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Accumulative Lines of Therapy Received by Age at
Diagnosis : Best Therapy Should Be Used Upfront in
Elderly Patients
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Exposed:
Treatment interrupted while still responding

Refractory:

Relapse while on treatment or progression within 60
days of stopping treatment

Not achieving at least a PR
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Phase 1/2 study of lenalidomide combined with low-dose
cyclophosphamide and prednisone in lenalidomide-refractory
multiple myeloma

Inger S. Nijhof,”# Laurens E. Franssen,’* Mark-David Levin,® Gerard M. J. Bos,* Annemiek Broijl,® Saskia K. Klein,®
Harry R. Koene,” Andries C. Bloem,” Aart Beeker,” Laura M. Faber,'® Ellen van der Spek,'' Paula F. Ypma,'®

Reinier Raymakers,” Dick-Johan van Spronsen,’® Peter E. Westerweel,® Rimke Oostvogels,® Jeroen van Velzen ®
Berris van Kessel," Tuna Mutis,’ Pieter Sonneveld,” Sonja Zweegman,' Henk M. Lokhorst," and Niels W. C. J. van de Donk'
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Len exposed/refractory patients in clinical trials

% Len-exposed, Len-refractory and non-Len exposed patients in early-RRMM* combination trials
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Len exposed/refractory patients in clinical trials
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Pomalidomide plus low-dose dexamethasone versus
high-dose dexamethasone alone for patients with relapsed
and refractory multiple myeloma (MM-003): a randomised,
open-label, phase 3 trial

Jesus San Miguel Katjo Weisd Phiippe Moreas, Martha Lacy, Kevin Seng Michel Dedforge. Lionel Karfin, Hartmet Goldschmidt, Anne Banos,
Albert Oviol Advian Alegre. Cheintine Chen, Michele Cova Laveent Garder of, Valentiog hanova, Joagum Martinez L opez. Andrew Rekh
Artomvo Palumbo, Stephen Schey. Picter Somnesdd. Xin Yo, Lars Sternas. Christion fooques, Mobamed Zaki Meletios Dimnopoulos
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Impact of last lenalidomide dose, duration, and IMiD-free interval in
patients with myeloma treated with pomalidomide/dexamethasone
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Phase Ill OPTIMISMM: Pom + Vd vs Vd in R/R MM
R/R MM patients previously Pomalidomide + Bortezomib + Dexamethasone (PVd)
treated with 1-3 lines of Tx, =~ (n=281)
including >2 cycles Len Bortezomib + Dexamethasone (Vd)
(N = 559) (n=278)

Dosing (21-day cycles): Pom: 4 mg/day PO for 14 days; V: 1.3 mg/m?2 Days 1, 4, 8, 11 of C1-8,
then days 1 and 8; d: 20 mg PO (10 mg if 275 yr of age) on days of and after V.

PFS: ITT = ORR:82.2% with PVd vs
50.0% with Vd

100

—V/,|
d
- = >VGPR: 52.7% with PVd
HR 0.61 (95% Cl 0.49-0.77); two-sided P<.0001 vs 18.3% with Vd

Median follow-up: 15.9 mo

Progression-Free Survival
5 (%) g
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Mo

Richardson. Lancet Oncol. 2019
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Pomalidomide, bortezomib, and dexamethasone for multiple
myeloma previously treated with lenalidomide (OPTIMISMM):
outcomes by prior treatment at first relapse
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Clinical and pharmacodynamic analysis of pomalidomide dosing
strategies in myeloma: impact of immune activation and cereblon targets
Kartik Sehgal,’ Ritupama Das,' Lin Zhang,’ Rakesh Verma,' Yanhong Deng,? Mehmet Kocoglu,' Juan Vasquez,®

Srinivas Koduru,' Yan Ren,* Maria Wang,* Suzana Couto,* Mike Breider,* Donna Hansel,* Stuart Seropian,'-
Dennis Cooper,"® Anjan Thakurta,* Xiaopan Yao,?® Kavita M. Dhodapkar,®® and Madhav V. Dhodapkar'>¢
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Phase Il CANDOR: PFS With Dara-Kd vs Kd in R/R MM

R/R MM pts treated P Daratumumab + Carfilzomib + Dexamethasone (Dara-Kd)
with 1-3 prior Tx with (n=312)

>PR to 21 prior tx ~ Carfilzomib + Dexamethasone (Kd)
(N = 466) (n = 154)
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Carfilzomib, dexamethasone and daratumumab in relapsed or
refractory multiple myeloma: results of the phase Il study
CANDOR by prior lines of therapy
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Phase Ill ICARIA-MM: PFS With Isa-Pd vs Pd in R/R MM
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~

Isatuximab for relapsed/refractory multiple
myeloma: review of key subgroup analyses
from the Phase Ill ICARIA-MM study
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LYMPHOID NEOPLASIA

Multiple cereblon genetic changes are associated with
acquired resistance to lenalidomide or pomalidomide in
multiple myeloma

Sarah Gooding.'* Naser Ansari-Pour,’** Fadk Towfic,** Maris Ortiz Estéver,” Philip P. Chamberlain * Kao-Tai Tsai,* Erin Flynt,” Marissa Hirse,"®

Dan Rozelle,” Paula Dhiman,*"' Pacla Neri,'? Karthik Ramasamy,"“ Nizar Bahis,'? Paresh Vyas,'? and Anjan Thakurta® céucm
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CC-220-MM-001 Cohorts E-G: Iberdomide + Dexamethasone Plus
Daratumumab, Bortezomib, or Carfilzomib in R/R MM

= QOpen-label, multicenter, multicohort, phase Ib/lla trial Phase II: Dose
Phase |: Dose-escalation Expansion
Patients with R/R MM; 22 prior regimens Iberdomide Cohort D: at
(>1 in cohort F) including RP2D
lenalidomide/pomalidomide, and PI; who
! ’ i (post-BCMA):
progressed within 60 days of last therapy Iberdomide + Dex at RP2D
Dosing schedules
Cohort E (28-day cycles) Iberdomide 1.0-1.6 mg/day + Daratumumab 16 mg/kg + Dex 40 mg
Iberdomide D1-21 Cohort J1:
Dexamethasone D1,8,15,22 (ND MM, ASCT-
Daratumumab C1-2: D1,8,15,22; C3-6: D1,15; ineligible)
C7+: D1
Cohort F (21-day cycles) Cohort J2:
Iberdomide D1-14 (ND MM, ASCT-
Dexamethasone D1,8,15 eligible)
19, A o H 1 2
Bortezomib C1-8: D1,4,8,11; C9+: D18 G Iberdomide 1.0-1.3 mg/day + Carfilzomib 56 mg/m?+
Cohort G (28-day cycles) Dex 40 mg
Iberdomide D1-21
Dexamethasone D1,8,15,22 = Primary endpoints: MTD and *® Secondary endpoints: safety and
Carfilzomib D1,8,15,22 RP2D preliminary efficacy

Lonial. EHA 2021. Abstr S187.
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CC-220-MM-001 Cohorts E-G:
Previous Therapies and Refractory Status

IberDd Ibervd IberKd
(n=43) (n=25) (n=9)

Median prior therapies, n (range) 4 (2-13) 5(1-14) 6 (2-8)
ASCT, n (%) 34 (79.1) 22 (88.0)* 9 (100)*

IMiD agent, n (%) 43 (100) 25 (100) 9 (100)
=  Pomalidomide 28 (65.1) 19 (76.0) 8 (88.9)

Pl, n (%) 43 (100) 25 (100) 9 (100)
=  Bortezomib 41 (95.3) 24 (96.0) 9 (100)

Anti-CD38 mAb, n (%) 21 (48.8) 23 (92.0) 9 (100)

IMiD refractory, n (%) 41 (95.3) 20 (80.0) 8(88.9)
= Pomalidomide 28 (65.1) 14 (56.0) 5 (55.6)

Pl-refractory,* n (%) 37 (86.0) 17 (68.0) 6 (66.7)
= Bortezomib 17 (39.5) 11 (44.0) 4 (44.4)
= Carfilzomib 25 (58.1) 9 (36.0) 5 (55.6)
= Ixazomib 13 (30.2) 4 (16.0) 0]

Anti-CD38 mAb-refractory, n (%) 16 (37.2) 20 (80.0) VAVIR))

Characteristic

Triple-class refractory?, n (%) 14 (32.6) 12 (48.0) 5 (55.6)
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CC-220-MM-001 Cohorts E (IberDd): Best Response
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ERK signaling mediates resistance
toimmunomodulatory drugs in the bone marrow
microenvironment

Jiye Liu'’, Teru Hideshima'?, Lijie Xing'?, Su Wang®*, Wenrong Zhou®, Mehmet K. Samur'?,
T S tianik®’, Daisuke Oglya'®, Gang An®, Shaobing Gao®, Li Yang'®, Tong Ji'",
Glada Blanchl'?, Kenneth Wen', Yu-Tzu Tal', Nikhil Munshl’, Paul Richardson',

Ruben Carrasco™'?, Yong Cang'®, Kenneth C. Anderson'*
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Immunomodulatory drugs (IMIDs) have markedly improved patient outcome in multiple myeloma (MM); how-
Pom 0t ever, resistance to IMIDs commonly underlies relapse of disease. Here, we identify that tumor necrosis factor

(TNF) receptor-associated factor 2 (TRAF2) knockdown (KD)/knockout (KO) in MM cells mediates IMiD resistance

via activation of noncanonical nuclear factor «B (NF-xB) and extracellular signal-regulated kinase (ERK) signaling.

Within MM bone marrow (BM) stromal cell supernatants, TNF-« induces proteasomal degradation of TRAF2,

E ICH0 of Len noncanonical NF-xB, and downstream ERK signaling In MM cells, whereas Interleukin-6 directly triggers ERK
activation. RNA sequencing of MM patient samples shows nearly universal ERK pathway activation at relapse
on lenalidomide maintenance therapy, confirming its clinical refevance. Combination MEK inhibitor treatment

™
- restores IMID sensitivity of TRAF2 KO cells both in vitro and in vivo. Our studies provide the framework for clinical
= gTRAF2e trials of MEK inhibitors to overcome IMID resistance in the BM microenvironment and improve patient out-
QTRAFR2 come in MM.
LA v L4 L4 \J
L " M m 3 e
Len (nM)
Sci Adv 2021
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The Effect of Duration of Lenalidomide Maintenance and
Outcomes of Different Salvage Regimens in Patients with
Multiple Myeloma (MM)

Matthew Ho (D", Saurabh Zanwar (3", Prashant Kapoor (37, Morie Gertz()®, Martha Lacy’, Angela Dispenzieri (37,

Suzanne Hayman®, David Dingli (9? Frands Baudi’, Eli Muchtar’, Nelson Leung (37, Taxiarchis Kourelis {37, Rahma Warsame?,
Amie Fonder?, Lisa Hwa?, Miriam Hobbs?, Robert Kyle?, S. Vincent Rajkumar()® and Shaji Kumar?™"
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The Effect of Duration of Lenalidomide Maintenance and
Outcomes of Different Salvage Regimens in Patients with
Multiple Myeloma (MM)
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(a) PFS2 in pationts receiving daratumumab-based
regimens as initial therapy at relapse post-maintenance

Median PFS2: 8.9 (5.5-12.3) months
Median PFS2: 18.4 (10.9-25.9) months
P = 0.006
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Defining Unmet Need Following
Lenalidomide Refractoriness: Real-
World Evidence of Outcomes in
Patients With Multiple Myeloma
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Univariate analysis N HR 5% Ci P-value
[Trial enrolment at any point | 37vs 76 | 0.369 022-063 0.000
i‘post-l.onalbdombdc

{trial vs no tnal)

ECOG pre-T1 45vs 22 | 0398 02-079 0.008
(ECOG 0-1 vs ECOG 2-4)

?_Lg,  pre-T1 113 0.99 0.98 - 1.02 0.86
ICytogenetics at diagnosis 89vs24 | 1.15 0.66-1.99 0.63
(standard vs high-nsk)

'Albumin pre-T1 87 0.91 0.85 - 0.96 0.004
‘Calcium pre-T1 93 1.31 0.33-5.16 0.69
eGFR pre-T1 93 0.99 0.99 - 1.01 0.18
'CRP pre-T1 81 1.01 0.99 - 1.01 0.25
‘Haemoglobin pre-T1 94 0.97 0.96 - 0.99 0.001
‘Neutrophils pre-T1 94 0.89 0.76 - 1.06 0.2
Platelets pre-T1 0.99 - 1.01 0.28

Multivanate analysis

d {53 incomplate

Trial enrolment atany point | 23vs 37 | 023 | 009-062 | 0.004
post - Len (trial vs no trial)
ECOG pre-T1 41vs19| 026 0.12-06 | 0.001
(ECOG 0-1 vs ECOG 2-4)
‘Haemoglobin pre-T1 60 097 | 095-099 | 0.006
/Albumin pre-T1 60 092 | 085-099 | 0.03
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» Better knowledge of mechanisms causing drug resistance
* Improve patients evaluation

* [dentify the best strategy
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