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The unmet need of minimally invasive MRD assessment
MRD status is dynamic and must be reassessed periodically
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The unmet need of minimally invasive MRD assessment
The requirement of invasive BM aspirates hinders routine implementation

Clinical
trials

- R

Routine
practice

Authors’ opinion



Prognostic value of MRD assessment in PB using NGF
GEM2014MAIN trial (n = 138)
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Notarfranchi L, et al. Blood 2022;140 (Supplement 1): 2095-2097



Prognostic value of MRD assessment in PB & BM using NGF
GEM2014MAIN trial (n = 138)
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MRD No. Median PFS P value
PB/BM PFS @2y
- /- 90 NR 100%
iy 33 NR 80% P < .001
+/+ 15 22 mo 50%

Notarfranchi L, et al. Blood 2022;140 (Supplement 1): 2095-2097




BloodFlow

Immunomagnetic enrichment using MACS® MicroBeads prior NGF
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Performance of BloodFlow vs standard NGF in PB
BloodFlow detected MRD in 33/353 (9%); 19/33 (58%) were negative by standard NGF

Patients with positive MRD in PB using BloodFlow
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33
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The lowest MRD level was 6x10-8

PB, peripheral blood; NGF, next-generation flow Notarfranchi L, et al. Blood 2022;140 (Supplement 1): 2095-2097



Investigate the complementarity and prognostic value of new
multimodal minimally invasive MRD assessment in MM

n = 242/242

PB BloodFlow CTCs

n=27/242 %ﬁ‘fg
Izlf?DSl:ln: CloneSight =/ > Mutations
N =242
Maintenance or — 168/242 i;
observation n= ‘
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Clinical trials



Prognostic value of MRD assessment using BloodFlow
MRD+ associated with 12-fold increment in the risk of progression and/or death
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MRD assessment in PB using BloodFlow and in BM using NGF

Analysis restricted to 136 patients with paired samples

Progression-free survival (%)
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MRD No. Median PFS Hazard ratio
PB / BM PFS @1y

-/ - 99 NR 97%

-/ + & /- 26 NR 88% 3.4 (P=.14)
+/+ 11 3 mo 45% 19.7 (P < .001)




Minimally invasive response assessment in PB using BloodFlow
Median CTCs/uL, 0.016 (range 0.0003 - 0.29)

Bone Marrow
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358 103
BloodFlow- (70.8%) (20.3%)
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Blood 2 43
BloodFlow+ (0.4%) (8.5%)
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79% concordance BM (NGF) & PB (BloodFlow)



Minimally invasive response assessment in PB using BloodFlow
Median CTCs/uL, 0.016 (range 0.0003 - 0.29)
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Minimally invasive response assessment in PB using BloodFlow
Median CTCs/uL, 0.016 (range 0.0003 - 0.29)
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Minimally invasive MRD assessment in cfDNA and serum
CloneSight and QIP-MS respectively yielded high PPV and NPV

CloneSight
Bone Marrow
48 paired
samples NGF- NGF+
, 14 29
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QIP-MS
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BloodFlow and QIP-MS showed more balanced NPV and PPV
CloneSight showed the highest PPV but low NPV

BloodFlow CloneSight QIP-MS

78% NPV 33% NPV 82% NPV
96% PPV 100% PPV 70.5% PPV



BloodFlow and QIP-MS showed more balanced NPV and PPV
CloneSight showed the highest PPV but low NPV

BloodFlow QIP-MS
78% NPV 82% NPV
96% PPV 70.5% PPV
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Are these methods
complementary for improved
prediction of PFS?



Complementarity between BloodFlow and QIP-MS

MRD detection by either method resulted in increased risk of progression
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Complementarity between BloodFlow and QIP-MS
3/129 (2%) double negative MRD patients progressed thus far

Progression-free survival (%)
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MRD No. Median PFS Hazard ratio
BF & QIP-MS PFS @1y
-/- 129 NR 98%
-+ 26 NR 80% 9.8 (P=.002)
+/- 2 2 mo 0% 97.7 (P <.001)
+/+ 11 8 mo 46% 29.5 (P < .001)

Double-negative MRD detection in PB
and serum using BloodFlow and QIP-MS
achieved a NPV of 84% (ie, MRD
negativity in BM using NGF)




Mass Spectrometry-Based Assessment of M-Protein in Peripheral Blood
during Maintenance Therapy in MM in the Phase [l ATLAS Trial

Aims

* To determine the feasibility of using MS as blood-based MRD evaluation in the post-
transplant setting

* To determine the optimal timing of post-ASCT MS assessment for prognostication

Patients and samples

N=138 patients (from 180 in the ATLAS trial) Paired Paired
e MS/NGS MS/MFC
No baseline diagnostic samples were available Screening 121 70 105
Cycle 6 118 73 106
A sample was called positive by MS when the Cycle 12 114 64 98

assay confirmed the presence of an M-protein,

Cycle 18 96 51 80
matching the known (diagnostic) isotype oA o1 - o
Cycle 36 55 34 39

Threshold for BM-MRD positivity: 10-5

Overall 585 349 499




[ ATLAS trial ]
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Key eligibility criteria:

<100 days after HSCT

< 12 months after diagnosis
< 2 induction regimens
25D after HSCT
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Methods
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» EXENT® Solution

» By flow cytometry

MRD assessment [

4 and/or NGS, 10

Dytfeld, Lancet Oncology 2023

Kubicki et al, Blood (2023) 142 (Supplement 1): 340



Agreement between the methods increased with time

Screening

Cycle 18

Overall

Screening

Cycle 18

Overall
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Kubicki et al, Blood (2023) 142 (Supplement 1): 340



MS (-) status post cycle 18 was associated with superior PFS
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Double (MS and MRD) negativity is associated with favorable
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Isolated and Dynamic Peripheral Blood Residual Disease
Status Characterized by Mass Spectrometry Predicts
Outcome in Patients with High Risk Smoldering Multiple
Myeloma Treated in the GEM-CESAR Trial
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GEM CESAR: study design

Multicenter, open-label, phase Il trial
High-risk smoldering MM patients
n=90

Induction HDT&ASCT Consolidation Maintenance

KRd x6 Mel-200 KRd x2 Rd 2ys

KRD: 4-week cycles of iv carfilzomib (K) at dose 20/36 mg/m? days 1-2, 8-9,15-16, oral lenalidomide (R) 25 mg days 1-21 and dexamethasone (D) 40 mg once weekly.
Rd: R at dose of 10 mg on days 1-21 plus dexamethasone at dose of 20 mg once per week for two years



Methods

SPEPI/IFE QIP-MS NGF

lgG = \
19A 3200 I \
i IgM 3 220,

Total 3600

Carried out with anti IgG/A/M, total k and total A beads using According to the recommendations of the IMWG
the EXENT®Solution (The Binding Site, part of Thermo Fisher and the Euroflow guidelines
Scientific).



Patients characteristics

N=90 (%)
Age in years, median (range) 59 (33-70)
Male 47 (52%)
MM subtype
IgG 57 (63%)
IgA 27 (30%)
Light-chain 6 (7%)
Amount of MP (mean, g/dL) 2.8
% bone marrow infiltration (mean) 26.9%
Cytogenetics, n (%)
High-risk 31 (35%)
Standard risk 55 (61%)
Unknown 4 (4%)
High risk
Mayo/Pethema/Both 7 (8%) 30 (33%) 22 (24%)
Ultra high-risk 31 (34%)
M-spike by QIP-MS 100%




Ability to identify persistent disease

Induction | HDT&ASCT | Consolidation Mai:lgla;nce Mafﬂ‘{:ﬁ; co
n=62 n=61 n=61 n=51 n=35
SPEP/IFE 34 (55%) 20 (33%) 16 (26%) 9 (18%) 5 (14%)
QIP-MS 46 (74%) 33 (54%) 29 (47.5%) | 11 (21.5%) 7 (20%)
NGF 45 (72.5%) | 26 (43%) 24 (39%) 11(21.5%) | 12 (34%)




Ability to identify persistent disease

Induction | HDT&ASCT | Consolidation Mai:lgla;nce Mafﬂ‘{:ﬁ; co
n=62 n=61 n=61 n=51 n=35
SPEP/IFE 34 (55%) 20 (33%) 16 (26%) 9 (18%) 5 (14%)
QIP-MS 46 (74%) 33 (54%) 29 (47.5%) | 11 (21.5%) 7 (20%)
NGF 45 (72.5%) | 26 (43%) 24 (39%) 11(21.5%) | 12 (34%)




Comparative results IFE vs QIP-MS

After 2 years of maintenance

After HDT&ASCT
n=67
IFE
+ -
19 (28%) | 16 (24%)
QIP-MS

3(4%) | 29 (43%)
p-value <0.0001
Positive Predictive Value 0.5429
Negative Predictive Value 0.9063
Sensitivity 0.8636
Specificity 0.6444

n=37
IFE
+ -
5(13%) | 4 (11%)
QIP-MS

2 (5%) |26 (70%)

p-value 0.0049

Positive Predictive Value 0.5556

Negative Predictive Value 0.9286

Sensitivity 0.7143

Specificity 0.8667

* Fisher’'s exact test



Comparative results IFE vs QIP-MS

After 2 years of maintenance

After HDT&ASCT
n=67
IFE
+ -
19 (28%) | 16 (24%)
QIP-MS

3(4%) | 29 (43%)
p-value <0.0001
Positive Predictive Value 0.5429
Negative Predictive Value 0.9063
Sensitivity 0.8636
Specificity 0.6444

n=37
IFE
+ -
5(13%) | 4 (11%)
QIP-MS
2 (5%) |26 (70%)
p-value 0.0049
Positive Predictive Value 0.5556
Negative Predictive Value 0.9286
Sensitivity 0.7143
Specificity 0.8667

* Fisher’'s exact test



Comparative results IFE vs QIP-MS

After 2 years of maintenance

After HDT&ASCT
n=67
IFE
+ -
19 (28%) | 16 (24%)
QIP-MS
3(4%) |29 (43%)
p-value <0.0001
Positive Predictive Value 0.5429
[ Negative Predictive Value 0.9063 ]
Sensitivity 0.8636
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Positive Predictive Value 0.5556

[ Negative Predictive Value 0.9286

Sensitivity
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Comparative results NGF vs QIP-MS

After 2 years of maintenance

After HDT&ASCT
n=067
NGF
+ -
24 (36%) | 14 (21%)
QIP-MS
5(7%) |24 (36%)
p-value 0.0002
Positive Predictive Value 0.6316
Negative Predictive Value 0.8276
Sensitivity 0.8276
Specificity 0.6316

n =39
NGF
+ -
+ 6 (15%) | 3 (8%)
QIP-MS
- 8 (20%) | 22 (56%)
p-value 0.0475
Positive Predictive Value 0.6667
Negative Predictive Value 0.7333
Sensitivity 0.4286
Specificity 0.8800

* Fisher’'s exact test
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PFS according to IMWG standard response
criteria

After 2 years of maintenance
n=33

After HDT&ASCT
n =62

—— 2CR 16/42=38% —— 2CR 11/28=39%

100 — <CR 8/20=40% 100-] —— <CR 2/5=40%
X : % mPFS: not reached = L\_\_\L\‘_AL“ BES: not Hed
) ] o ] m : not reache
@ 50 mPFS not reached @ 50 mPFS: not reached
o . o 3
: n.s. - n.s.
0 1 1 1 1 0 1 1 1 1 1
0 1 2 3 4 5

0 2 4 6 8

Time (years) Time (years)

Standard response criteria (>CR vs <CR) did not separate groups with different PFS



PFSb (%)

PFS according to QIP-MS

After HDT&ASCT After 2 years of maintenance
n=061 n =36
- —— PRD- 6/28=21% - — PRD - 8/29=27%
1004——— —— PRD + 17/33=51% 100 . PRD+ 57=71%
‘_lH“L‘u mPFS: not reached —_ ]
X : mPFS: not reached
. o ]
507 mPFS: 4.27 years ¢ 50
] o .
] L mPFS 1.43 years
] p=0.0071 ] p=0.0011
0 T T T 1 0 T T T T 1
0 2 4 6 8 0 1 2 3 4 5
Time (years) Time (years)

Results obtained with QIP-MS separated two groups with different PFS



PFSb (%)

PFS according to NGF

After 2 years of maintenance

After HDT&ASCT
= n-= 35
. n =61 —— MRD - 12/35=34% —— MRD- 4/23=17%
100': —— MRD + 11/26=42% 100_: — MRD+ 9/12=75%
. mPFS: not reached
. mPFS: not reached 9
50-] mPFS not reached Q :
i »n 504
] w :
. o ]
mPFS 2.06 years
: n.s. ] =0.0002
0 ! ! I 1 0 T T T pl 1
0 1 2 3 4 5

2 4 6 8

Time (years) Time (years)

Results obtained with NGF separated two groups with different PFS at the end of treatment



PFS according to QIP-MS in cases 2CR

After 2 years of maintenance

After HDT&ASCT
= n=28
100- —— PRD + 10/16=62.5% 100-] —— PRD+ 4/4=100%
g mPFS not reached g mPES not reached
8 3 s0-
g 50-: E ]
mPFS: 4.156 years mPFS: 1.155 years
: p=0.0021 : £=<0.0001
0 1 1 1 1 0 1 1 1 1 1
0 2 4 6 8 0 1 2 3 4 5

Time (years) Time (years)

Among patients in 2CR, results obtained with QIP-MS separated two groups with different PFS



PFSb (%)

PFS according to NGF in cases 2CR

After 2 years of maintenance

After HDT&ASCT
] n=42 — MRD- 8/29=27 5% . n=24 — MRD - 4/16=25%
100 —— MRD + 8/13=61.5% 100+ —— MRD + 7/8=87.5%
mPFS not reached
mPFS not reached Q
: o 1
50 & 50
- n_ -1
mPFS: 4.647 years mPFS: 2.056 years
: p=0.0473 : £=0.0005
0 1 1 1 1 0 1 1 1 1 1
0 2 4 6 8 0 1 2 3 4 5

Time (years) Time (years)

Among patients in 2CR, results obtained with NGF separated two groups with different PFS



PFS according to QIP-MS and NGF dynamics

MRD dynamics PRD dynamics

Patients Progressions Patients Progressions
- n (%) n (%) A n (%) n (%)
] % . o o ] * % -] - 0, 0,
4/t .. / 8 (23%) 1(13%) 4/t . / 12 (34%) 3 (25%)
/ +/+ 11 (31%) 8 (73%) / ] * +/+ 6 (17%) 4 (67%)
- _[4+ . x —1 [+
-1+ 1(3%) 1(100%) -1+ 1(3%) 1(100%)
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Analysis of the dynamics of the results obtained by QIP-MS and NGF improved the prediction of patients outcome
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INTRODUCTION

In patients (pts) with multiple myeloma (MM), analysis
% ol Tesidial & RD) d .

ly in bone
marrow by Next Generation Flow (NGF) has shown
that conversion of MRD status modulates the risk of
progression.

Mass spectrometry ing low-level lonal
immunoglobulins has also shown potential for
Peripheral-blood based Residual Disease (PRD)

it with parable clinical values as MRD
on previous studies.

To analyze the clinical impact of PRD and MRD
dynamics in MM pts receiving intensive treatment as
per the GEM2012MENOS65 trial and during
maintenance as per the GEM2014MAIN trial.

PATIENTS & METHODS

In the GEM2012MENOSES trial, pts received 6 cycles
of VRD-GEM induction, autologous stem cell
transplantation (ASCT; after melphalan or busulfan plus

Iphalan) and consolidation with 2 cycles of VRD-
GEM. Patients achieving at least minimal response
were offered to be enrolled in the GEM2014MAIN and
randomized to maintenance with lenalidomide and low-
dose dexamethasone (Rd) or Rd plus ixazomib for 2
years; if not reaching MRD negativity at this point, pts
received 3 more years of Rd.

PRD dy ics were lyzed sep y in each trial
by Quantitative Immunoprecipitation Mass
Spectrometry with anti IgG/A/M, total x and

total 2 beads using the EXENT® Solution (The Binding
Site, part of Thermo Fisher Scientific). MRD was
analyzed following the recommendations of the IMWG
and according to the Euroflow guidelines. Only those
pts with available samples at all the time points
analyzed (GEM2012: post-induction, post-ASCT and
after-consolidation; GEM2014: post-consolidation and
after 1 and 2 years of maintenance) were included.

Analysis of Peripheral Blood and Bone Marrow Residual Disease Dynamics during PETHEMA
Intensive Treatment and Maintenance in Patients with Multiple Myeloma included in
the GEM12MENOS65 and GEM14MAIN Clinical Trials
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Figure 1A: Progression Free Survival of PRD and MRD Dynamics in the
GEM2012MENOSSS trial (from post to post

Figure 1B: Progression Free Survival of PRD and MRD Dynamics in the
GEM2014MAIN trial (from post-consolidation to 27 year of maintenance)

CONCLUSIONS

1. Assessment of PRD and MRD dynamics during
intensive treatment and maintenance allows to
define more precisely the patients’ clinical
outcome as compared to the analysis of isolated
time points.

2. Reaching MRD or PRD negativity post-
consolidation or after 2 years of maintenance is
associated with a similar prognostic value, thus
highlighting the clinical utility of mass
spectrometry as an alternative, non-invasive
technique for disease evaluation.

‘Hospital Universitario y Politécnico La Fe, Vislencia: " Hospital Morsies Meseguer, Murcia: “Hospital Clinico Universitario Lozano Blesa,

Hospital Universitario Virgen de la Ambaca. Murcis; “Hospital Universitario San Cartos, Madid;

GEM2012MENOS65: 134 out of the 458 pts enrolled in the trial and receiving intensive treatment as per protocol were
analyzed. Post-consolidation, PRD and MRD statuses were associated with almost identical prognostic value: median
progression-free survival (mPFS) in PRD- not reached (n.r.) vs 3.98 years in PRD" cases (p=0.0006) and in MRD- n.r. vs 3.99
years in MRD" cases (p=0.0001).

When dynamics were analyzed, sustained PRD and MRD negativity was observed in 58 (43.3%) and 44 (33.8%) pts and
sustained positivity in 42 (31.2%) and 57 (42.5%) pts, respectively. In 35 (26.1%) and 33 (24.6%) pts, PRD and MRD
converted from positive to negative, respectively.

Sustained PRD or MRD positivity at the 3 time points analyzed was associated with a significantly shorter PFS (mPFS 4.04
years, p=0.0042 and 3.9 years, p=0.0008, respectively), compared to pts remaining negative or converting from positive to
negative, in whom mPFS was not reached (Fig.1A).

GEM2014MAIN: 109 pts out of the 332 pts enrolled in the trial and receiving maintenance treatment as per protocol were
analysed. After two years of maintenance, PRD or MRD statuses were associated with comparable prognostic value:
mPFS in PRD and PRD" cases n.r. (p=0.0039) and in MRD" cases n.r. vs MRD" 2.87 years (p<0.0001).

When dynamics were analysed, sustained PRD and MRD negativity was observed in 68 pts (62.4%) and 61 (55.9%) pts and
sustained positivity in 19 (17%) and 19 (17%) cases, respectively. In 17 (15.6%) pts PRD and MRD converted from positive
to negative and in 5 (5.6%) and 10 (0.91%) from negative to positive, respectively.

Sustained PRD positivity at the 3 time points analyzed was associated with a shorter PFS (p=0.0185), compared to pts who
remained PRD- or converted from PRD* to PRD-, in whom mPFS was not reached. The mPFS in pts remaining MRD- or
converting from MRD* to MRD- was similar and has not been reached yet; the mPFS in pts with sustained MRD positivity at
the 3 time points analyzed or converting from MRD- to MRD* was also similar (2.99 years and 2.88 years, respectively).
Interestingly, pts converting from PRD"to PRD* had a poorer PFS (mPFS of 0.86 years) as compared to patients
converting from MRD-to MRD* (mPFS of 2.28 years) (Fig.1B).
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INTRODUCTION

Multiple myelama (MM} is 2 bone-marrow tasad
dssases v e maonty of messsursble resicusl
dsoase (MRD) studes have focused on sensitive
bone-marow based sssays. Hosever, sansitive
and non-nvasive blood-basad assays whah can
detect the presence of MRD are needed to
opimza the managamant of MA! patients

Mass spectromelry (MS) is currently beng
Invastigated for its dincal utilty 3t different paints
in the monocioral garmmepathy pathway, from
scraaning to MRD datacion

This study amed o compare the
sensilivily and prognoslic ulility of MS
with other blood-based M-protein
detection methods and bone marrow
fiow cytomelry at active disease, best
response and MRD timepoints.

180 sanum sampies fram BT individual ranspiant and
nan-tranaplant patiants wera tastad. Madan follow up
waz 18 manths. Testing ncluded serum
cloctrophoress (SPEP), mmunaftasicn (IFE), free
Ight chain (FLC) and MS.

MS analysis 100k place at The Binding Ste, UK using
a pre-commeroal quarbiative mmunaprecpriaton
(CIP-MS) syutem. Mass spectra was aoqured over an
mviz rargs of 10,000 %0 30,000 and analysis was
pertonmed bry bvo independect reacens

Bone marrow flos cytometry (NGF) assay was
perionmed up 10 8 senstviy of 10° ol pee- ord posi-
Irsrapdant foe 8 subsel of pelisnts, Disaass weponss
wis determinad acoording 1o tha IWMING criteria

RESULTS
MS versus conventional M-protein technigues

Viren comparad to corvmetinnal tachniquas MS snowad Incrasad SansEvity owed
SPEP, IFE and FLC [Table 1). The 1 M-peotain datected by SPEP and IFE but nat by MS
waz 3 post tranzplant sample which showed muipls cloociznal peaks by MS where the
cognal M-orotein could not be detenminec cue 10 not kaving a clagnostic MS resukt
aviabie. Whon evaluatng the 37 samples from 19 incivcus potents which were MS
posilve srad IFE pegaiovw il was found sl 718 (37%) pabents n s group respesec
dur e 1he course of e audy

Az SPEP, IFE and FLC analyses are ofien perdonmed together, the ulliy of using MS
slone was compared o an aigonithm of SPEPAFEFLC tests, where il sry of e
convantions! lests showssd sbnommaily this was Gorsidensd postive. Using this scansrio,
MS cutpaforms tha oanvanlional ey in tha 190 samgiss avaliatad - win 7 samphas
baing NS pasitted oy and 1 sampie (discustsad abava) baing nagatie by MS tue
poaitve by all SPEPWFEFLC.

Tae ] Arwe e, DAt ey oor el aaa rathed ) o v M5 resabs e debecdeg W perbes = 150 1 vg i

MS Detected MS Undetected | Concordanke

SPEP Dotocted 105 1 -
SPEP Uncetecti 58 2
IFE Detected 126 1

o%
IFE Undetected 37 26
FLCr Abnermal 133 1

80%
FLCr Mormal 26 13

CONCLUSIONS

This study aimed 1o evaluate the viabiity of using MS to identify M
proteins in treated MM patients. In this study the MS methed had a higher
numer of pesitve resulls than any of the conventional methods and
oulcompeled the algerithm of SPEP/IFEFLC in detecting the presence of
M-pretein,

There is a progression free survival benefil of being MS negative al both
post-ASCT and besl respense lime points across a range of reatments.
There were a high number of patients wha were MS posilive threughout
mandoring and 1 will be important 1o delermine how such a sensitive
method can be usad lo provide clinically useful informaton to dinicans lo
give the best balance between lreatmeant and quality of life for patients,

1

MASS SPECTROMETRY FOR DISEASE ASSESSMENT
IN TREATED MULTIPLE MYELOMA PATIENTS

Progression free survival by post-ASCT MS status
A 2]

Probatdity of Survival
2

p=0.02
R I L ]
. "w n »
Months from ASCT
MS in response groups

In tha camplata respanss patiant group 779% of
samples wara MS postive, showing how MS
oulpsfonrs e INWNG oilera, Progression
fres sundval (PTS) snslysie sl the best
rezponse time point shoaed a :l;'!rfc:n‘l
=urvival advanzage of having a MS negative
resuit (p=0 0OT) across all maponsa Groups
{Figure B)
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MS versus NGF

Vhen companng MS against NGF resuls at tong
marraw tasting lima points Agreemant a1 pra-transpiant
was 88%, with al samples being NGF positive but
22/25 besnng MS postive and 1 of thesas 3 giscordant
patients relapsng durng the study. Al post-t-ansplant
agreemant was caly S6%. However, evalsating PFS ot
the past-ranspant tme doint shoased that MS status
had a significant effact an survval (2=0.02) (Figure A)
whara IFE [p=C.44) dd nct and NGF only approached
sNENos (p=0 051)

Survival according to MS status at best response
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BACKGROUND

Figure 1: Response Rates
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INTRODUCTION AND AIM

« Moo resaal Ssooso (MRD) nogatvey is e opral moassre
o erapoutc response for muliole mydioma (M) catios ad &
OGS el morvsad e Gl

+ Bone marrow (BM) MRD assessmurt with nexd Qoneration
soguoncng (NGS) or nexd goneraion fow cytometry (NGF) can
achove 3 mremum senstvty o 10° however an nasve, sSngle-
sie BM Dopey & regursd and musy be imiied Dy somormen guaslity
and teiure o Caplure M3 spatal Seleropeety
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Cyiomety with 8 senslivly of 10 and ConoSEQ ' but ot 1
NGF 1o our knowiecon
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a1 46-50 months post-ASCT
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* 136 serum sampies for MS with maiched BM for

NGF were avalable with 25 samples pre-ASCT
47 post-ASCT. 27 post-cycle 2 of consoldation,
and 37 énd of consOkIaton

* 45 samples (33%) were NGF- but only 7 (5%)
were MS-

and S9% for e 4 Bmepoints
« 98 samplos (T2%) were concordant
= McNemar's lest p-vaives were >0 539, 0.004,

0.008, and <0 001 for the 4 timepoints, indicating
that MS « NGF - were more likely has MS- /NGF«

dscordances 3t al Umeponts except for pre-
ASCT

NGF MRD nogativity (NGF.) was 8%, 23%. 37%,

EVALUATION OF EASYM, A CLONOTYPIC MASS SPECTROMETRY
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IN MULTIPLE MYELOMA

RESULTS CONT.
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MS and NGF was not signficant at all 4
MepOL
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wirg MS+NGF-, and § (19%) were MS-NGF-
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0.149 and <0.001)

CONCLUSIONS
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= Tha prelminary data highlights the potantial of
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EasyM and ratonaise BM based assessment
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BLOOD-BASED MASS SPECTROMETRY MRD TRACKING (M-INSIGHT) IN
MULTIPLE MYELOMA PATIENTS FROM CLINICAL TRIAL NCT02513186
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Multi-center clinical validation of a mass spectrometry immunoassay for the diagnosis and monitoring of multiple myeloma and

associated disorders
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Conclusions

In this cohort of high-risk smoldering MM patients treated intensively with a curative
intention,

1. standard CR or better was not associated with clinical outcome

2. mass-spec segregates two groups of patients with different PFS at the 2 time
points analyzed (post-ASCT and after 2 years of maintenance) and both in
the global cohort as well as in cases in CR or better

3. our data suggest that the dynamics of mass-spec results improve the
prediction of patients outcome

4. the results of mass-spec identify a cohort of patients in CR with detectable
disease and worse outcome that, if our results are further confirmed, could
justify the introduction a new serological response category



Conclusions

BloodFlow, CloneSight and QIP-MS are empowered to detect MRD with
high sensitivity in PB, cfDNA and serum

The presence of CTCs was systematically associated with dismal PFS

BloodFlow and Clonesight showed very high PPV and QIP-MS achieved
the highest NPV

The complementarity between these methods enabled the identification
of multimodal MRD negative patients with very low risk of relapse

This study paves the way towards minimally invasive MRD assessment
in MM patients on maintenance or observation



Conclusiones

* The complementarity between BloodFlow, CloneSight and QIP-MS enables
the identification of multimodal MRD negative patients with very low risk of
relapse

* MS based disease assessment in the post-ASCT setting may be feasible

* Mass-spec segregates two groups of patients with different PFS post-ASCT
and after 2 years of maintenance even among patients in CR and analysis of
its dynamics improves the prediction of patients outcome

* Clonotypic methods for MP detection by mass spectrometry are currently
investigated in patients with myeloma and amyloidosis
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