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Unmet challenges in high risk hematological

malignancies: from benchside to clinical practice

High-risk myeloma — the unmet needs

1) Identify HRMM patients correctly
2) Treat HRMM effectively vs tolerability
3) Compare outcomes

4) Functional High-risk

Turin, September 21-22, 2023
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ldentify high-risk myeloma patients

/ R-ISS,R2-ISS \

* Dell7p, p53 mutation

* Ampl 1q, gainlq

* T(4;14), breakpoint location cr4
* Double hit

* Circulating Plasma Cells

* Plasma cell Leukemia

e Extramedullary disease

\Plasmablastic morphology /
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malignancies: from benchside to clinical practice

Treat high-risk myeloma effectively/torability

/ R-ISS,R2-ISS \ ﬂatient-related Features \

* Dell7p, p53 mutation

* Frailty
* Ampl 1q, gainlq - Performance Status
* T(4;14), breakpoint location cr4 « Age

 Renal Failure

* Double hit o .
» Co-morbidities/Organ Function
 Circulating Plasma Cells . Compliance

* Plasma cell Leukemia  Patient willings
e Extramedullary disease \ /

\P'asmab'astic morphology / Drug Access and reimbursement
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Unmet challen fges in high risk hematological

malignancies:

rogression Free Survival

Gainlg vs normalla: HR 1.65, 95% CI 1.16 - 2.34, pvalue=0.0052
Amp1q vs normallq: HR 3.3, 95% CI 2.08 - 4.69, p-value <0.0001
Amp1q vs gain1: HR 1.90, 95% C11.27 - 2.84, p-value=0.0020
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High vs Ultra-high risk

1 HRCA vs 0 HRCA: HR 1-33 (85% C1 0-90-1-87); p=0-15
2+ HRGA vs 0 HRCA: HR 2 56 (96% CI 1.74-3-75); p<0 0001
2+ HRCA vs 1 HRCA: HR 1-92 (95% CI 1-34-2-76); p=0.0004
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rom benchside to clinical practice

EHA-ESMO 2021 MM guidelines:

1q galn/amp Front-line treatment of ND, TE MM patients
Circulating tumor cells

CTC-high v CTC-low: HR = 2,66 (95% CI, 1,95 to 3.61), £ < .001

Eligibility for ASCT

/ Induction \

First option:
Rvd (ll, B)
D-VTd (I, A)

If first option is not available:
VTd (1, A)

\_ vcd (1, B) W

200 mg/m?Z melphalan (I, A)
followed by ASCT (I, A)

}

LEN maintenance (I, A)

o io 20 20 40 50 60
Time (months)
Mo, risk icensored:
CTchigh 13010 108 11) s811) & s now s
CTClow 2110 110 271101 2o man saim 2088

Extramedullary

Overall Survival
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Logrank P-value < 00001
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40%
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"Years from transplant

Dimopoulos MA. et al Annals of oncology 2021. D’Agostino M. et al. Manuscript submitted; Mina R. et al. Lancet Oncol 2023; Bertamini L. et al. JCO 2022; Usmani S. et al, Hematologica 2012.
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Are quadruplets reducing the gap with standard risk patients?

Overall population, MRD rates

90%
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9% surviving without progression

No. atrisk
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22 HRCAs

9% surviving without progression

GRIFFIN study: DVRd 0/1 vs 2 HRCA
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Callander N et al. ASH 2022;abstract 4557 (poster presentation)
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malignancies: from benchside to clinical practice

The role of different proteasome inhibitors for high-risk patien
bortezomib vs carfilzomib

MRD rates in high risk patients: VRd vs KRd plus upfront ASCT
GRIFFIN and FORTE study The MSKCC study

MRD neg rates

Figure 1. Progression Free Survival of Patients Treated with VRd vs KRd with Early ASCT
Censored at Time of ASCT

Treatment: =+ VRd =+ KRd
59%

: P=0.034
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Laubach J. Et al. ASH2021 ; Mina R. et al EHA 2021 oral presentation; Rose Tan C. et al. Research square 2023
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Unmet challenges in high risk hematological
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MRD Results: MASTER D-KRc
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What is the role of ASCT

in high-risk patients?
DETERMINATION study: FORTE study:
VRd + ASCT vs VRd alone KRdA/KCyd + ASCT vs KRd alone

Progression-free survival Progression-free survival

Median PFS, HR 1.00 e
Events —no. (%) months (unadjusted 95% CI) )

=+~ RVd-alone 37 (56.1)
=+ RVA+ASCT 28 (42.4)

1.0
1.99(1.21-3.26)"
0.75 1

0.8+

......

L2 0.6 0.50 A

0.4+

!
0.257 krd ASCT vs. KCd_ASCT: HR 0.57, p=0.015 b
KRd_ASCT vs. KRd12: HR 0.61, p=0.040 .
KRd12 vs. KCd_ASCT: HR 0.94, p=0.78 37.2 40.6 i

2 0.2+

Probability of progression-free survival
+

*
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i

Progressio- free survival

0.00

0 12 24 36 48 60 72 84 0 10 20 30 40 50
Time from randomization (months) Months
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Changes in MRD negativity with ASCT

MRD reduction with ASCT in

0 HRCA 1 HRCA 2+ HRCA . .
cytogenetic risk group
Pre-AHCT 3 Post-AHCT Pre-AHCT  Post-AHCT Pre-AHCT  Post-AHCT
: : : : 0 HRCA 1 HRCA
32% < 10 47% < 10 27% < 106 61% < 106 10% < 107 : 43% < 106
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Greatest benefit with ASCT was in high-risk MM
’Z,-ﬁ
-+ -6 -5 -4 nod andrAal. 0
0 HRCA 1 HRCA 2+ HRCA
Log,, reduction (P=0.02) 0.91 (range -0.75-2.14) 1.26 (range -0.21-3.26) 1.34 (range -1.28-3.41)
>1 Log,, reduction 43% 74% 71%
> reduction 119 17% 43%
. I In MVA, presence of HRCA was only factor associated with >1 Log,, reduction (OR 3.6, 95% C.I. 1.27-10.2, P=0.016) |
Turin, September 21-22, 2023 - -

Starhotels Majestic . Bar 5, et al. BIood ZUZ1;138 (SUppl 1):483.



3Medition
Unmet challenges in high risk hematological

malignancies: from benchside to clinical practice

Tandem autologous transplant for high-risk patients:
still a standard?

EMNO02/HO95 study: 1 vs 2 HDM-ASCT GRIFFIN study: DVRd

‘. EHA-ESMO 2021 guidelines: «a tandem ASCT is N -
=% recommended for patients with genetically defined high-risk disease» -
STAMINA study: 1 vs 2 HDM-ASCT MASTER study: DKRd

s e
5 100 paos 4 9
= v .
i & \ g 80 '
£ .| - E s I i PSS 2uRcAs -
. - z
b4 f : D-KRd
s i '
£ o T t T ]
Z 6-yr PFS: 44% vs 26% for . £ 2 L -3 2 * 2 %
Auto/auto vs Auto/Len e = b ® 2 E 3 ? 3 H
IRCAs 22 2 17 ] s 2 o o

Tlll'i] . ““L :wnum from ledomlu;;!:m
Starhotc 7

o4

Cavo M. et al. lancet hematology 2020; Stadtmauer EA JC02019; Natalie Callander et al. — Poster Abstract 4557 ASH 2022



3Medition
Unmet challen fges in high risk hematological

malignancies: from benchside to clinical practice

Maintenance therapy: can we do better

Lenalidomide maintenance accordl c§~'-.vf“to FISH risk

Overall survival

a Xl study: lenalidomide versus observation
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McCarthy et al. J Clin Oncol 2017; 35(29):3279-3289; G. Jackson GH. Et al, Lancet Oncol. 2019 Jan;20(1):57-73. Pawlin C. et al
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Lenalidomide and proteasome inhibitor maintenance

Bortezomib vs thalidomide VRd maintenance in the Emory
HOVONG65 Cohort
1 -
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Sonneveld P etal. JCO 2012

Turin, September 21-22, 2023 Nisha J. et al. JCO 2020
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The FORTE study:
Carfilzomib-lenalidomide vs lenalidomide maintenance

3-year progression-free survival from random 2

Median follow-up from Random 2: 37 months (IQR 33-42)

KR vs.
Standard risk High risk
(N=120) (N=172)
1.00 0.9 1.001
. H_ L 3 %‘
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s 5 069
g g _\-L“_‘-‘-—W
“g‘ 0.50 “é 0.501 ‘
é')’ 0.25 glé» 0.251
41.8
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0 10 20 30 40 0 10 20 30 40
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Nfa]ecs)mlzatlon maintenande treatment); IQR, interquartile range; K, carfilzomib; R, lenalidomide; HR, hazard ratio; Cl, confidence interval; p, p-

Ultra-high
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KR vs. =: HR 0.53, p=0.1

Mina R. et al. Lancet Oncol 2023
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Carfilzomib-pomalidomide-
dexamethasone maintenance in high-risk

100,0 —_
90,0 241% 100,00
80,0 : 90,00
70,0 80,00
600 70,00
’ = 89.7% 6000
50,0
50,00
40,0 40,00
30,0 30,00
20,0 20,00
100 PR mVGPR 10,00 mnegative
=CR sCR 10,3 0,00
0,0 MRD 10-6 MRD 10-5
Baseline Response Best Response 15 samples were analyzed for MRD by NGS clonoseq
PFS and OS by cytogenetic risk, (1 or >1 cytogenetic
abnormalities)
Median follow up: 41.5 months
PFS by cytogenetic risk . OS by cytogenetic risk
5o 5o e smomoaby, g
Turin, September 21-22, 20 T e T

Starhotels Majestic

Nooka A et al. ASCO 2023



3" edition
Unmet challenges in high risk hematological
malignancies: from benchside to clinical practice

MRD and high-risk patients: what do we know

coMMit
Tre; Treatment
Dara-KRd
e Daratumumab 16 mg/m?2 days 1,8,15,22 (days 1,15 C 3-6; day 1 C >6)
e Carfilzomib (20) 56 mg/m? Days 1,8,15
p— e Lenalidomide 25 mg Days 1-21
¥ e Dexamethasone 40mg PO Days 1,8,15,22
E: Induction Consolidation Consolidation
{ Dara-KRd x 4 L R C~™ L Dara-KRd x4 — t Dara-KRd x4 — " mroimtanance
21 -
& e 2nd MRD (-) = 27d MIRD (-) e 2rd MRD (-) 021
s é é (<109) é (<10%) é (<10) —"'—
. = = = = :
° 0 [} 50
Mabwad., ¥ MRD assessment by NGS [”MRD-SURE” -Treatment-free observation and MRD surveillance* 30
0HRCA
1HRCA 46 46 33
AR 2 *24 and 72 weeks after completion of therapy
I MRD tested on ”first pull” and reported utilizing intent-to-treat principle according to International Harmonization I

Costa LJ et al Leukemia 2021 35:18

Turin, September 21-22, 2023

Starhotels Majestic Costa L. et al ASH22; Mina R. et al EHA21; D’Agostino M et al IMS21
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malignancies: from benchside to clinical practice

onclusions

High-risk patients

* Induction and consolidation # * Quadruplet (Pl + IMID + anti-CD38 MoAb) induction/consolidation is the standard,
reducing the gap between SR and HR patients; ultra-high risk patients still an unmet
medical need.

* High-dose melphalan and - Upfront ASCT is a standard of care; tandem transplant is recommended in case of triplet
autologous stem cell induction.
transplant + Benefit of tandem ASCT in the context of 4-drug regimens less clear: response/MRD

driven/very high-risk?

«  Maintenance * Lenalidomide is the standard maintenance: in high-risk patients duration matters
- .« 2-drug maintenance (VR/KR) is effective in high-risk patients > best partner to be
identified (PI, antiCD38 Moab).

Turin, September 21-22, 2023

Starhotels Majestic
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xtended consolidation and maintenance for high-r
OPTIMUM GMMG-CONCEPT

Induction 1 Ci 2 Maintenance
Max 6 cycles 6 Cycles 12 Cycles Until progression
(incl bridging) Start 100-120d post ASCT
Induction Consolidation Maintenance
ND HRMM ool fs2-HRd HDT+ [ Isa-KRd
N=153 <70 years 6 cycles ASCT il 4 cvcles

181
. X v
.2 5 Days 1-2 AEBPOSN sier col mitzaion aer yce 3
i )) 28-day cycles 28-day cycles 28-day cycles
Oay 1.8,15,22 TNE PO Isa-KRd Isa-KRd
28d cycles e >TD years 8 cycles 4 cycles

Progression-free survival

Progression-free survival

100 -

3
g
80
£ s &
= [
3 g e
H 60 -
a @
g 8
= o
i = |
£ QPTIMUM 18 manth estmate s 3
g 40 81.7% (95% CI 742 83.1) B
g8 L] ate:
E’ m at 8
a
20 - «
2 ]
=)
° : ; ) ; ) ; ‘ \ \ T
o 3 6 Bl 12 15 18 21 24 27 30 0 10 20 30

Months since registration/randomisation
Number at risk (number censored) time since inclusion in months
OPTIMUM 107 (0) 104(0) ©99(3) 96(4) 90(4) B8%(4) 84(4) 72(14) 55(30) 42(42) 29(55)
Myeloma XIi+ 120 (1) 115(1) 110(3) 101(3) 98(3) B89(3) 77(3) 66(I) 56 (5) 45(10) 38 (13) Subjects: 50 48 44 40 39 34 25 17 9 6 1

Turin, September 21-22, 2023 Kaiser M. etal. ASH22

- Weisel K. Et al ASH 22
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onclusions

High-risk patients

* Quadruplet (PI + IMID + anti-CD38 MoAb) induction/consolidation is the standard,
reducing the gap between SR and HR patients; ultra-high risk patients still an unmet
medical need.

* Induction and consolidation

* High-dose melphalan and
autologous stem cell
transplant

« Upfront ASCT is a standard of care; tandem transplant is recommended in case of triplet
induction.

+ Benefit of tandem ASCT in the context of 4-drug regimens less clear: response/MRD
driven/very high-risk?

* Lenalidomide is the standard maintenance: in high-risk patients duration matters
* 2-drug maintenance (VR/KR) is effective in high-risk patients = best partner to be
identified (PI, antiCD38 Moab).

*  Maintenance

* Mesurable residual disease *  MRD/sustained-MRD could provide information to tailor treatment in high-risk patients

13 3 1

Turin, September 21-22, 2023

Starhotels Majestic
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Unmet chal Current RADAR Study Design

malignanci

Transplant eligible I—'I R-CyBorD x 1 I_I
ECOG 0-2

GFR 2 30 mL/min Standard risk I High risk D At least two of t(4;14),

Adequate BM reserve S p.a“ems o280 anent t(14;16), del(17p), 1q+, 1p-
- -R-CyBorD
Comns
e—
Pis: Kwee Yong, ASCT | 20pts I & R-CyBorD
Karthik Ramasam ] ? .
y '_I MRD & Response Lenal'dom'd?'
1008 patients sa-RBOrD (x4) + R- cyclphosphamide,
MRD negative Isa bortezomib and
SIS dexamethasone:
i L Isa, Isatuximab;
Isa maintenance MRD & Response I A RBOID
IBr AT 6m post-ASCT X 1
| Isatuximab,
sgslasary - o— lenalidomide,
R - bortezomib and
MRD negative Until PD R Until PD UniRD
After 12m treatment X patients until PD X patients L dexamethasone

R1

| l National . 'E-';‘ CANCER
| Isa (Long term) I STOP Isa MRD & Response m Ramearch ,::' - RESEARCH
190 patient 190 patients 6m post-AS(gl' Institute -"'w UK

All patients are tested for MRD at 12 and 24 months

Turin, September 21-22, 2023
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malignancies: from benchside to clinical practice

Functional high-risk: early relapse

Early relapse defined as: < 18 months from treatment start or <12 months after ASCT)

19% of patients experienced early relapse; 12.5% were defined Standard risk

A vg— i Pormimed.001 fogrant teat] B ,S_"
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o '2]
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10045 401322 B |
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0 18 30 42 54 66 78 90 102 114 126 0 18 30 42 54 66 78 90 102 114 126
Months since initiation of treatment Months since initiation of treatment
No. at risk No. at risk
2 2931 148 123 ma e M7 1 200 0 we S 1200 1500 120 %3 &M 40 M0 2 W @ “
43 My o 1 7 48 ® E) n ? 3 a 2 A8 W3 w0 67 N n g ] )
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Turin, September 21-22, 2023
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3Medition
Unmet challenges in high risk hematological
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OS according to the risk of early ré

OS according to the risk of early relapse, based months, based on baseline features + response

on baseline features only

S-ERMM: Int vs. Low, HR: 1.86 (95% Cl: 1.48 - 2.33, p<0.001)

DS-ERMM: Int vs. Low, HR: 1.96 (95% Cl: 1.44 - 2.66, p<0.001)
S-ERMM: High vs. Low, HR: 3.24 (95% Cl: 2.30 - 4.54, p<0.001)

DS-ERMM: High vs. Low, HR: 3.28 (95% ClI: 2.37 - 4.54, p<0.001)
S-ERMM: High vs. Int, HR: 1.74 (95% Cl: 1.22 - 2.50, p=0.002) 100 - DS-ERMM: High vs. Int, HR: 1.68 (95% Cl: 1.27 - 2.22, p<0.001)
_ 0.75 .
2 T R P )
8 ! B 080 frmmmmmmmmmmemom oo >
> 1 [N
S : i
1 o 1
S-ERMM Low i E 0.25 A DS ERMM Lo E |
o iigm :‘t h i i === DS-ERMM Int :
””” - 9 1315 1 59.5 : «+++= DS-ERMM High !
000 : . . : 54% of patients ° 1573
0 10 20 30 40 50 60 70 . e i ' ’ ' ' ' ' '
Months change is risk- 0 10 20 30 2 50 60 70
Months
S-ERMM Low 574 (0] 539 (16 501 (33, 448 (49 406 (63 351 (87, 290 (123 215 (178
e 214& pres és)) 166{14; 147518; 124 525; 99((33)) 81 ((38)) 53 ((59)) status DSERMM Low 250(0) 250 (0)  242(5)  221(15)  201(24)  181(37)  152(54)  117(83)
S-ERMM High 56 (0) 453) 33(3) 28 (3) 22 (4) 16 (6) 12(7) 11(7) DS-ERMM Int 271 (0) 268 (1) 245 (8) 221 (13) 200 (19) 159 (34) 132 (52) 94 (77)
DS-ERMM High 152 (0) 151 (1) 129 (4) 110 (6) 90 (10) 72 (15) 58 (17) 39 (31)

Number at risk (censored) Number at risk (censored)

Turin, Septendyex 2 1m22s20R32021 Apr 29:clincanres.0134.2021. doi: 10.1158/1078-0432.CCR-21-

Starhotels M&E36iOnline ahead of print.
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CAR-T IN EARLY RELAPSE
CARTITUDE-2 Cohort B:

Cilta-cel in patients with early relapse after initial therapy Ka_rMN_Ia-Z'
(n=19) Cohort 2a — Ide-cel for patients with an early relapse after ASCT

Progression <12 months from ASCT or induction therapy.

Owverall Response Rate

ORR"® 83.8%,
ORR: 100% (19/19) 90 4 95% CI‘_S?;.‘C;-QS.B
100 - _ =
80 -
20
70 4
a0 4 CRR?45.9%,
g 60+ 95% Cl° 29.5-63.1
70 £ o
]
= &0 £ 50 -
g o0 =VCePR g 8.1% (n=3)
§ s0 4 20% 5% & 40 §
3 0 301 21.6%
o - msCR % M sCR (n=8)
= CR :CR
i VGPR
20 | VGPR 10 B PR
10 - PR 4
o - N=37

Total

Median DOR was NR
12-month PFS rate was 89.5%
Turin, September 21-22, 2023

CAR: chi m Eséﬁ‘_adverse event; LOT: line of therapies; MNT:Movement and neurocognitive treatment-emergent; EMD: extramedullary disease; .
ORR: overall survival; CR: complete response; VGPR: very good partial response; DOR: duration of response; PFS: progression free survival; NR: not reached van de Donk N et al. ASH 2022; abstract 3354 (poster presentatlon)

Median duration of response in responding patients: 15.7 months
Median duration of response in patients achieving a >CR: 23.5 months
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Base

characteristics

arMMa-2: conort 2¢ - inadequate response after ASCT

Post-treatment follow-up period Survival follow-up

Age, median years (range) 64.0 (46.0-72.0)

Median time from initial diagnosis to

Ide-cel infusion Minimum 24 months or until PD Post-treatment follow-up o Jtﬁml f°lt|:";'“zm - screening, years (range) 1.0(0.7-1.9)
(150-450 x 10°CAR+ T cells)* [l post-ide-cel infusion, whichever is longer discontinuation visit therylast ; ntupeceive!l i
piade-ecelrlnfu s Extramedullary disease, n (%) 2 (6.5)
Cohort 2 (N=99) High-risk cytogenetics, n (%) 3(9.7)
Clinical high-risk MM (1 regimen . Includes del17p, t(4;14), t(4;16) '
s WCD Cohort 2a: CRR (CR and sCR; by investigator per IN\WG RS
Cohort 2a (n =37) criteria) Standard risk cytogenetics €37
. 14 (45.2
Early relapse: PD < 18m from initiation of frontline therapy Not evaluable/missing data (45.2)
containing induction, ASCT (single or tandem), and Best overall response to ASCT, n (%)
LEN-containing maintenance Cohort 2a: ORR, TTR, DOR, PFS, TTP, 0S, safety, PK, PR 27 (87.1)
2 18yearsof age immunogenicity (anti-CAR antibody response), HRQoL MR 2(6.5)
+ Measurable disease® sSD 2(6.5)
+ One prior anti-myeloma treatment regimen®
+ ECOG status score < 1
Cohort 2b (n=31 -
Early relapse (°D < 18 from fm(nuine)umwwim A5CT) Cohort 2a: MRD, biomarkers (serum level of soluble BCMA)

Cohort 2¢ (n=31)
Inadequate response (< VGPR) post-ASCT + Efficacy and safety were analyzed in all patients who received ide-cel
Starhotels Majestic . Dhodapkar M et al. ASH 2022;abstract 3314 (poster presentation)
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KarMMa-2: ORR and MRD

Cohort 2¢ — inadequate response after ASCT
Upgrade in Response Quality by consecutive CART

ORR
10087 ORR® 87.1% MRD negativity at 10-° by NGS/NGF
90% (95% CI° 70.2-96.4)
80%
7054 MRD negativity? for all evaluable patients (N=31) MRD negativity? patients with 2CR (N=23)
60.7% (17/28; 95% Cl 42.4-76.4) at 12 months . 69.6% (16/23; 95% Cl 49.1-84.4) at 6 and 12 months
60% 1
g CRRE 74.2% £ 1.00 £ 1.00 H
g  50%- o (95% CIb VGPR? 83.9% o o
] 55.4-88.1) [ (95% CI° £ 0.75 1714 s 0.75 12 12
40% 66.3-94.5) 8 a
w« 0.50 « 0.50 L
o o —
30% - 2.1 17 & 4
M scr § 0.25 & 0.25
20%9 W cr 'g o8 B9l 8l 6 "g 0.00 6 I51 51 K61 5
| I VGPR : &£ 0.00+ I T T T T ! o Y 1 T T T T T 1
%7 Eer 9.7% (n=3) | NSRS DD DD DD
0% e ¢ ¢ ¢ ¢ NI IR SRR
N =31 Q'&.\ '\,\ co\ (\,\ ,3,\ ’\P“\ é\\. ">\ ‘o\ NN ,\}
foral « Months post ide-cel treatment 6"@ Months post ide-cel treatment
. 2 on ide-cel treatmen z
* Median follow-up: 27.9 months R P R
N ®

[ Negative [l Indeterminate | Positive
2MRD negative was defined as minimum of 1 in 10° nucleated cell.

Turin, September 21-22, 2023
Starhotels Majestic . Dhodapkar M et al. ASH 2022;abstract 3314 (poster presentation)



