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Conflitti di interesse

Advisory Board: Amgen, Sanofi, GSK.
Moderatore/relatore a congressi: Amgen
Pl in trials clinici: BMS, Janssen-Cilag, Takeda

Spese per partecipazione a congressi: Amgen, BMS, Celgene, Janssen-Cilag
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Modern paradigms of treatment of multlple myeloma

Transplant
Eligible Maintenance
Patients
Treatment
of
Relapsed
Transplant Disease
Ineligible Consolidation/ Maintenance/
Patients Continued Therapy

Combination therapy ....... early delivered

Rational: intratumoral clonal heterogeneity
lower number of genetic mutations at diagnosis
immune system ilness compromised at diagnosis

Continous therapy

Rational: MM is incurable disease

Concern of selection of resistences: no evidence (better PFS-2 in
trials)

Relevant in the elderly patients: therapies following recurrence are
more difficult

MRD negativity as treatment goal

The most powerful surrogate for survival, regardless of therapy
Critical milestone on the path to developing a cure of multiple

Figure 1. Managing Myeloma: The Components

myeloma

Landgren et al., JIM 2017

Anderson and Mikheal, Blood and Marrow Transilantation 2016 Cejalvo et al.,Exp Rev Hem
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25-65
anni

66-75 an : :
Treatment goals in elderly MM patients

>75 anni

INTERMEDIATE

Eta mediana alla diagnosi: 69 aa
Life expectancy

Age-Specific Incidence Rates for Myeloma, 2007-2011

40 37

&5 31.4
g 30
S 25
g > 23.6
g . 129 Deep remission Balance efficacy/safety
3 10.2
10 L
3 3.5 O:a Goal CR/MRD-negativity Good response
2 = * 03 07 20 .
£ /00701 0307 o0 -
I 83 832 I3 3T BRI S Priority Efficacy Combination of efficacy/safety
i g8 ce Bz aRes ”

Age in Years CR, complete response; MRD, minimum residual disease

Figure 9, Source; SEER (Surveillance, Epidemniology and End Results)
Cancer Statistics Review, 1975-2011, National Cancer Institute; 2014,

*<16 cases for each age and time interval, SEER 18 areas.
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 Epidemiology

Accumulative lines of therapy received by
age at diagnosis

agg!ycloma

u<70 years, n =165

w70+ years, n= 174
|I II II :
-—

Acmlu Lines lTherapy

Courtesy of Dr A. Spencer

Frailty

IMWG frailty score: long term outcome

Variable HR (€1 95%) P | SCORE

AGE Age <75 years 1 0
Age75-80years | 113(0.76-169) | 0549 | 1

Age >80 years 2.40(156371) | <0001 2

CHARLSON INDEX | Charlson <1 1 | 0
arison 32 137(092205) | 0425 1

ADL SCORE ADL>4 | 1 [ - 0
ADL<4 167 (108-2.56) | 0.02 1

JADL SCORE 1ADL >5 | 1 [ - 0
IADLSS 143(096214) | 0078 | 1

ADDITIVE TOTAL SCORE PATIENT STATUS ‘

0 FIT |
1 INTERMEDIATE |
>2 FRAIL |

PFS and OS frailty level in the FIRST study

Gait speed and survival outcomes in
elderly patients with hematological
malignancies

Facon T, 18° IMW Plenary Session 2021
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e Ry Treatment patterns and outcomes in

¥ ' -
o -] 12 18 24 30 386 42 48 54 &0 66 T2 78 B4 50 o6 102 108 114 120
Duration, mo

No. at Risk: Age group | HR | 95% Cl | Pvalue L) ) N

] 1281 1136 1003 884 525 27 e

B51a<75y 978 834 717 &12 258 173 EeSyve 5 ony | 3a8] 138 102 S003 e E| atlents Wlt NDMM I esu ts
> X ! 5 p & .

75t <85y 815 498 378 297 128 B2 =B5 yvs 65 to <75y | 2.00 | 1.62-2.46 | <0.001

=85y 132 98 ar 49 23 5 =B5 yvs <65 y 240 1.95-296 | =0.001

. from the Connect®MM Registry

1.0+ Age group n Median TTP, mo | Event, n (%)
o T2aT| azs | esa(si4)
— B5to <75y a7e 41.7 494 (50.5)
= =Y ?53' 78 Soora : . .
z ! RS Elderly patients (275 years old) typically received <1 novel agent
0.8 - .
H (83—93%), whereas younger patients (<75 years old) received 22
§ o novel agents (33-43%) in 1 L versus elderly pts (8—17%). Fewer
0.2 elderly patients received triplet regimens as 1 L therapy (18—-40%)
. versus younger patients (56—66%). Stem cell transplant as part of 1
T R L therapy was more common among younger patients (aged <65
sy o 12 s 100 oes 2 a7z St FRP Lo Bl L years, 44%; 65—74 years, 25%) versus the elderly (aged 75-84
™ R T W by % :g:::i E:Smsrdﬁy 141| Toe-ts8 | 020 years, 2%; 285 years, 0%).
- The most common initial therapies in the >85-year group were
1 B | 8| e O | A bortezomib—dexamethasone (Vd), lenalidomide—dexamethasone
St > . . ) .
ik _ —Bsoemy | 918 et sz g (Rd), lenalidomide—bortezomib—dexamethasone (RVd), and
R =85y 132 27.3 20 (68,2} . . .
% oo P dexamethasone (Supplemental Fig. 1). Younger patients typically
E received Rvd, vd, cyclophosphamide—bortezomib—
£ — dexamethasone, or Rd as initial therapy.
0.2 S T ——
0s — )
oo i i i i i . i i M | i i
o & 12 18 24 30 38 42 48 54 B0 66 T2 78 84 80 98 102 108 114 120
Duration, mo
Nﬁuﬁ.al Risk: S e e e — i Age group | HR | 85% Ci | Pvalue
—ce 2 2 Ve 63 <l z 22— <
ss1o7sy 79 S99 838 7os ss2 a7 P iaeEIEy | Zar|ats a0k | 0001
=85y 132 108 84 72 a1 15 =BS5S y vs <85 y 3.75|2988-471

<0001 Lee HC et al, Blood Cancer J 2021
e
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First-Line MM Treatment: Key AEs, Considerations

Drug Class Name Key Potential AEs Nursing Considerations
Bortezomib? PN, T, M, F IV, SC; monitor platelets; safe in renal failure
Proteasome inhibitors Carfilzomib? PN, C, M, F, DVT Hydration, cardio/pulmonary
Ixazomib?3 PN, T, GI, R Reduce dose for hepatic/renal disease
Lenalidomide? DVT, M, BD, R, D ASA or LMWH if high risk for clots; weekly CBC x 8 wk
Immunomodulatory
agents Thalidomide® DVT, M, BD As above
Pomalidomide® DVT, M, BD, F As above
Daratumumab’ Infusi tion risk oo e e el
0w nfusion reaction risk; pre/post med as directed;
8 *
Heneeler ) enillbedizs EIOtUZl_Jmab L5 U5 interrupt infusion if reaction, infection
Isatuximab?®

*mAbs can disrupt M-protein assays, indicating potential lack of response.

1. Bortezomib PI. 2. Carfilzomib PI. 3. Ixazomib PI. 4. Lenalidomide PI. 5. Thalidomide PI. 6. Pomalidomide PI. E
7. Daratumumab PI. 8. Elotuzumab PI. 9. Isatuximab PI. Slide credit: clinicaloptions.com
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Treatment Considerations for ASCT-Ineligible Patients

Patient Population Considerations

Fit patients Use standard 3-drug regimens with available dose reductions to improve tolerability (VRd-lite, DaraRd)
Frail, unfit patients Consider starting with doublet therapy (Rd, Vd) and adding third agent if tolerable
Geriatric assessment
Renal dysfunction Lenalidomide dose adjusted based on CrCl
Cardiac dysfunction Avoid carfilzomib

Use thromboprophylaxis with lenalidomide-based therapy

Peripheral neuropathy Administer bortezomib SQ and use weekly dosing
Consider induction with IRd

Keep in mind risk of clots, infection, bone health and disease monitoring
throughout

Slide credit: clinicaloptions.com
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Treatment Landscape and Perspective in ND TNE Patients
Regimens, Date of EMA approval, OS

VMP2 —— D-VMP$ / Ongoing/planned studies\
/ ‘ : Need for frailty assessement
2008 2018

— + Dara-/lsa-VRd**

| + New IMiDs/CelMods

| Bispecific Antibodies
CAR-T cells
Continuous vs FDT

Role of MRD

0s 3y 56y 6-7y + Do not forget other aspects

{medisn) \ of MM (infections...) /
* Publicaton; OS Overall survival, **NCT03319567 et NCT03552064,

NP, melphalan-prednisone; ?VMP, bortezomib(Veicada)-melphalan-prednisone; *MPT, melphalan-prednisone-thalidomide; *Rd, leralidomide{Revlimid -dexamathasone; SVRd,
bortezomib(Velcade)denalidomide  (Reviimid)-dexamethasone;  ‘D-VMP,  daratumumab-bertezomib  (Velcade)-melphalan-prednisone;  *DRd,  daratumumab-
lenalidomide(Reviimid)-<dexaméthasone; Isa = imab; IMiDs = immunomc . BCMA = B cell maturation antigen; Ac = antibody; CAR-T cells = chimeric receptor T
cells.

Facon T, 18° IMW Plenary Session 2021
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Combination Rd based Therapy in Patients With Newly Diagnosed TI MM

Outcome SWOG S07771 VRd-litel2] MAIABI Eloquent-14 TOURMALINE-MM?2!5]

VRd vs Rd VRd lite’ DRd vs Rd EloRd vs Rd IRd vs Rd

Study regimen (n = 264%) (n = 50) (n = 368) (n=750) (n=351)

Study phase n I 11 n 1]

100% ineligible for

o/ 3 o/ 1 e H o/ .. o/ ¢ .
Study population 69tAa mttinttto 100f mellflblte for high-dose CT and 100fr;r:‘ig?;l:r>][£e for 100f> |neI|fI;|bI: for
ransplan ransplan transplant ransplan
Median f/u, mo 84 61 47.9 53.3%
ORR, % 90.2 vs 78.8 86 93 vs 82 82.1 vs 80
41 vs 29 NR vs 34.4 35.3vs21.8
Median PFS, 41. NO SD
edian PFS, mo (P =.003) 9 (P =.073)
NR vs 69
NR vs NR
Medi , P=.0114 NR --
edian 0OS, mo ( 0114) (HR: 0.998)

1. Durie. Blood Cancer J. 2020;10:53. 2. O’Donnell. ASH 2019. Abstr 3178. 3. Kumar. ASH 2020.
Abstr 2276. 4. press-release/corporatefinancial-news/bristol-myers-squibb-reports-primary-results-eloquent-1-study-
. Bristol-Myers Squibb; March 9, 2020. Accessed July 8, 2020. . 5. Facon. ASH 2020. Abstr 551.
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Eligibility for ASCT

Multiple myeloma: EHA-
ESMO Clinical Practice

Guidelines for diagnosis,
treatment and follow-up

First option:
) i DaraRd [, A]
First option: DaraVMP [1, A]

DaravTD LA Ly Recommendations

If first option is not available: if first opt:;)hr;";s[ln ?\t] avaflable:

e S for MM front-line

200 mg/m? melphalan [I, A]
followed by ASCT [l, A]
Lenalidomide maintenance [, A] Dimopoulos MA, Annals of Oncology 2021

Induction
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FIRST trial: PFS
January 2016 data cut-off (median follow-up: 67 mos)

 Results remain consistent nearly 3 yrs after the original analysis of the primary endpoint, PFS
— Rd continuous significantly improved PFS vs MPT (P < .00001)

1.0 1
Hazard ratio (95% Cl); P value
Rd cont vs MPT, 0.69 (0.59-0.79); P < .00001
E 0.8 7 Rd cont vs Rd18, 0.70 (060*081) Median PFS, mos 4_yr PFS, %
g - - Rd cont 26.0 32.6
a ; Rd18 21.0 14.3
g B4 = MPT 21.9 13.6
a ————
0.2 7 .
13.6%
0.0 - . . . . . . . ; . . . . . .
0 12 24 36 48 60 72 84
. PFS (mos)
No. at risk
Rd cont 535 330 225 160 117 91 37 2
Rd18 541 337 174 90 55 39 10 1
MPT 547 312 180 87 48 28 10 0

Facon T et al. Blood. 2018;131:301-310. © 2017 American Society of Hematology.
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January 2016 data cut-off (median follow-up: 67 mos)
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« Rd continuous significantly extended OS vs MPT (P = .0023) and resulted in similar OS vs Rd18
« In patients achieving > VGPR, median OS was 79.5 mos with Rd continuous, 55.7 mos with MPT, and 80.1 mos with Rd18

1.0 1

0.8

0.6

0.4

Survival probability

0.2 1

0.0 -

Hazard ratio (95% Cl); P value
Rd cont vs MPT, 0.78 (0.67-0.92); P = .0023
Rd cont vs Rd18, 1.02 (0.86-1.20)

4-yr 0S |

59.0%

Median OS, 4-yr 0S,
mos %
Rd cont 59.1 59.0
Rd18 62.3 58.0
49.1 % 157

No. at risk
Rd cont
Rd18

MPT

0 12 24

535 403
541 465 394
547 448 375

36

340
333
313

48
0OS (mos)

L/

283
254

l h Facon T et al. Blood. 2018;131:301-310. © 2017 American Society of Hematology.

60

239
192

72

97
96
78

84
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FIRST trial: selected grade 3/4 AEs
January 2016 data cut-off’

Rd continuous

Selected grade 3/4 AEs (n =532)

Hematologic, (%)

Neutropenia 30 26 45
Anemia 19 16 19
Thrombocytopenia 9 8 11
Febrile neutropenia 1 3 3
Nonhematologic, (%)
Infections 32 22 17
Pneumonia 9 8 6
Cataract 7 3 1
Deep vein thrombosis 5 4 3
Diarrhea <) 3 1
Pulmonary embolism 4 3 &
Constipation 2 2 5
Peripheral sensory neuropathy 1 <1 9

» There were no new safety concerns compared with earlier analyses?:3
« Grade 3/4 neutropenia was more common with MPT (45%) than with Rd continuous (30%) or Rd18 (26%)
« Grade 3/4 infections were observed more frequently with Rd continuous (32%) than with Rd18 (22%) or MPT (17%)

1. Facon T et al. Blood. 2018;131:301-310. 2. Benboubker L et al. N Engl J Med. 2014;371:906-917. 3. Hulin C et al. J Clin Oncol. 2016;34:3609-3617.
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Phase 3 trial of RVd vs Rd as initial therapy in NDMM patients with no immediate intent to undergo ASCT,

irrespective of eligibility
Primary endpoint:
PFS

Secondary endpoints
OS, ORR, safety

NDMM
>18
years
N =525

Randomisation

—p>

RVd (n = 264)
BORT: 1.3 mg/mZ2 IV D1, 4, 8, 11
LEN: 25 mg D1-14

—>
DEX: 20 mg D1, 2, 4, 5, 8, 9, 11,12
8 x 21-day cycles
Rd (n = 261)
LEN: 25 mg D1-21
DEX: 40 mg D1, 8, 15, 22 —

6 x 28-day cycles

Rd
LEN: 25 mg D1-21
DEX: 40 mg D1, 8, 15, 22

28-day cycles until PD

Rd
LEN: 25 mg D1-21
DEX: 40 mg D1, 8, 15, 22

28-day cycles until PD

ASCT, autologous stem cell transplant; BORT, bortezomib; D, day; DEX, dexamethasone; IV, intravenous; LEN, lenalidomide; NDMM, newly diagnosed multiple myeloma; ORR, overall response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival;

Rd, lenalidomide and dexamethasone; RVd, lenalidomide, bortezomib and dexamethasone.

1. Durie B, et al. Lancet. 2017;389:519-527; 2. Durie B. ASH 2018. Abstract 1992.
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100%
Events /N Median in Months
Rd 185/225 '2 "-!3(2 3"' 37 09y
VRd 167/235 {33.05,51.09)
20% \.\ *Puvaiue = 0.003
N,
—  B0% 4
£
o
w
[+%
40% ’
e ‘\L"‘Jka.‘u 1
! «\JLL"I"H-J Ly
0% 4
.2"5[0] 5’(I' 126(2) 98 (2 ,u ?8‘.;5 59[_.| 40[5] 23| E'I:?J ‘\US]
S{0) 1 I'I]JI'? 1) 10 Il-\l 2 3
2 T
1] z-1 -'18 12 120
horiths from Regisiration
100% \a\g‘
B \th
_ 60%- M
% ML R L
40% ~ 1 HTTITES
0% - Dieaths /1 wedian in Months
Rd 250235 68.90 {5841, 86.18)
VR rasn, )
0% o
"‘"’5(01 DS(I" 189{33 30(-\4.1 1-+I-11 1""(‘? a7 (18] 5 ;1}25(7& I95]
94 {4) 17 27 T} 155(9) 12 5] (130}
T T - T
a 4 48 72 96 120

Morths from Reagistration

In Response (%)

100%

80% =

60% -1

100%
m mw somEdh Longer term follow-up of the randomized
oo% 1 . P phase Il trial SWOG S0777: bortezomib,
] lenalidomide and dexamethasone vs.
lenalidomide and dexamethasone in patients
0% 1 (Pts) with previously untreated multiple
myeloma without an intent for immediate
20%
autologous stem cell transplant (ASCT)
0% 4
163(0) 137(0) 97(1) 85(2) 69(2) 30(2) 32(8) 14(24) 5(30) 1{34)
|..‘_.|_=' 165 1) ..;;- y 117 (2] 97 -:_.'-!i-:-- L :"-'l'. r—.«'| ,:';';.-. 0 {54) .
0 24 48 72 96 120

Marths from Response

Outcomes for VRd and Rd.

a Progression-free survival (N = 460).
b Response duration (N = 357).

¢ Overall survival (N = 460).

40%
d Overall survival (OS) at 5 years.
Median G0-Month
. Deaths /N in Months Estimate
0% Rg  125/225 ©9(59,88) 56%(50,63)
y VRd 102/235 MR BO% (B3, 75)
0% ——————————
0 2 a8 72 % 120

Weonths from Registraton

Durie et al. Blood Cancer Journal ( 2020)
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Medi
40% - Deaths /N In Months
| Ra<65ys 577119 9867, )
Rd:>=65yrs 68/106 56 (45,71)
20% 4 VRd:<65yrs  48/144 NR
0% i ———————— -
0 24 48 72 96 120
Months from Registration

Age <65 years: HR= 0.640 (0.421,0.973):
stratified, two-sided p= 0.028

Age > 65 years: HR= 0.769 (0.520,1.138):
stratified, two-sided p= 0.168

Durie et al. Blood Cancer Journal ( 2020)
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Data for pts not transplanted and for those with no intent to transplant

I f 'J? r[:w’ 1@

e, R e
e W T

7

i~
L'HD
ﬁ\ﬁ' T

Impact of age in outcomes

Stratified
Rd VRd Hazard Ratio
Progression Free Survival Events/N  Events/N  (96% Wald CI) P-value
Transplant:No I - — 4| mpa2 105157 0735(0553,0978) 00260
Intent to L 3! 62/72  SS/73  0.643(0433,095)  0.0211
Transplant:No
: 185/225 167/235  0.742(0.594,0928)  0.0060
ITT Population I —5 ( )
Overall Survival
Transplant: No I ] — 86/142  72/157  0.634(0.453,0.887)  0.0050
Intent to .
Transplant:No 2k 1 54/72 40/73  0583(0.371,0917) 0.0134
. ¢
ITT Population F & 125/225 102/235  0.709{0.536,0.938)  0.0114
I T T T T
04 0.5 0.6 0.7 08 09 1
/ i N
/ G
Favors VRd Favors Rd p

Longer term follow-up of the randomized
phase lll trial SWOG S0777
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Adverse event description

Revlimid/dexamethasone (N = 222)

Velcade/Revlimid/dexamethasone (N = 234)

1 2 3 4 5 1 2 3 4 5
Allergy/immunology 12 (5%} 5 (2%) 10 (4%) 4 (2%) 2 (<1%)
Auditory/ear 1(<1%) 16 (7%) 1(<1%) 8 (3%)
Blood/bone marrow 22 (10%) 53 (24%) 68 (31%) 39 (18%) 27 (12%) 52 (22%) 70 (30%) 44 (19%)
Cardiac arrhythmia 5 (2%) 4 (2%) 4 (2%) 10 {4%) 3 (1%) 3 (1%)
Cardiac general 13 (6%) 9 (4%) 8 (4%) 15 (6%) 17 (7%) 21 (9%)
Coagulation 1 {<1%) 3 (1%) 5 (2%)
Constitutional symptoms 61 (27%) 77 (35%) 38 (17%) 60 (26%) 84 (36%) 51 (22%)
Death 1 (<19) 2 (<19%)
Dermatology/skin 60 (27%) 23 (10%) 9 (4%) 50 (2196) 41 (18%) 7 (3%) 1 (<19)
Endocrine 11 (59%) 8 (4%) 7 (3%) 12 (5%)
Gastrointestinal 77 (35%) 71 (32%) 19 (9%) 64 (27%) 79 (34%) 51 (22%) 2 (<1%) 1 (<1%b)
Hemorrhage/bleeding 13 (6%) 2 (<19%) 9 (4%) 3 (19%) 8 (3%)
Hepatobiliary/pancreas 2 (<1%)
Infection 1(<19%) 31 (14%) 27 (12%) 4 (2%) 1(<1%) 33 (14%) 34 (15%) 7 (3%) 1 (<1%)
Lymphatics 58 (26%) 19 (9%) 1 (<1%) 73(31%) 26 (11%) 4 (2%)
Metabolic/laboratory 56 (25%) 58 (26%) 51 (23%) 13 (6%) 50 (219%) 58 (25%) 57 (24%) 8 (3%)
Musculoskeletal/soft tissue 25(11%) 25(11%) 16 (7%) 1 (<1%) 15 (6%) 31 (13%) 24 (10%)
Neurology 78 (35%) 44 (20%) 21 (%%) 3 (1%} 1{<1%) 42(18%) 70 (30%) 77 (33%) 4 (2%)
Ocular/visual 21 (9%) 8 (4%) 11 (5%) 39(17%) 17 (7%) 6 (3%)
Pain 44 (209%) 29 (13%) 10 (5%) 55 (24%) 43 (18%) 28 (12%)
Pulmonary/upper respiratory 42 (19%6) 27 (12%) 9 (4%) 1 (<19%) 56 (24%) 17 (7%) 15 (6%) 5 (2%)
Renal/genitourinary 3 (1%) 2 (<1%) 9 (4%) 1 (<1%) 10 {4%) 3 (1%) 6 (3%)
Secondary malignancy 5 (29%) 1 (<1%) 5 (2%) 2 (<1%)
Sexual/reproductive function 1 (<1%) 1 (<1%) 1 (<1%) 3 (1%) 1 (<19)
Syndromes 2 (<1%) 1 {<19%) 2 (<1%) 4 (2%)
Vascular 7 (3%) 15 (7%) 6 (3%} 1 (<1%) 9 (4%) 20 (9%) 4 (296)

o) 7“‘;‘;»*;" N : J 3 '_
’)[|‘ ﬁ”? ?ﬁ‘aﬁ' ‘I.‘/‘I ﬁ"ﬁd' (“' Y l?'s'_aﬁ./ |*ﬁ

Longer term follow-up of the randomized
phase lll trial SWOG S0777

Adverse events at least
possibly attributable to
study drug by category

Durie et al. Blood Cancer Journal ( 2020)
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VRd-lite: Phase Il Trial in Older or ASCT-IneIigibIe

Patients

= Single-arm phase Il trial in ASCT-ineligible patients with newly diagnosed
MM; median age: 73 yrs (range: 65-91)

— ORR: 86% (= VGPR: 66%) (N = 50)

+ Censored

9 cycles:
< 60 1 Lenalidomide 15 mg Days 1-21
- Bortezomib 1.3 mg/m?/wk SC
O 40 1 Dex 20 mg orally day of and after bortezomib
6 cycles with lenalidomide and bortezomib

10 1
0 + Censored
80 1
g 60 1
2
a 40 s
20 1
Median PFS: 35.1 mos
O L L L] L
0 10 20 30 40
Pts atRisk, n Mos
50 46 37 20 2

O’Donnell. BrJ Haematol. 2018;182:222.

20 1
Median OS: not reached
O L L L) L]
0 10 20 30 40
Ptsat Risk, n Mos
50 46 39 22 2

Slide credit: clinicaloptions.com
e
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ENDURANCE: Study Design

Stratified by intent for
SCT at PD (yes vs no)

Newly diagnosed, previously
untreated MM; ECOG PS 0-2; no
high-risk features*; no plasma cell
leukemia; no grade 2 2 PN; no heart \
failure or Ml < 6 mos
(N =1087)

*t(14;20), t(14;16),
del(17p), LDH > 2 x ULN.

» Coprimary endpoints: PFS after
induction, OS with maintenance

= Secondary endpoints: ORR, MRD, TTP,
0S, safety .

®= Qol assessed during and after induction =

Kumar. ASCO 2020. Abstr LBA3.

Induction

VRd
(n=542)

Stratified by induction

regimen (VRd vs KRd) Maintenance

Lenalidomide
15 mg PO days 1-21
24 four-wk cycles

Observation

until PD

Lenalidomide
15 mg PO days 1-21
until PD or excess toxicity

VRd (12 three-wk cycles)

Bortezomib: 1.3 mg/mZSQ or IV Days 1, 4, 8, 11 of cycles 1-8; Days 1, 8 of cycles 9-12
Lenalidomide: 25 mg PO QD Days 1-14

Dexamethasone: 20 mg PO Days 1, 2, 4,5, 8,9, 11, 12 of cycles 1-4; 10 mg Days 1, 2,
4,5,8,9, 11, 12 of cycles 5-8; 10 mg Days 1, 2, 8, 9 of cycles 9-12

KRd (9 four-wk cycles)

Carfilzomib: 20 mg/m? IV Days 1, 2; 36 mg/m? Days 8, 9, 15, 16 of cycle 1; 36 mg/m?
IV Days 1, 2,8, 9, 15, 16 of cycles 2-9

Lenalidomide: 25 mg/day PO Days 1-21

Dexamethasone: 40 mg PO Days 1, 8, 15, 22 of cycles 1-4; 20 mg Days 1, 8, 9, 15, 22
of cycles 5-9
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ENDURANCE: PFS from Induction Randomization

1004

= 2" jnterim analysis of PFS (Jan 2020):
298 PFS events (75% of 399 planned)

= Median (95% Cl) estimated follow up
60- of 15 (13-18) months

80+

® For patients > 70 years, median PFS

Progression-Free Survival (%)

W (95% Cl) for VRd = 37 (29-NE) and
’ KRd = 28 (24-36) months
2 Median (95% Cl) PFS: VRd = 34-4 (30-1-NE); KRd = 34-6 (28:8-37-8) months n With CenSOFIng at SCT or alternative
" HR (KRd/VRd) = 1-04 (95% Cl, 0-83-1-31); P=0-742 therapy: Medlan PFS (95% CI) for VRd
0O 6 12 18 24 30 36 42 48 54 60 =31-7 (28:5-44-6) and KRd = 32-8

Time from Randomization (Months) (27 2-37-: 5) monthS

Numbers at Risk
545 401 252 187 127 83 59 38 25 13 3
542 377 243 183 114 73 43 31 26 14 0

KRd
VRd

Kumar. ASCO 2020 Abstr LBA3.
N
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ENDURANCE: Specific Treatment-Related AEs and
Treatment-Related AEs of Interest

. ) > 70
Nonhematologic Treatment-Related AEs 2 2% e Uns KRd

P Value

AE of Interest, % (n=527) (n=526)

Cardiac, pulmonary,

and renal
= Total 4.8 16.1 <.001
Grade >3 = Grade3 4.6 12.6

= Grade 4 0 2.5

B VRd(n=527) & Grades 0.2 1

® KRd (n=526) peripheral
neuropathy
= Total 534 24.4 <.001
= Grade 1/2* 45.4 23.6
= Grade 3 8 0.8

*Not required reporting.
0 1 2 3 4 5 6 7 8

Kumar. ASCO 2020 Abstr LBA3.
N
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Bortezomib, lenalidomide, and dexamethasone with or without elotuzumab in patients with untreated
high-risk multiple myeloma (SWOG-1211): primary analysis of a randomised, phase 2 trial
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Induction'2

Randomized phase Il 21-day cycle

Maintenance

Royal Hotel Carlton

28-day cycle

(8 cycles)

PRIMARY ENDPOINT
PFS: 82% power and a one-

72

2
3 ded a = 0.1 to detect a HR
i 2 -3 side: =0. =
ABM.A Bon:zorrl:;: 1':;"’22" S(;cl;)anys 1'14‘184' Lo Bortezomib 1.0 mg/m? SC Days 1, 8, 15 § 1.75 between the 2 treatment
ena' WIS I ymE e Lenalidomide 15 mg PO Days 1-21 = arms or an increase in median
Rvd Dexamsthasons zg s F;C2> Days1.2,4.5.8, Dexamethasone 12 mg PO days 1, 8, 15 = PFS from 2 years to 3.5 years
b J in the RVd-Elo arm compared
§ to the RVD arm
o
" o «
o anaidomide 25 mg PO Days 114 B i seom it || & | |smconpasy enoronTs
Lenalidomide 15 mg ays 1-;
ABM_E Dexamethasone 23 r:vg: l-:g Days 1,2,4,5,8, | Dexamethasone 12 mg PO Days 1, 8, 15 ? g:R
RVd-Elotuzumab Elotuzumab 10 .mg/'kg IVDay 1,8, 15 Elghzzumab 10 mo/kg IV Day. 1,15 E Safety
Progression-Free Survival Overall Survival
100% + ‘ Median Follow-up = 53 months 100% +— i ‘ Median Follow-up = 53 months J
_LL\-L Med T ;!
g ledian ) 1
80% - T‘ Events /N in Months 80% -LLL, = =
W4 RVD 31/52 34 (20, ) T
L RVDEl 31/48 31(19,54) _‘_‘—\H
T . i = L L g i
oy L One-sided p-value = 0.449 60% - i B
o= S
=
-
40% - [ o i TR TN 40% Median
‘ Deaths /N in Months
RVD 19/52 NR
20% e 20% - RVDElo 16/48 68 (61,68)
*One-sided p-value = 0.239
0% - - T T 0% T T 1
0 24 48 72 0 24 48
Months from Registration Months from Registration

Usmani SD et al, Lancet Haematol. 2021

i":"»‘i ‘.’ 1“ ﬁ\'“ "?.IMF Jj;ﬁ"ﬂ . ‘ i

Median follow-up of 53 months

no difference in PFS (RVd 33-64 months [95% ClI
19-55—not reached], RVd-elotuzumab 31-47
months [18:56—53-98]; hazard ratio 0-968 [80% Cl
0:697-1:-344]; one-sided p=0-45].

37 (71%) of 52 patients in the RVd group and 37
(77%) of 48 in the RVd-elotuzumab group had
grade 3 or worse adverse events.

No significant differences in the safety profile were
observed, although some notable results included
grade 3-5 infections (four [8%] of 52 in the Rvd
group, eight [17%] of 48 in the RVd-elotuzumab
group), sensory neuropathy (four [8%] of 52 in the
RVd group, six [13%)] of 48 in the RVd-elotuzumab
group), and motor neuropathy (one [2%] of 52 in
the RVd group, four [8%] of 48 in the RVd-
elotuzumab group).



Agent
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Subcutaneous

daratumumab®®

Selinexor”

Melphalan
flufenamide %%

Iberdomide”™

Venetoclax”?

Balantamab
Mafodotin®?

AMG-420/701%"

C€C-93269%°
Teclistamab®

bb21217

INJ-68284528%"

JCAR125H7*
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Mechanism of action

Second-generation anti-CD38
monoclonal antibody,
administered
subcutaneously.

Daratumumab co-formulated
with recombinant human
hyaluronidase PH20
enabling subcutaneous
administration

Exportin-1 (XPO-1) inhibitor. It
retains tumor suppressing
proteins, glucocorticoid
receptor and oncoprotein
RNA in the nucleus.

Peptide-conjugated alkylator

Oral, cereblon E3 ligase
modulator. Increases
degradation of Aiolos and
Ikaros

Oral BCL2 inhibitor

Anti-BCMA antibody
conjugated with
monomethyl auristatin-F

BCMA-CD3 BITE® T-cell
engager (AMG-420),
associated with half-life
extender (AMG-701)

BCMA-CD3 2 + 1 I1gG-based
T-cell engager

BCMA-CD3 DuoBody T-cell
engager

BCMA-targeted autologous
chimeric antigen receptor T
cells

BCMA-targeted autologous
chimeric antigen receptor T
cells

BCMA-targeted autologous
chimeric antigen receptor T
cells with fixed ration of
CD4:CD8 cells

Toxicity

No significant IRR, mild infusion
site reaction, neutropenia.

Less IRR than intravenous
daratumumab. Neutropenia,
respiratory infections.

Nausea, vomiting, weight loss,
hyponatremia,
thrombocytopenia. Better
tolerated when administered
once a week.

Neutropenia, thrombocytopenia,
anemia.

Neutropenia, thrombocytopenia,
anemia, infections.

Nausea, diarrhea, increased risk
of infections.

Dose-limiting keratitis,
thrombocytopenia,
neutropenia.

Infections, CRS, neuropathy

Infections, neutropenia, CRS

Infections, neutropenia, CRS

CRS, neurotoxicity, neutropenia,
thrombocytopenia, infections

CRS, neurotoxicity, neutropenia,
thrombocytopenia, infections

CRS, neurotoxicity, neutropenia,
thrombocytopenia, infections

Current status

Completed phase 1 single agent
trial in RRMM. Currently being
studied in combination.

Completed comparative trial vs
intravenous daratumumab
demonstrating similar efficacy
and improved safety.

Available for treatment of triple
class-refractory RRMM.
Completed trial in
combination with bortezomib
and dexamethasone (SVD) in
RRMM showing superiority
over VD alone.

In trials with combination with
other MM agents, mostly in
RRMM.

Studied as single agent and in
combination with Pls and
daratumumab in RRMM.

Active in combination with
dexamethasone in patients
with RRMM harboring t
(11;14) and/or high BCL-2
level. Under investigation in
combination with Pls and
IMiDs

Active as single agents in
patients with RRMM. Ongoing
trials exploring combination
with established MM agents.

AMG-420 active in RRMM,
development stopped in favor
of AMG-701, currently on trial

Active as single agent in patients
with RRMM.

Active as single agent in patients
with RRMM.

Active as single agent in patients
with heavily pretreated
RRMM. Undergoing phase
three trials in RRMM

Active as single agent in patients
with heavily pretreated
RRMM. Undergoing phase 3
trials in RRMM

Active as single agent in patients
with RRMM.

Potential role in NDMM

Agent is being studied in
combination with Pls
and IMiDs.

Agent is being studied in
combination with
established NDMM
regimens and as
maintenance therapy

In combination with Pls,
IMIDs and monoclonal
antibodies

In combination with Pls,
IMiDs and monoclional
antibodies

Replacing IMiDs in
backbone regimens, in
combination with Pis,
monoclonal antibodies.
Maintenance therapy.

In combination with
backbone MM regimens

in patients with t(11;14).

Agent is being studied In
combination with
established NDMM
regimens. Potential as
consolidative therapy.

In combination therapy, as
consolidative strategy.

In combination therapy, as
consolidative strategy.

In combination therapy, as
consolidative strategy.

Agent is being studied as
first line therapy in
patients with R-1SS 3
NDMM.

Agent is being studied as
consolidative strategy in
patients with high risk
MM,

Consolidative strategy,
upfront treatment of
high-risk patients.
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in the

management of NDMM

Bal S et al, Am J Hematol 2021
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