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Il trapianto autologo nella terapia di prima
linea nel mieloma: alla luce delle nuove
terapie disponihili, in che modo e su guali
hasi possiamo ottimizzare la selezione del
paziente candidahile?



Multiple myeloma: EHA-ESMO Clinical Practice Guidelines for
diagnosis, treatment and follow-up: transplant-eligible (TE)

patients

Eligibility for ASCT

Induction First option:

. - DaraRd [l, A]
First option:

VRd [il, B] DaraVMP [I, A]

DaraViD [1, A] VRd 1, A]
If first option is not available:

VeD [il, B]

200 mg/m? melphalan [, A]
followed by ASCT [I, A]
Lenalidomide maintenance [l, A]

If first option is not available:

Key endpoints

v Maximize the rate and depth of
response

v Sustain MRD negativity and prevent
or delay clinical relapse

v Increase PFS and OS, possibly
offering a chance of cure to a fraction
of patients



Treatment paradigm for fit transplant-eligible patients

= quickly reverse disease-related complications
* maximize the speed and depth of tumour burden reduction
* prolong disease contro| = EXTEND OVERALL SURIVAL

Combination regimens +
Importance of biological background: continuous suppressive therapy

- GenomiC CompIeXity Of multlple myeloma « Faster and deeper response

- Clonal evolution / development of drug-resistance * Different mechanisms target multiple
Multiple clones with variable drug sensitivity clones simuitaneously

Minor d . | iallv lethal * Prevention of drug-resistant subclones
inor drug-resistant clones potentially letha emergence / eradication of all clones

Debulk and maintain disease
at a level below detection (MRD)




Newly Diagnosed Multiple Myeloma:

Patient-Specific
Factors

1

Age, fitness,
comorbiditie
s, caregiver,
compliance,
lifestyle, PS

Making Sense of the Menu

M

Induction Regimen

/

M

N\

Disease-Specific
Factors

1

Fit vs Unfit

ASCT?

3-o0r4-Drug
Combinations

BM disease
burden, EMD,
cytogenetics,
CRAB, R-ISS

Deep & Durable Responses

Modified Caitlin L. Costello, Newly diagnosed multiple myeloma: making sense of the menu, Hematology Am

Soc Hematol Educ Program, 2022,
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Ruolo autotrapianto upfront (I)

CRD/MPR VMP
VS. VS.
HDM-ASCT NDMM HDM-ASCT
patients
VRd KRd
VS. VS.
HDM-ASCT HDM-ASCT

ASCT, stologous stem-coll transplantation, C, cyclophosphamede, R, lenaldomedo, D, d, dexamothasone, M, melphalan,
P. prodnesono: HOM. hoh-doso melohalan: V. bortezomdy. NODMM. newty daonosed multole myeloma: K caridromd
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Ruolo autotrapianto upfront (II)

Induction PFS (months)
regimen in | (Upfront
AHCT AHCT vs
group control)
IFM-2009 VRd Median: 50 vs
36
EMN- VCd Median: 56.7
02/H095 vs 41.9
FORTE KRd* 3-year PFS:
56% vs 33%
DETERMINA| VRd Median: 67.5
TION vs 46.2




MRD more than the treatment arm is the key
prognostic factor

IFM 2009 trialt EMN-02 trial?
MRD NGS 107 MRD Flow 105

A-PFSinITT by random
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= MRD positive-Transplantation HDM-pos vs. VMP-pos: HR 0.64, 95% Cl 0.54-0.76, p<0.001
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Time since MRD assessment (months)

The benefit of ASCT is questionable in patients achieving MRD negativity

ASCT, autologous stem cell transplant; CI, confidence interval; EMN, European Migration Network; HDM, high-dose melphalan; HR, hazard
ratio; IFM, international myeloma foundation; ITT, intent to treat; MRD, minimal residual disease; NDMM, newly diagnosed multiple myeloma;

neg, negative; NGS, next-generation sequencing; PFS, progression-free survival; pos, positive; RVD, lenalidomide-bortezomib-dexamethasone; 1. Perrot et al. Blood 2018; ;132(23):2456-2464
TE, transplant-eligible; VMP, bortezomib-melphalan-prednisone 2. Oliva et al. Blood Canc J 2021;11(6):106



Reaching MRD negativity can modulate the poor prognosis of high-risk
chromosomal abnormalities
Only way to obtain durable disease control

GEM2012MENOQSGS5 trial (10¢)

3-year PFS
In MRD negative patients

75 4

50 +

25 4

Progression-free survival (%)

1
P <0.0001 1
1
1
0 H
T T T T T T T
0 10 20 30 40 50 60
Time from diagnosis (months)
== standard-risk CA - Undetectable MRD == standard-risk CA - Persisting MRD
== high-risk CA - Undetectable MRD == high-risk CA - Persisting MRD

CA, cytogenetic abnormalities; MM, multiple myeloma; MRD,
minimal residual disease.; HiR, high risk; DH, double hit

FORTE trial (10°5)

3-year PFS
in 1-year sust-MRD negative patients
4-year PFS 100 .
in 1-year sustained MRD-negative patients oo T
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Goicoechea | et al. Blood 2021;137(1):49-60; Mina R et al EHA 2021;abstract S182; Bertamini L. et al, JCO 2022.

MRD is now considered the main factor
able to mitigate the adverse prognosis
related to baseline features




Ruolo autotrapianto upfront nell’era delle

CASSIOPEA

GRIFFIN

PERSEUS

MASTER

MANHATTAN

Use of AHCT

All arms received
upfront AHCT

All arms received
upfront AHCT

All arms received
upfront AHCT

All arms received
AHCT

No AHCT

A\ n
quadruplette
Induction @S oS \
regimen
Dara-VTd | 93% 2-year Not

PFS reported
Dara-VRd | 95.8% 2- 92.7% 4-

year PFS  year OS:
Dara-VRd | 84.3% 4- Not

year PFS  reported
Dara-KRd | 87% 2-year 94% 2-year

PFS 0Ss
Dara-KRd | 98% 1-year 100% 1-

Qs

ﬂRD-Negative Rate (%, tim}

point, sensitivity)

?4% at 100 days post-AHCT (10
)
Post-induction: 22%/1%
Post-consolidation: 50%/11%
Post-1-year-maintenance:
59%/21%

End of study: 64%/36%
(107°1107°)

75%/65% any timepoint during

study (10°/107°)

64.8% sustained negativity for

>12months (107)

81%/71% at post-consolidation

71% post-cycle 8 (10'5)

year OS/K

(10°°/10°°)

Benefit of anti-CD38 containing quad-therapy on newly diagnosed
myeloma



Key eligibility
criteria:

« Transplant-

eligible
NDMM
» 18-65years
« ECOG PS
0-2

First randomization (1:1)

Presente: DARA-VTd in TE-NDMM: CASSIOPEIA phase 3 trial

D-VTd
D: 16 mg/kg IV QW Cycles
Q2W Cycles 3-4
V: 1.3 mg/m?SC Days 1, 4, 8, 11
T: 100 mg/day PO

d: 20-40 mg IV/PO

VTd
VTd administered as in the
D-VTd arm

—“zZ>»ronz>x0-

Consolidation

D-VTd
D: 16 mg/kg IV Q2W
V: 1.3 mg/m?SC Days 1, 4, 8, 11
T: 100 mg/day PO
d: 20 mg IV/PO

VTd
VTd administered as in the
D-VTd arm

Patients with 2PR
Second randomization (1:1)

Maintenance

DARA

monotherapy
16 mg/kg IV Q8W until

S maximum,

(2 years maximum)

» CASSIOPEIA is a randomized, open-label, active-controlled,
parallel-group, phase 3 study in patients with TE NDMM

* InPart 1, D-VTd induction/consolidation improved depth of
response, including increased rates of sCR, >CR, and MRD
negativity, and prolonged PFS

4 cycles of 28 days MRD?

Stratification factors: Part1
= Sile affiliation (IFM or HOVON)
« ISS disease stage (I, II, or 1ll)

* Lytogenetic risk status (high or standard/unknown risk)

2cycles of 28days \JRD?

MRDP t

Part2
stratification factors:
= Induction treatment (D-VTd or VTd)
+ Depth of response

MRD rates (10°%)

Median follow-up: 44.5 months

100 4
T Ty TR
, S 6., )
e Median PFS: not reached
[ Stable disease, progressive [ Partial response [ Complete response P <0.0001 _g 80 -
disease, or not evaluable [ Very good partial response [ Stringent complete response ®
°
100+ 100 4 g
= | <0. @
oo - 90 P <0.0001 g o0+
a0 2 80 5
- ] 7
2 o] g 70 64% 3 i Median PFS: 51.5 months
g 7 © 4 40
) =
2 47 60 o
c 2 o
£ 60 52:8 3 5
E‘ o g 50 4 @
2 520 2 40 g 20+
2 40 o) 5
30 4 o 0 |
g o g HR 0.58 (95% Cl 0.47-0.72) VTd D-VTd
< 3 38 20 o P<0.0001 e
20 231 — T T T T T T T T T T T
3 18 101 0 6 12 18 24 30 36 42 48 54 60
10 — — 04 Progression-free survival (months)
102 96 102 Post- Post- Post- Post- Patients at risk
Sest é\ﬁer After }?Mays Best induction consolidation induction consolidation VTd 542 498 472 434 391 345 312 191 90 26 0
- inducti ASCT ASCT *
i e o it D-VTd vTd DVTd 543 507 495 478 452 426 395 237 119 29 0
Vid (n =543) (n=542)

Moreau P et al, Lancet 2019; 394: 29-38; Moreau P et al, ASCO 2021



Prossimo futuro: DARA-VRd in TE-NDMM: PERSEUS phase 3 trial

EMN17-PERSEUS: Study Design

* Multicenter, open-label, randomized phase Ill trial; current analysis median f/u: 47.5 mo

; Induction: Cycles 1-4 Consolidation: Maintenance: Cycles 7+
Stratified by ISS stage (28-day cycles) Cycles 5-6 (28-day cycles)
and cytogenetic risk T (28-day cycles) e -
D: 1800 mg SC QW/Q2wW"* 3
V: 1.3 mg/m?SCD1, 4, 8, 11 ~__D-VRd D-R
Transplant-eligible R: 25 mg PO D1-21 3-8283‘: :‘?ﬂiﬁjg?xf D: 1832‘;\3 sC =
. d: 40 mg PO/IV D1-4, 9-12 L83 :
ag:’ ::,sitzgpe]g:ﬁSM?O mz;n =/355) R:10mg PO D1-28 W Lo Discontinue D
ECOG PS <2*

(N =709) "\':Rd
V: 1.3 mg/m?SCD1, 4,8, 11
d: 40 mg PO/IV D1-4, 9-12 D1-28 until PD
(n = 354)

*QW during cycles 1-2, Q2W during cycles 3-4, "D discontinued after 324 mo in patients with 2CR and 12 mo sustained MRD negativity;
D restarted upon confirmed loss of CR without PD or MRD recurrence.

* Primary endpoint: PFS
= Key secondary endpoints: 2CR rate, MRD negativity rate, OS Sonneveld B, ot al. NUIM 2024 an 25:390(4):301-313.

LN

S
| ————,

Improvment in 2CR rate in DARA-
VRd vs VRD observed across all
group

64% of patients in DARA-VRd +
D-R discontinued D after reaching
susteined MRD negativity per
protocol

OS data immature
EMN17-PERSEUS: PFS

PFS (26)

P
E=3

T HRforPDor death: 042
959% CI: 0.30-0.59; P <.0001)

0369 RISBANNNBIBNQGBM

Pt Rk Mo Since Randomization
OVRA 35 M5 35 320 30 320 308 16 313 00 305 302 20 25 206 26 %0 11 0
WeOMBS MMM M MMM MBS WA B E B 0 )

‘Sonneveld P, ot L NOM 2004 Jn 25004101, -y
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PERSEUS: Overall and Sustained MRD-negativity Rates?

MRD negativity (10-5) MRD negativity (10-6) Sustained MRD negativity (10-5) >12 months
P <0.0001® P <0.0001b P <0.0001¢
Odds ratio, 3.40 Odds ratio, 3.97 Odds ratio, 4.42
(95% CI, 2.47-4.69) (95% Cl, 2.90-5.43) (95% ClI, 3.22-6.08)
80 1 75.2% 80 - 80 -
£ 70 A 70 4 65.1% 70 A 64.8%
g 60 1 60 4 60 4
o
> 50 4 50 50
= 4 A 40
£ 40 40 32.2% 0
ac? 30 30 A 30
9 20 A 20 20
= 10 - 10 - 10 -
0 - N 0 1 0
D-VRd VRd D-VRd VRd D-VRd VRd
(n = 355) (n = 354) (n =355) (n =354) (n = 355) (n = 354)

* Deep and durable MRD negativity was achieved with D-VRd
* 64% (207/322) of patients receiving maintenance in the D-VRd group
discontinued DARA after achieving sustained MRD negativity per protocol®

*MRD-negativity rate was defined as the proportion of patients who achieved both MRD negativity and 2CR. MRD was assessed using bone marrow aspirates and evaluated via next-generation sequencing & q
(clonoSEQ assay, version 2.0; Adaptive Biotechnologies, Seattle, WA). ®P values were calculated with the use of the stratified Cochran-Mantel-Haenszel chi-squared test. ‘P value was calculated with the use of . -
Fisher’s exact test. “After =24 months of maintenance therapy, DARA was discontinued in patients who achieved >CR and sustained MRD negativity (10-5) for 212 months. 10 EI..

Presented by P Sonneveld at the 65th American Soclety of Hematology (ASH) Annual Meeting; December 9-12, 2023; San Diego, CA, USA a
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Second ASCT (tandem) as consolidation therapy:
more is always better?

BMT CTN 0702 ph.2 trial (STaMINA)

I Maintenance lenalidomide |

Mel200 . . . -
+ ASCT VRD x 4 ->| Maintenance lenalidomide | Newly diagnosed (%) 100 85
N N N Induction regimen (% VCD (100 VCD (14) / VRD (55
Mel200+ASCT ->| Maintenance lenalidomide | 8 (%) (109) (4) (55)
Length of induction therapy (months) 2-3 2-14
100 Failure to receive double ASCT (%) 19.8 32
PFS 1 SR AT G LoR R GRRDN A5 B0 ) Consolidation therapy (%) Yes (50) NO (100)
804 on 6Yr. 43.9% (37-50) 39.7% (33-45) 40.9%(34-47)
i Maintenance therapy Len (10 mg) Len (10-15) mg
2
= o0 PFS at 36-38 mos (%)
5 1 0685 - All patients 73.6 56.5
g 40 i —== - High-risk patients* 64.9 422 2019
20

NO DIFFERENCE BETWEEN STUDY ARMS R
‘ e e e

100 1 5Yr.  53.6%(46-61) 44.3% (37-50) 42.3% (37-47)
80

oS

6Yr 49.4% (41-57) 39.7% (33-46) 38.6% (33-43)
80

£ PFS BENEFIT FOR AUTO/AUTO ARM; esp. in HR GROUP
g 3 p=0.797 s p ‘\::‘—_ e —
-‘-g 40: g-g_ 40 e -‘—“;__"_\‘._‘

- PFS @ .
20 [0s@ | Auto/Auto | AutoRVD Auto/Maint 20 % Auto/Auto Auto/RVD | Auto/Maint
5yr.  74.7%(69-80) 75.4% (70-80) 76.4% (71-81) 5

&l — HiRisk 43.7% (33-58) 37.3% (26-48)  32% (24-40) 0.0

04 6yr. 73.1%(67-78) 74.9%(69-80) 76.4%(71-81)

0 12 24 36 48 60 72

< 58.1% (48-67) 48.2% (40-56) 47.7%(41-54) 0.196
T T T T T T T

T T T T T

| AR ooQspvarrow 12 24 36 48 60 72

Stadtmauer EA, JCO 2019;37:589-597 - Hari P, ASCO 2020 oral presentation



Second ASCT (tandem) as consolidation therapy:

i ?
EMNO02/HO95 phase 3 study more is always better?

HRO062 (95% (L 041-093)
adjusted p=0022

— Single HSCT oS ok

—— Doube HSCT
HR O 74 (95% (1. 056-098)
adusted p-0036
3 7
H 3
sl § w
3 =
H T
¢ 3
! 2 PFS and OS benefit for
ASCT/ASCT
° T T T T T 1 0% T T T T T
J 2 24 36 48 60 72 0 2 24 36 48 60
Number at risk Number at risk
(number censored) (number censored)
Double HSCT 210 (0) 192 (4) 167 (7) 145(11) 115(19) 68(54) Double HSCT 210 (0) 201(4) 189(8) 175(15) 159(24) 100 (75)
Single HSCT 209 (0) 181(5) 147(7) 124(8) 97 (16) S3(54) Single HSCT 209 (0) 195(6) 182(8) 164 (10) 141(0) 85(n)
PFS: del (17p) and/or " PFS: del (17p) 0s: del (17p)
t(4;14) and/or t(14;16) i
on ors = g 0
ned high-risk disease 57.1%

L — 26.7m = Coutee Wanapiant L —
—— Smgte vampiant = Singls wanepisnt - Single wnepiane
HR: 0,56 (95% C1, 0.34.1.0), p=0.062 HR: 0.24 (95% CL 0,09.0,66), p=0.0060 HR: 0.0 (35% C1, 0.08.1,08), p~0.065
000 000 0.00
o 12 24 % 48 60 0 12 24 o P 60 ] 24 % a8 @
Months Months Months.




Meta-analysis
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MAINTENANCE: Lenalidomide post ASCT

(EMA-approved until PD)

os

7-year OS rate FE
62% vs 50% o

60 yrs

McCarthy, et al. JCO 2017;35:3279-89

Myeloma XiI trial

Induction 1 Induction 2

PC

CTD U

cvD
MR
o~ © O’ ..~
R e

KCRD _— )

Jackson et al. Lancet Oncol 2019;20:57-73

1.0 Male
(p '001) Female
lor i
08 - 1SS stage ™
MEMA (RV-MM-PI-209
s gt
3 Response after ASCT CRVGPR
201 Be81GY
LN BN £ 4 IRCTION 3 05 PRISDIPD
B 2 -
ascr sr ¢ conmses [ b
5 .
— Z 04
n S Adverse-risk cytogenetics®
ATy o Median 0S o
02 - Eventsn | g0 cip.mos | HR195% 1l CICl after ASCT® ‘f’g"‘t’"'"
.2 50 mUmin
e LEN maint 215605 NR (NR-NR)
| - - 0.75 (0.63-0.90) 025
coNrEn TR TS F L rval
Tt Satariae 00
0 10 20 0 40 % 60 70 80 %0 100 110
o Overall Survival (months)
(TE pts)
1
1
Maintenance v 1
i
2 os !
Lenalidomide g - 3 year 08
8 04
& ' -
Lenalidomide 87.5% [84.3, 90.7,
Observation 03 | (n=730) = :
L}
02 : Observation 80.2% [76.0, 84.4)
' (n=518)
04 : HR : 0.60 85% CI[0.52, 0.93)
. Log-Rank P = 0.0120
. ———
6 12 18 24 30 36 42 48 54 60 66 2 78 a4

Months since randomisation

S Len

0s

0S (%)

60 80 100

40

Maintenance with lenalidomide is considered the standard of care for all MM patients post-ASCT

HR (05% CI
0.68 (0.54-0.86)
0.83 (0.63-1.10)
0.65 (0.52-0.83)
0.91 (0.69-1.19)
0.65 (0.520.81)
1.04 (0.72-1.51)
80 0.63 (0.35-1.16)
0.70 (0.54-0.90)
0.86 (0.65-1.15)
0.48 (0.31-0.75)
0.82 (0.67-1.00)

LEN®
3n2
23
32
283
an
13

CONTROL®
5
29
340
255
440

1.18 (0.66-2.10)
0.79 (0.50-1.06)
0.73{0.33-1.60)
0.74(0.59-0.92)

Contro| ==

t(4;14) and/or del(17p) present

Median OS [95%Cl]
Obs. (n=36) 30, [24, Inf.)
Len. (n=62) 50, [46, Inf.)

HR: 0.51 95%Cl [0.26, 1.01]
Logrank P =0.0832

12 24 36 48 60 72
Time from maintenance randomisation (m)



Choices between - 65-70y: DRd /anti-CD38 VRd +/- transplant

MAIA - Dara-Rd <70y PERSEUS >65y
Sy-PFS 67%

PFS
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Conditioning Mel200 vs Mel140 (II)

10
1 Mel140
-2 Mel200

08
06

04

------
.....

..................

Progression Free Survival (%)

00

00 200 4,00 6,00 8,00 10,00 12,00 7
Follow-up (years)

p=0.01

The probability of PFS was significantly higher in Mel200 group compared
to Mel140 (25.4% vs 17.9%; p=0.01)




Conditioning Mel200 vs Mel140

-~ Mel140
-7 Mel200

08
06

04

Overall Survival (%)

00

00 200 4,00 6,00 8,00 10,00 12,00
Follow-up (years)

p<0.001

The probability of OS was significantly higher in Mel200 group compared
to Mel140 (36.2% vs 22.1%; p <0.001)




Dark side ASCT: treatment-related AEs (G=3)

O N S N O

MPR vmPp RvdeASCT RVd-alone RVd+ASCT
(N=132) (Ntl‘l) (u-m) [N-l)?) (n=495) (NlTOI) (Nl!SO) (N=350) (N=357) (N=365)
51% 94% 2% 13% <1% 16% 9% 92% 18% 30%
ACUTE
TOXICITY Neutropenia 8% 93% 26% 80% 29% 78% 47% 92% 43% 86%
Thrombecytopenia 1% 22% 5% 70% 16% 83% 14% 20% 20% 82%
)
Mucositis NA NA NA NA 0% 16% 0 17% 0 5%
LATE Infections 1% 16% 6% 19% 5% 25% 9% 20% 9% 18%
TOXICITY . . L -
—) | M 0 4% 1% 1% 6% 6% 6% 7% 10% 10%

. More hematologic AEs and infections due to HDM-ASCT
. No differences regarding SPMs incidence

AL adverso ovorts, SPARS. 5000nd pomary malonances

airact ¥142, ASH 20000 Perrot A et &

021 Richardson P




Current “"statements” in the treatment of newly diagnosed TE MM

* Quadruplets + upfront ASCT represent the current standard of care: Dara-VTd the current,
Dara-VRd hopefully soon

« The number of induction cycles varies from 4 to 6, upon response/toxicity/logistics;
subsequently consolidation is proposed or not

« Stem-cell collection is lowered by the use of up-front daratumumab but in a “not-clinically
relevant way”

 Double ASCT is what we can currently use to improve the outcomes of HR patients
* Lenalidomide until progression is the current unique SOC for maintenance
« ASCT is proposed “systematically” up to 70 yo? Mel 200/Mel140?

« The goal of treatment in NDTEMM is MRD achievement and sustained MRD negativity;
currently this goal is achieved in 50-70% of the patients, sustained up to 70%!

« Sustained MRD negativity is even more important in HR MM




Considerazioni generali

« Tenere conto dei fattori legati al paziente, alla malattia e al trattamento
» Tenere conto della tossicita acuta o ritardata del trapianto

 Perla fascia di eta tra 65 e 70 aa va dimostrata la necessita e la sicurezza del trapianto

vs non trapianto (anche alla luce dei risultati dei regimi di condizionamento a intensita
ridotta)

« Valutazione trapiantologica nei pazienti con indicazione borderline per fattori legati al
paziente (es. eta, comorbdita, caregiver) o alla malattia (es. IR)




Futuro

Il campo dellimmunoterapia nel MM ¢ in rapida evoluzione
L''immunoterapia con CAR-T e BsAb rivoluzionera presto il panorama terapeutico del

” &

Considerando sia le tossicita acute del’lHDM (come la tossicita ematologica e
gastrointestinale, le infezioni) sia le tossicita a lungo termine (SPM)

Considerando anche il significativo aumento delle risposte profonde (MRD) con la
terapia di induzione quadrupletta e gli ottimi risultati del trattamento con cellule CAR-

T e BsAbs '

E’ probabile che nel prossimo futuro 'HDM-ASCT sara differito o riservato a casi
selezionati, portando a una terapia adattata al rischio e alla risposta, migliorando la
qualita della vita e la sopravvivenza del paziente

= .
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