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Patient Journey Through Myeloma Therapy:
Results of Chart Review!-3
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Diagnosis Relapse 1 Relapse 2 Relapse 3
First-line Second-line Third-line Fourth-line
Proportion of treatment treatment treatment treatment
patients reaching
each LOT = 95%, 61% 38% 15%

Figure adapted from Durle BGM.! Values for duration and response data from Yong K et al.?

CR/VGPR, complete reslx)nsc/vmy good partial response; LOT, Ilne of therapy; TTP, time to progression.
1. Durie BGM. Conclse review of the disease and reatment options. International Myeloma Foundation, 2018 (Accessed August 2021); 2. Moreau P, Touzeau C. Am Soc Clin

Oncol Educ Book 7015 0504 eSll 3. Yong Ket al. BrJ Haemdlol 2016 175:252-264
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Evolution of Myeloma
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* Time

are competing events leading to refractoriness

Plasma cell genomic instability, antigen loss and microenvironment-related changes
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Treatment of Multiple Myeloma

1844 1960 1970 1980 1990 2000 2003 2004 2013 2015 2019 2020 2021
Mr. Melphalan : ldecabtagene
McBean (1958, Blokhin) HD chemo Melflufon
1844 Ann NYAcad sc, ASCT ' B“”UIU””b "‘-:HUIHH.![I
Melphalan I Lenalidomide Belantamab
g , afodotin- f
Glucocorticoids | Thalidomide mafodotin-bim
(1969) I Selinexor
Panobinostat
Combination chemotherapy : Daratumumab
Vincristine I Elotuzumab
Doxorubicin | Carfilzomib |xazomib
( Dexamethasone 1 Pomalidomide
)'--------------
Chemotherapy era . Targeted therapy era

14 novel agents approved for multiple myeloma in this century
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Disease and Patient-Based Factors Influencing the
Treatment Decision-Making at the Relapse Setting

B Refractory Previous Patient
Age disease 1SS therapies preference
Performance Renal Cyto- ."-._ Travel /
" status = impairment genetics kY infusion time
Bone
| Disability disease | )
........................ The most effective
& regimen, safe and
0- 2 S
-1 morbidities maintaining QoL

ISS, International Staging System; Qol, quality of life
Clegg A et al. Lancet 2013;381:752-762; Handforth C et al. Ann Oncol 2015;26:1091-1101; Chen X et al. Clin Interv Aging 2014;9:433-441; Palumbo A et al. Blood 2015;125:2068-2074;

Jhaveri D et al. Haematologica 2016;101:1-881 (Abstract E1312); Sonneveld P et al. Leukemia 2013;27:1959-1969; Faiman BM et al. Clin J Oncol Nurs 2011;15:66-76;

Micell TS et al. Clin J Oncol Nurs 2011;15:9-23; Greipp PR et al. J Clin Oncol 2005;23:3412~3420; Binder M et al. Haematologica 2016;101:P665; Merz M et al. Haematologica
2016;101:P650; Chng W) et al. Leukemia 2016;30:1071-1078; Chung TH et al. PLoS One 2013;20:e66361; Sonneveld P et al. Leukemia 2013;27:1959-1969; Ramsenthaler C et al, BMC
Cancer 2016;16:427; Williams LA et al, J Clin Oncol 2016;34:¢18127; Ramasamy K et al. Haematologica 2017,102:E1457.
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FIRST RELAPSE*
I

v v

NOT REFRACTORY TO LENALIDOMIDE REFRACTORY TO LENALIDOMIDE
Preferred Alternative: Preferred options: Alternative:
options: Dvd PVd Dvd
DRd Kd DKd Kd
KRd DKd Isakd
IsakKd
IRD Other options:
ELO-Rd KPd, DPd or IPD
PVvd
SVd (subject to
approval)
*Consider salvage auto-transplantation in eligible patients Moreau, Lancet Oncol, 2021
s YND|D _l_—_— — el e i i o o - >---—
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" DRd (n = 286)

« RRMM Daratumumab 16 mgikg IV . PFS
Every week in C;
= 21 priof line of b Sec end
therapy A . 08
Wieadabgraiisodih > + ORR, VGPR CR
notiffenalidomide Every week + MRD
refractory 1 Treatment untit PD s T o 1esponss
z
e

« Creatinine clearance + Duration of rasponsa
230 mL/min
Stratification factors

« No af prior lines of tharapy

Statistical anadrses
+ Final OS analysis at 330 OS

vt
+ 1SS stage at study entry everts

« Prier lanalidomide Cycles: 28 day:
yoles: ays

0 2ae 2a = Mg e - Doy % ared Dy 2

18%

82%

Exclusion per prior therapy: Lena resistant

Global, double-blind, randomized, placebo-controlled study design

N=722 Homide: s o
eazomiti; 4 mg on days 1,8, and 15
_Lenalidomide: 25 mg* on days 1-21
§ Dexamethasone: 40 mg o days 1, 8, 15, 22 Stratification:
i * Prior therapy. 1vs 2013
= 11 Repeat every 28 days untll progression, ISS:lorlivs I
g or unacoepiable toxicity + Pl exposure: yes vs no
3 " Placebo + Lenalidomide + Dexamethasone

Placeba’ on days 1, 8, and 15
Lenalidomide: 25 mg® on days 1-21
Dexamethasone: 40 mg on days 1, 8, 15, 22

Lena-naive
Lena-exposed

' Lena-refractory

Primary endpoint:

Response and progression

= PFS (IMWG 2011 criteria’) assessed by
Key y endpoi anir review committe

« 0S (IRC) blinded to both treatment and
* OS in patients with del(17p) investigator assessment

12%

88%
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Untit PD or
unacceptable
toxicity

Exclusion per prior therapy: Lena resistant

Phase III ASPIRE Trial Design

Eligibility (n = 792) CRd, 28-day cycles
Relapsed or progressive (n = 396)
symptomatic MM
Measurable disease
+ 1-3 prior therapies Rd, 28-day cycles
Partial response or better (n = 396)

to at least 1 prior Tx

Patients were stratified by [+,-microglobulin, prior bortezomib or prior
lenalidomide.

« Primary endpoint: Progression-free survival (PFS)
+ Secondary endpoints included overall survival (0S), overall response rate
(ORR), duration of response, safety

Stewart AX et al. N Engl J Med 2015;372(2):142-52,

95%

5%

Exclusion per prior therapy: Lena resistant and Bz resistant Exclusion per prior therapy: Lena resistant and Bz resistant if at last line
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Daratumumab, lenalidomide and dexamethasone - Madian

H : PFS
44 months median PFS with DaraRd Pationts,n Events months

IRd 351 169 353

100 Progression-free survival 08 Placebo-Rd 354 209 218
HR (95% C1). 0.830 (0.676—-1.018)
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Py Time {manths) Time from randomization, months

Patients at risk, n
IRd 351 261 220 187 147 120 107 96 81 64 28 10 1
Placebo-Rd 354 273 225 174 132 121 106 98 82 63 35 16 1

TIND 0 R T M BB A b
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survival O3, orersl suvie: R woaedinrats

Bahlis, Leukemia 2020 Facon, ASH 2020

KRd Rd lyearPFS  2-ear FFS  3-year PFS  d-year FFS  S-year PFS
,, na
1.0 - [n = 396) (n = 396) e
K HRGTE 05K DILK-D8T) P~ 00005
P Death, No. (%} 244616 272 168.7) ® e A "
S 08 Median PFS, months 261 166 & [T T TR
= HR for KRd v Rd (95% Cl)  0.659 10.553 to 0.784) s
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T T T T T T T T T T T T T 3 42 48 54 60 66 72 T8 84 0
0 6 12 18 24 30 36 a2 48 54 60 66 72 78 Time (months)
- - - Patients at risk (7):
Time Since Random Assignment {months) ERd 321 261 198 49 118 92 67 56 A4 41 3 31 18 4 1 0
No. at risk: Rd 325 217 159 08 69 68 42 38 30 21 21 16 [ ] 0 0
KRd 396 337 282 227 178 136 108 o4 65 45 32 17 2 0 Fig. 4 Progression-free survival. U confidence nteval E3 clotuzumab pus enalicomide and dexamethasons, Hi hazard ratio, A5 progression-
Ad 396 291 M 14 18 9 " 61 25 30 n 13 4 0 free suwvival, Ad lenalidemide and dexamethasone.
J

Sieﬁel, JCO 2018 Dimopoulos, Blood Cancer Journal 2020
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Treatment of RRMM: recommendations from the IMWG

Intention-to-treat population One previous line of therapy
n Median PFS, HR (95% ();* pvalue n Median PFS, HR (95% (0);* pvalue
months (95% Cl) months (95% Cl)
ASPIRE" - - 0-69 (0-57-0-83); <0-0001 - - 0-69 (0-52-0-94); 0-012
Rd group 396 17-6 (15-0-20-6) - 157 17-6 (15-0-22-2)
KRd group 396 26-3(23-3-300) - 184 29.6(23-2-335)
TOURMALINE® - B 0-74 (0-59-0-94); 0-012 - - 0-83 (0-63-1-20); NA
Rd group 362 147, NA - 217 NA
IRd group 360 20-6, NA “ 224 NA
POLLUYA™ - ~ 0-44 (0:35-0-54); <0-0001 - 0-42 (0-30-0-57); <0-0001
Rd group 283 17-5 (12.9-20-8) “ 146 19-6, NA
DRd group 286 445 (341-NE) - 149 533,NA
ELOQUENT-2" - - 0-70 (0-57-0-85); 0-0004 = - 075 (0-56-1.00); NA
Rd group 325 149 (121-17-2) - 159 NA
Elo-Rd group 321 19-4 (16-6-22-2) - 151 NA
Moreau, Lancet Oncology 2021
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Carfilzomib, lenalidomide, and dexamethasone followed by salvage autologous
stem cell transplant with or without maintenance for relapsed or refractory MM

44 pts receiving salvage HDCT/ASCT following re-induction with KRd
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Figure 3: (A) Depth of response at indicated timepoints during frontline/salvage treatment and (B) Kaplan-Meier
plot of progression-free survival (PFS) from frontline/salvage transplant

Conclusion: Salvage HDCT/ASCT after triplet re-induction is a safe and effective strategy for
RRMM patients that may avoid refractoriness to multiple novel agents at the next relapse.
Deep responses and maintenance treatment were associated with prolonged PFS in the
range of what is achieved with current triplet regimens administered until progression. Our
analysis supports continued use of salvage HDCT/ASCT in combination with triplet regimens
and maintenance treatment in patients with sufficient benefit from frontline HDCT/ASCT.
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Figure 2: Kaplan-Meier plots of progression-free survival (PFS) in patients (A) a:hlevlng at least equal and (B)
better depth of response at the time of salvage HDCT/ASCT as before frontline HDCT/ASCT

< VGPR
N2VGPR

p=0.001
0
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Figure 4: Progression-free survival (PFS) from salvage transplant according to (A, Kaplan-Meier plot) response at
the time of HDCT/ASCT, (B, Simon- h plot) e treatment after salvage HDCT/ASCT and (C,
Kaplan-Meier plot) time to progression after frontline HDCT/ASCT (TTP1)

Baertsch, IMW 2021
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Treatment at first relapse:
Two main factors to consider

Daratumumab

. . exposed/naive

Lenalidomide (not refractory)
exposed or
naive (not
refractory)

Daratumumab

refractory

RRMM

Daratumumab

refractory \
Daratumumab

Refractory

Bated on: Dimopoulon MA, et t Oncol. 2001;12:309-322 \ t al. ASH 2019 Poster #1866, Avet.Lokeais M ot al. Blood Cancer J 2000 Now 10{11):111

022

rlton

3

—

exposed/naive é
Lenalidomide (not refractory)

Data presented from multiple trials for conventence. Compartions cannot be made between safety and/or efficacy parameters across studies. Cross-trial compartsons are not to be inferred
ot al. Anw 22. Waufman J e

.

baars

CO

NO evidence in antiCD38-
Refr

Rodriguez-Otero, IMW 2021
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Use of carfilzomib regimens in patients with multiple myélbma refractory to
CD38 antibodies: a subgroup analysis from a prospective observational study

Table 4. Response to KRd and Kd among anti-CD38 refractory patients in any prior ine (overall) and by
previous treatment line (2L/3L or 4L+),

Data for MM received at least one

Patients with — _ KRd S M
. . adisease WNBL 4L refract Overall BL ALS rofract Overall
dose of K and anti-CD38 mAb in any sl N T o R e SO e e
accessment (n = 12) (n=27) (n=9) (n=62)
. . H ORR* 9(75.0) 9(060.0) 18.(68.7) 0(66.7) 20 (49.1) 32(510)
prlor Ilne Were retrleved from a RW 95%Cl 428-945 323-837 460-835 209-925 351-832 38.6-645
Bestoverall respense
StUdy (NCT03091127) R+ 4(333) 1(87) 5(185) 0(0.0) 4015 4(6.5) Conclusions
VGPR+ B{68.7) 4(267) 12(44.9) 4{444) 13(245) 17(274)
PR 1{83) §(333) 8(222) 2{222) 13(24.5) 15(242)
o b - , In this real-world study, patients with MM refractory to an anti-
a tlo, K, corfleond b contanilion
AR, ol rozpeme rate, PR, partal tesgera CD38 mAb were heavily pretreated and mostly frail.
Table 2. Treatment history among patients refractory to anti-C D38 mAbs. o : — Patients were also commonly refractory to bortezomib,
KRd Kd Figure 1. Discontinuation of K in patients refractory to anti-CD38 who were treated with KRd and Kd, lenalidomide or pomalidomide.
{n=33) =) overail and by treatment fine. Good responses to KRd and Kd were reported in this potentially

No. of prior treatment lines | KRd i % i i

5 S 18 Median (95% C1) tme o K dscontinuafon dll‘ﬁcult-tc? treat p9pu|at|on, »particularly‘ in 2L/3L. :
109 — The estimated time to K discontinuation was 12.1 months in
2 7212 B(11.3) 2L6L 121 months (1.4, NE) tients t d with KRd in 2L/3
3 a0121) 7139 . patients treated wi in L.
=4 13(30.4) 45 (83.4) - 4 Overall 6.9 months (2.8, 164) Safety results in this patient population are consistent with those
Modian Gnia, min) 30, 12) .9 5 ‘—-‘:ll—! already reported from this study.®
Previous HSCT 22(66.7) 40 (36.9) ‘ 2 L h — Although in a small population, these results expand on initial
- L - - 3 T 1 :

Anti-CD38 mAb used ‘ H | Y ‘ lLT reports indicating that K-based regimens are suitable treatment
Daratumumab 32(87.0) 68 (55.6) 'é a4 R options for patients with anti-CD38 refractory MM, by providing
|eatuximab® 2(61) 342 oo 02 evidence on the use of K from 2L.°

Prior anti CD38 mAb treatment — kL
Maintenance §(18.2) 0.0 — AL+

Induckon rogenan wih ank-CD38 4(087) 00.0) o e e B S S S S 5

No induction with anti-CD38 2(333) 0.0 [} 2 4 5 [} 10 12 14 16 18
No maintenance 28{848) 71 (100.9) Study month

Monotherapy 1139.3) 37 (32.1) Number of pabents at risk

Combinat 21(75.0) 37 (52.1) | Un 16 1" n 9 [} 8 8 7 § 0

- erall 33 23 1 1 16 15 1' 10 8 0
Terpos, IMW 2021
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Multicenter, randomazed, open

iteria

|+ RRWM

|+ 21 prior fine of
therapy

|+ Prior bortezomib
exposure, but not
refractory

Daratumumsb ¥ sdevicistered i 1800 e 1o 500 mi; gradual escalatic from S0 mi. 36 200 mi/hour sesmitted

CASTOR: Study Design
nel, actve-controlled phase 3 study EN DEAVOR
Phase 3 Trial Design
PATIENTS (N = 929)
Primacy Endpoint
. Pis « RMM
* 1-3 prior lines
‘sscondary Endpcints of therapy
TP « Prior KorV
o8 allowed (if not
discontinued
Vd (n=247) : :“;W’““ due to
N’lll‘:::.:u!ﬂ;ml:’"“ * Tima 10 fesponse :(:du;z m':]
s J0 LA i
i B + Duration of respanse free interval)
: .
. + 235 PFSavents: 865 zower for 43 marth 2 * End points
X mproverent

= Primary: PFS

+ Inganm analgils ~17) PFS varts

28-day cycies until PD or unacceptab

- Secondary: OS, ORR, grade 2 2 PN, safety

RRMM

= 1-3 prior tegimens,

22 Cycles of LEN

<ECOGPSs2

+ Prior BORT

alowed (PD on 1.3 Vdgn-m)

mgim? twice weekly BORT: 1 3mgim* SC " v

dose axcludad) Cycles 1-8:Days 1.4, 8, 11 Long-term follow-up
Cycie 0+ Days 1and 8 Follow-up visit

N =559 LoDEX: 20 mg (5 75 years) or 28 Days after Tx

10 mg (> 75 years) discontinuation
day of and afler BORT Tx discontinued due to PD

Kd (n = 464)
/mIv,d1,289, 15 (20 mg/m:
1,2; eycle 1 ); inf tion 30
d: 20 mg, days 1, 2, 8, 9, 15, 16,

Tx discontinued prior to PD

Enter PFS
« Stratification

~ Age (s 75 years vs > 75 years)

follow-up period®

Lena-refr: 14.5%

Lena-refr: 69.9%

BOSTON: Study Design

* Multicenter, open-label, randomized phase Il trial
Stratified by prior Pi theropies {yes vs no), no. of prior onth-MM regimens
(1 vs> 1), R-45S stage ot study entry (Stoge i vs Stage JAT)
v

Patients with progressive

measurable MM per Until PD or
IMWG criteria, 1-3 prior /

e wnacceptable
therapies, CrCl 2 20 1 _lz:n‘rlzr
mi/min, ECOG PS 0-2 with vd 8w
adequate hepatic and \ Bortsromih 1.3 me/m? SCDays 1, 4, 8,11 +

hematopoietic function®
N = 402)

Dexamethasone 20 mg PO Days 1, 2, 4,5, 8,9, 11,12 ";:f:;‘:y:f’
i 21-day cycles for Cycles 1-8 [N = 204f* X

“Defined as ANC > 1000/t and platelets > 75,000/pl.
“Prophrdactic SHT-3 recommended in SVd arm. "Crassover ta $Vd or Sd permitted if IRC confirmed PD.

* Primary endpoint: PFS (cutoff date: February 18, 2020)
* Key secondary endpoints: ORR, = VGPR, grade =2 2 PN

BELLINI: Study Design

= Double blind, randomized 2:1, placebo-controlled phase Il trial

Stratification by bortezomib sensitive vs nolve
and prior lines of therapy (1 vs 2-3)

Venetoclax 800 mg Q|

p—

Patients with R/R MM / Bortezomib 1.3 mg/[n + ;l:lxamethasone 20mg
after 1-3 prior lines of
therapy; Pl nonrefractory \ Placebo +
(N=291) Bortezomib 1.3 mg/m? + Dexamethasone 20 mg

{n=97)
Cycles 1-8: 21-day cycles with bortezomib on Days 1, 4, 8, 11 and dexamethasone on

Days 1,2,4,5,8,9, 11, 12; Cycles 9+: 35-day cycles, bortezomib on Days 1, 8, 15, 22
and dexamethasone on Days 1,2, 8, 9, 15, 16,22, 23

= Primary endpoint: PFS (per IRC)

Lena-refr: 38.69
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= Key secondary endpoints: ORR, 2 VGPR, OS, QolL/PRO parameters

Lena-refr: 22.39
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Mateos, Clin Lymp, Myeloma & Leuk 2019

100 Ny 4+ Selimexoe, bortezomd, and dexamethasore
Py, -5~ Borteromib and dexsmethusone
- e
£ o075 Mg b
53 S
2t s T
3% 050 - SN
83 —a S PP,
32 g S
£ B | seineroc boderomib, and dexamethisone: o S
£ 025+ median 1303 months (95% O 1173-n0t evahisble) e ? -
- Bartezomib and dexamethasane: median 946 months (35% €13 11-1078)
Hazard ratio 070 (95% G 053-0:93), p-00075
L o e s e A et e s s e s s A A R T
© 1 2 3 4 5 6 7 8 3 101 12 13 14 15 16 17 18 19 2 4 25 26
Time (manths)
Number atrisk i y
(number censared)
Sefnocs bortromt, 195 187 75 150 135 10 06 80 79 76 6 © 9 5145 & % Y 2
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Figure 2: Kaplan-Mei ( i ival p inthe

Grosicki, Lancet 2020
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Richardson, Lancet Oncology 2019
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A
100 —— Venesodax
Y Placebo
¥ B! HR 063 (95% (10-44-0- b
¥ (95% U1 0-44-0-90); p-0-010
¥ g
: e
2 60 . s
B 1 e
£ S 1
£ 4o .
] NSa———s
g’ 20
1 T T T T d
o 3 6 9 7 15 18 n 4 b4
Number at risk
[number censored)
Venetodax 134{0) 159(35] 134(60) 112(82) 98{96) 82(112) 58(136) 20(174) 5(189) 0(154)
Plasbo  67{0) 82(15) 67(30) S7(40} B(59) 25(72) 15(82) 3(94) 2(95) 0(97)

Kumar, Lancet 2020
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Treatment of RRMM: recommendations from the IMWG

Intention-to-treat population One previous line of therapy
n Median PFS, HR (95% (1);* pvalue n Median PFS, HR (95% (I);* pvalue
months (95% CI) months (95% Cl)
ENDEAVOR®™* - - 053 (0-44-0.65);<0-0001 - - 0-45 (0-33-0-61);<0-0001
Vd group 465 9.4 (8-4-10.4) - 229  104NA
Kd group 464  187(156-NE) : 221 222,NA
CASTOR™® % " 021(0-25-039); <00001 - " C  022(015-031);<0.0001 1}
Vd group 247 71(62-79) ~- 13 7:9,NA :
Dvd group 251 167 (12-3to NE) “ 122 2Z7-0,NA
OPTIMISMM?* = : 0-61 (0-49-0:77); <0-0001 - = 0.54 (0-36-0-82); 0.0027
Vd group 778 71(59-85) “ 15  116(7:5-157)
PVd group 281 112 (97-137) “ 11 207(151-280)
BOSTON - - 070 (0-53-0-93); 00075 - - 063 (0-41-0-96); NA
Vd group 207 9-4(8-1-108) - 99 NA
Svd group 195 139(117-NE) “ 99 NA
BELLINI® g b 0-63 (0-44-0-90); 0010 - - 075 (0-45-1:26); NA
Vd group 97 115 (9-6-15-0) - 44 11-4 (3-0-NE)
Vdplusvenetoclax group 194 22:4(153-NE) - 91 22:4(12:2-NE)

Moreau, Lancet Oncology 2021
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IKEMA (Isa-Kd vs Kd) study design CANDOR: Carfilzomib daratumumab dexamethasone
Elderly patients with RRMM":2 vs carfilzomib dexamethasone

The phase 3 IKEMA study (Isa-Kd vs Kd in patients with relapsed MM) reported significantly improved PFS with Isa-Kd Carfilzomib at 56 mg/m?

compared with Kd (HR, 0.531; 98% CI, 0.318-0.889; P=0.0007) e n=312 Dexamsthasone 40/mg 2 Primary
This subgroup analysis evaluated the efficacy and safety of Isa-Kd in patients aged <70 and 270 years anei E endpoint:
N=466 Daratumumab 16 mg/kg 55 PFS
=]
s 2
Kd + isatuximab (n=179) Key eligibility criteria 21 4
IKEMA (N=302) . I;RMQM E g seo:::gary:
Key inclusion criteria: Carfilzomib (20/56 mg/m?) + dexamethasone + isatuximab + 1 to 3 prior £ £ ORR, MRD,
therapies with ] 0s
=

+ RRMM 2PR to 21 prior n=154

+ 1-3 prior lines of therapy therapy r T T T T T T T >
+ ECOGPSOto2 [PLEEVENY 4 8 12 16 20 2 28 32
* CrCl 220 mL/min cycles 4 4 Montns f

* LVEF 240%

MRD sample: MRD sample:
Landmark Landmark

Primary endpoint: PFS

+ In this subgroup lysis, outcomes in <70 and 270 years were compared MRD sample:

analysis analysis
MRD-negative Sustained MRD-
CR rate negative CR rate

Baseline

C1, confidence Interval; & dexamethasone, HR, hazard mto, Isa, isatuximab; K, PFS, free survval RRMM multiple myetoma, CrCi, creatinine clearance; CR, complete response; ECOG PS, Eastern Oncology P pe status; PFS, dree survival,
1 Facon T, et ul, Presented sl ASCO 2021, abairect 8026; 2. Facon T, of al Presented st EHA 2021, abstract EP930. LVEF, left veniricle ejection fraction. MRD, minimum residual disease; ORR, overall response rate: OS, overall survival
Usmani SZ, et al ASH 2019, Abstract LBAS

B Not Lenarefractory m Not Lenarefractory

m Lena-refractory m Lena-refractory
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Anti-CD38 MoAb based combinations in second line and not refractory to Lena patients

CANDOR: DarakKD vs Kd IKEMA: IsaKD vs Kd
KdD vs Kd: ORR 84% vs 74%; CR 28% vs 10% IsaKd vs Kd: ORR 87% vs 83%; CR 40% vs 28%
12m MRDneg rate (10°5): 12.5% KdD vs 1.3% Kd MRDneg rate (10°) 2VGPR: 41.4% IsaKd vs 13% Kd

mPFS 28.6 vs 15.2 (HR 0.59) mPFS NR vs 19.15m (HR 0.531)

99\ C1 15.770-NE

Proportion Surviving
Without Progression
Py o

4
::} =S b oae] aPFS: 19,15 meath

Moreau P, et al, ASH 2020, abstract #3216
Martin t et al. ASH2020, abstract #4114
Facon t et al. EHA 2021, Poster EP980

Usmani S et al. EHA 2021 ePoster #EP982
Dimopoulos MA et al. ASH2020. Abstract #2325

-
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A matching-adjusted indirect comparison of isatuximab plus carfilzomib and dexamethasone versus daratumumab plus lenalidomide and

dexamethasone for relapsed multiple myeloma

Isa-Kd arm
(IKEMA trial)

VS

DaraRd arm
(Pollux trial)

In the first step, additional eligibility criterla of POLLUX {creatinine clearance [CrCl] 230 mL/
min; hemoglobin >7.5 g/dL; platelet count 275x10°/L; non-lenalidomide-refractory) were
applied to the IKEMA I1sa-Kd individual patient-level data.

Matching average baseline characteristics
In the second step, average baseline characteristics were matched between the Isa-Kd
and Dara-Rd patients, All baseline characteristics that were available from both trials
were included.

Matched baseline characteristics included:
E‘Aoge (;)64; 65-74; 275 years), Eastern Cooperative Oncology Group performance status
; 1=
Number of prior therapy lines (1; 22), Cytogenetic risk (standard; high; unknown)
Disease stage (International staging system) at entry (I or II; Ill)
Prior treatment (proteasome inhibitor [P1); lenalidomide; immunomodulatory drug [IMiD])
Refractory status (Pl-refractory only; IMIiD-refractory only)

Coordinatore Scientifico
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Figure 1. Matchi

patients with
survival

dindirect ¢

ji parison results for Isa-Kd versus Dara-Rd in

d Kapl Meier curves of prog ion-free

Before matching and after inclusion criteria selection

100%
W.« (0.41-1.08); p~0.1002
E o 7amd
I3
5
-! S50%
§_ 250 — lsaKd
— Dara-Rd
%
o 10 30 40 50
Time (months)
Patients atrisk
Isa-Kd 12 93 a7 o 0 o
Dara-Rd 286 232 197 156 129 L]

After Matching
100% 4
HR (95%Cl): 0.46 (024.0.86); p~0.0155*
E 7w
2
13
s
1 50%
i —— lsaKd
A —— Dara-Rd
0%
10 40 30
Time (months)
Patients atrisk
Isa-Kd 662 558 322 0.0 00 00
Dara-Rd 286 32 197 156 129 o

Q, confidence interval; DaraRid,
dexamaethascan *statistically significant at a 0. 05 lewet

HA, hazard matics 153 Kd, Bsatuximab « carfizomis «
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Flgure 2. Mat(hlng—ad]usled Indlre(t comparison results for Isa-Kd versus Dara-Rd In ‘
with y Kaplan-Meler curves of overall survival

p

Before matching and afterinclusion oiteria selection

100% 4 HR (95% 0):060(029-1.25); p=01721
—— e e
5 7s%
3
-
o
o
& 5o
5
g 25% e [30-Kd
- e Dara-R4
0 5 10 s 0 P 30
Time {(months)
Patients at risk
kakd m 107 105 L) 8 1 o
Dara-Rd 286 n 246 7 4 o (4]
After matching
100% 1 HR 05% O1):047(0.20-1.09); p-0.0798
s, Sy
-
g 75%
b
! 50%
g 25% 4 —— [s2-Kd
& ~— Dan-R4
0% T
0 5 0 15 20 5 30
Time (months)
Patients atrisk
ka-Kd 66.2 628 613 589 414 0 0.0
DaraRd 286 m 246 9 4 0
a i i Dara-0d, i 0, io; ka-Kd, ictusimab
+ dexamathzsons

Richer, IMW 2021



Highlights from IMW 2021

1-2 Febbraio 2022

Lrfmaesl: A
Bologna o L

Royal Hotel Carlton e

Myeloma: Second or Higher Relapse

|

|

First Relapse Options Additional Options

Any first relapse options that
have not been tried

Isa-Pd] Dara-Pd,
Kd-Dara, or Kd-Isa
(based on phase lll trials data)

KPd or|EloPd
(based on phase Il trials data)

« CAR T-cell
 Belantamab mafodotin
* Selinexor - dex

 VDT-PACE like anthracycline

containing regimens

 Bendamustine-based regimens

* Panobinostat + Pl
* Venetoclax [only t(11;14)]
» Cyclophosphamide-dex

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

ICARIA: IsaPd vs Pd ELOQUENT 3 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
10+
094
& 08+ HA 0.54 (95% C1 0.34-0.86); p=0.0078
g 074
$ 06
E 054 EPy
¢ 044
5
g 034 |
x
02+ ] o FO DD
| Pa
014 !
HR 0.760 (95% C10.574-1.008), log-rank p=0.0280" o DL
00 T T T T T Li T T Ll L) T L
0 3 6 9@ 12 15 18 21 24 27 30 33 3 0 1 2 3 45 6 7 8 9 101 1213141516178 9200n22
Time (months) Time (months)
L at nisk
Isa-Pd 154 145 127 119 109 w02 ™M B4 75 68 63 53 F74 Pationts o riak
Pa 153 137 16 w0 o a2 R (£ 65 58 1 40 2 £Pg 60 64 48 6 QS L T VR ATBBT 40 2 9% 9% 3% 318
Pa ST VNN RNVWEWOE 6 3 21T Y 000O0CCO0
Perrot A et al. EHA 2021. Oral presentation. Abstract #5186 Dimopoulos MA et al. NEJM 2018
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Elotuzumab plus pomalidomide/dexamethasone for relapsed/refractory multiple myeloma:
final overall survival from the phase 2 ELOQUENT-3 trial

Figure 2. Overall survival in all randomized patients Conclusions
"°‘1L1L1 « In this final analysis of OS from ELOQUENT-3, EPd
i ~ i € demonstrated a statistically significant and clinicall
Figure 1. ELOQUENT-3 study design (NCT02654132) oo ‘1{—:\‘ LR 059 (956 C1. 0,37 0.99) P - 0.0217 el iwmvemntizosavmus LA paﬁentsy
fydast- s ik IR ARt g 0.8 with RRMM and 2 2 prior therapies including LEN and
aPl
Elotuzumab Elotuzumab
10 mg/kg IV 20 nw/kg IV Mm:"w"" _ 077 — 41% reduction in the risk of death
Weekly Every 4 weeks PP ) Gt g sid — 1-year increase in median OS
K « Subsequent therapies were balanced between
Patients with MM ST Secatcuy 3 05 treatment groups, suggesting that the effect on 0S
g orally, Uoys 1:2 « ORR pes investigator =
2 2 priog lines = ¥ was primarily due to EPd
of thera - 2 0.44
< Rafoact: (:z %o Dexamethasone 2 » 1 « OS benefit was consistent in key patient subgroups,
last therapy _c_ 40 mg" equtvatent, | weekly Bxplorstans 0.3 i 1 including patients who had received LEN as their
« Refractory or « Safety i L Ad EPd most recent prior therapy
redapsed/ refractar « But of 4 ; OO SRR oy . .
GLaandan Sy 02 > meere « The safety profile of EPd was consistent with
« Prior treatment Pomalidomide 0.14 previous reports and no new safety signals were
with pomalidomide 4 mg orally, Days -21 detected’-'®
ot petmitted Data cutoff:
Jdanuary 11, 2021 0.0 L0 G 5 . et R R S . e g » ELOQUENT-3 is the first randomized controlled study
- s :Z’:L::-Iv\;: up ’ ' of a triplet regimen incorporating a monoclonal
Pa Tims (montt) antibody and Pd in RRMM to show both significant
No. at risk PFS and OS benefits
EPd 60 57 53 48 43 41 37 36 34 29 27 BN 21 11 15 7 1 0
’d 57 49 43 36 34 29 25 22 22 18 17 15 14 12 w0 & 3 1 O
Dimopoulos, IMW 2021
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TAKE HOME MESSAGES

* Prefer triplets

* At least two new drugs
* Consider transplant in eligible patients
* Clinical trials
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