts Very good partial response (VGPR) 2(167) 2(167) 2(200)
(67% in both cohorts; Table 4)
Partial response (PR) 4(333) 3(25.0) 4 (40.0)

* Very good partial response and
Complete response were similar Minimal response (MR) 2(167) 2(167) 0
across cohorts

Overall response rate (sCR, CR, VGPR or PR), n (%) 8(66.7) 8(66.7) 8 (80.0)
>VGPR 4(333) 5(41.7) 4 (40.0)
Clinical benefit rate (MR or better) 10(83.3) 10(833) 8(80.0)

d, dexamethasone; Isa, isatuximab; IV, intravenous; P, pomalidomide; SC, subcutaneous
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Figure 1. Progression-free survival

Efficacy (contd.) -

Isa IV 10 mg/kg + Pd
Isa SC 1000 mg + Pd
Isa SC 1400 mg + Pd

All Isa SC + Pd
| - Censor
« At 8 months, PFS was 73% for the ] =g
IV and SC1000 cohorts and 89% for el 1
the SC1400 cohort (Figure 1) 3 ey |-
& 054 S
& 03
0.2
0.1 -
0.0 4 . ; g . ; : ; i . g
0 2 4 6 8 10 12 14 16 18
Time (months)
Number at risk
Isa IV 10 mg/kg + Pd 12 10 8 6 5 5 5 4 2 0
Isa SC 1000 mg + Pd 12 10 10 9 7 6 6 4 2 0
Isa SC 1400 mg + Pd 10 9 9 T 5 4 (o] 0 0 (o]
All Isa SC + Pd 22 19 19 16 12 10 6 4 2 0

d, dexamethasone; Isa, isatuximab; IV, intravenous; P, pomalidomide; SC, subcutaneous
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CONCLUSIONS

« The safety of Isa SC at 1000 mg and 1400 mg + Pd was consistent with the known
safety profile associated with IV administration, with no new safety signals identified

 Infusion-related reactions were infrequent, occurring only at first injection, and local
tolerability of Isa SC was very good

» Efficacy results were comparable with the Phase 3 ICARIA registrational trial

* Higher Cy,4n at 4 weeks (PK best predictor of Isa efficacy) was achieved following SC
administration compared with IV

* PK modeling and simulations, accounting for imbalances, and CD38 RO support the
dose of 1400 mg QW-Q2W for the expansion cohort which is ongoing

» Isa SC + Pd appears to be a promising and convenient option for patients with RRMM
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Pomalidomide-based combinations approved for 3L + RRMM
Evidence and limitations

ICARIA: IsaPd vs Pd ELOQUENT-2: EloPd vs Pd

ORR IsaPD vs Pd: 63% vs 33%. 2 VGPR: 38.3% vs 10.5 ORR EloPd vs Pd: 53% vs 26%. 2 VGPR: 20% vs 9%
With prolonged follow-up, Isa-Pd continues to improve PFS*: mPFS 10.3 m EloPd vs 4.7 m Pd
mPFS 11.1 months vs 5.8 months with Pd alone (HR 0.599, p<0.0001) HR 0.54 (0.34 - 0.86), p-value 0.0078

1.0+ 0s®

- Isa-Pd
0.94
084
= b4 HR 0.54 (95% C10.34-0.86); p=0.0078
: ™
v 084
L
b 054
& (30
= 044 o000
c '-,‘
% 034 o
®--
* 024 e -0 0
Pa
0.14 0.94
HR 0.760 (95% C1 0.574-1.008), log-rank p=0.0280* 0.04
0.0 : T 1 | L} Al L L ] L 5 L
0 3 6 9 12 15 18 21 24 27 30 33 3% 0 1 23 45 6 7 8 9 1011 1213 14151617 1819 20 21 2
Time (months) Tirme (months)
L atnisk
Isa-Pa 154 145 127 119 W09 w2 B84 5 68 63 53 2 . iy
Pg 159 137 "W W03 9 ®m nn o 65 38 & 0 (3.0 ] 00BN ITIRIBNT 41 1 1 v
Pa SN LIVNUNURWMWWEIWESE S I 2T YT 0O0O0DO0VDCDV
Perrot A et al. EHA 2021. Oral presentation. Abstract #5186 Dimopoulos MA et al. NEIM 2018
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Elotuzumab plus pomalidomide/dexamethasone for relapsed/refractory

multiple myeloma: final overall survival from the phase 2 ELOQUENT-3
trial
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Introduction

Therapies that extend overall survival (OS) are needed for patients with relapsed/refractory multiple myeloma
(RRMM) and prior exposure to lenalidomide (LEN) and a proteasome inhibitor (PI)

Elotuzumab, an immunostimulatory monoclonal antibody that targets SLAMF7, exerts multiple mechanisms of action
to enable selective killing of myeloma cells'-3

Pomalidomide, like LEN, is an immunomodulatory agent that has tumoricidal and immune- enhancing effects* and
activity in LEN-refractory disease> ¢

In the randomized phase 2 ELOQUENT-3 trial, elotuzumab plus pomalidomide/dexamethasone (EPd) significantly
improved progression-free survival (PFS) versus Pd in patients with RRMM and > 2 prior therapies including LEN and a
Pl (median 10.3 months vs 4.7 months; HR 0.54 [95% Cl, 0.34-0.86]; P = 0.008)”

— Regulatory approval was granted in regions including the USA, EU, and Japans.?

Preliminary analysis of OS from ELOQUENT-3 (minimum follow-up of 9.1 months) showed a trend favoring EPd over
Pd’ which was maintained in a subsequent unplanned interim analysis (minimum follow-up of 18.3 months)'°




Figure 1. ELOQUENT-3 study design (NCT02654132)

Patients and treatment disposition

» Atotal of 117 patients were

- Cycles 1-2 Cycles 3+ Follow-up every 4 weeks®
randomized, 60 to EPd and 57 to
Pd Elotuzumab Elotuzumab
10 mg/kg IV 20 mg/kg IV Endpoints
* Baseline characteristics were Weekly Every 4 weeks Primary
similar between groups « PFS per investigator
) . EPd Pomalidomide
* 2 2 prior lines « ORR per investigator
of therapy
* 0S
« Refractory Dexamethasone
to last 40 mg® equivalent,< weekly
therapy _@_ Exploratory
« Refractory or * Safety
relapsed/refractor » Duration of response
y to LEN and a PI Pomalidomide
« Prior treatment 6 (O, (RS 17
with Data cutoff:
. . January 11, 2021
pomalidomide not
permitted Dexamethasone Minimum follow-
Ly 40 mge orally, weekly up: 45 months
Pd

aRandomization was stratified by prior lines of therapy (2-3 vs > 4) and ISS stage at time of enrollment (I-1l vs Ill); 20 mg in patients aged > 75 years; “Dexamethasone was split

between oral (28 or 8 mg in patients aged < 75 or > 75 years) and IV (8 mg) doses on days with elotuzumab; 9Follow-up continued until disease progression; follow-up for survival
occurred at least every 12 weeks.

ISS, International Staging System; ORR, overall response rate.
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Efficacy

At final analysis, there were 37 (61.7%) deaths in the EPd group and 41 (74.5%) in the Pd group
— The most common cause of death in both groups was disease progression (EPd 41.7%, Pd 49.1%)

OS was significantly improved with EPd versus Pd: median OS was 29.8 months (95% Cl, 22.9- 45.7) versus 17.4 months
(95% CI, 13.8-27.7), respectively, with a HR of 0.59 (95% Cl, 0.37-0.93; 2-sided stratified log-rank P = 0.0217)

OS rates were consistently higher with EPd than Pd at 1 year (79% vs 68%), 2 years (63% vs 44%),
and 3 years (39% vs 29%)

The OS benefit observed with EPd was maintained across most subgroups, although sample sizes were small
— These included patients aged > 75 years, patients with > 4 prior lines of therapy, patients with disease
refractory to LEN and a PI, and patients who had received LEN as their most recent prior therapy
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Overall survival in all randomized patients

0.9 4 HR, 0.59 (95% Cl, 0.37—0.93); P = 0.0217
79%
0.8 -

0.7
63%
0.6
68%
0.5

0.4 o

Probability of survival

44%

0.3
29‘—\(y EPd
0.2 1 ’ L eee-e—o Pd

0.1

0.0

Oié4121%152%242|73IO3E333194&4154|85|1511
Time (months)

No. at risk
EPd 60 57 53 48 43 41 37 36 34 29 27 25 21 21 21 15 7 1 0

Pd 57 49 43 36 34 29 25 22 22 18 17 15 14 12 10 8 3 1 0
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conclusions

In this final analysis of OS from ELOQUENT-3, EPd demonstrated a statistically significant and clinically meaningful
improvement in OS versus Pd in patients with RRMM and > 2 prior therapies including LEN and a PI

— 41% reduction in the risk of death
— 1-year increase in median OS

Subsequent therapies were balanced between treatment groups, suggesting that the effect on OS was primarily due to
EPd

OS benefit was consistent in key patient subgroups, including patients who had received LEN as their most recent
prior therapy

The safety profile of EPd was consistent with previous reports and no new safety signals were detected’:'°

ELOQUENT-3 is the first randomized controlled study of a triplet regimen incorporating a monoclonal antibody
and Pd in RRMM to show both significant PFS and OS benefits

17
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SELECT Trial in Progress
Study Design

+ The SELECT study is an open-label phase 2 study ongoing at ~ 40 sites in the EU and US, with expansion to more
countries planned

+ This study will evaluate the novel primary endpoint of MRD-negative CR to assess the efficacy of KPd in patients with
one or two relapses of MM

Treatment Until Disease Progression
Key inclusion criteria:

RRMM

N KPd
One ortwo prior lines of therapy Carfilzomib® (20/56 mg/m2) + pomalidomide¢ + dexamethasone®

Refractory to lenalidomide
= PR to lenalidomide
Prior exposure to a Pl or anti-CD38 antibody is allowed

Primary endpoint: MRD-negative CR in the bone marrow at 12 months by NGS (sensitivity of 10-°)

Secondary endpoints: ORR, best MRD-negative response at any time, sustained MRD-negative CR, DoR, TTR, PFS,
OS, and safety

aTwenty-six patients are currently enrolled; the target for enrollment completion is January 2022. PIV on days 1, 8, and 15 of each 28-day cycle for cycles 1-12 and on days 1 and 15 from cycle 13 until progression or
end of study (20 mg/m2 on day 1 of cycle 1 and 56 mg/m? thereafter). °PO 4 mg on days 1-21 of all cycles. 9PO or IV 40 mg prior to carfilzomib on days 1, 8, 15, and 22 of cycles 1-12 (20 mg for patients

> 75 years old) and 20 mg on days 1 and 15 of cycle 13 onwards (10 mg for patients = 75 years old).

CD38, cluster of differentiation 38; CR, complete response; DoR, duration of response; EU, European Union; IV, intravenous; KPd, carfilzomib, pomalidomide, and dexamethasone; MM, multiple myeloma;

MRD, minimum residual disease; NGS, next-generation sequencing; ORR, overall response rate; OS, overall survival; PFS, progression-free survival; Pl, proteasome inhibitor; PO, per oral; PR, partial response;
RRMM, relapsed/refractory multiple myeloma; TTR, time to response; US, United States.

Moreau P, et al. Presented at: 18th IMW; September 8-11, 2021; Vienna, Austria. Abstract P-206.



