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Adferdir vid ad magngreina (einstofna) plasmafrumur ™ OF ICELAND

Einstofna prétein (M-prétein)
* Préteinrafdrattur (SPEP) -~ 1
« Massagreining (Mass-spec) '

Plasmafrumutalning i beinmergssyni

) . Methods of MRD detection
« Fjoldi einstofna plasmafrumna / ”“"5»{;‘ ® % Light microscopic
2 @ Py i

* Frumuflaedisjargreining $', o maliation
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8, m cytometry
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 Myndrannséknir i ek ail W Real time PCR

. Next generation

' Nucleotide '

Cayner et al. 2022. Haematologica
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(stingent) Complete Response (CR):

Ummerki mergaexlis greinist ekki med , klassiskum

adferdum”

 Einstofna métefni greinist ekki i sermi med
rafdraetti

« Eélileg plasmafrumutalning i beinmerg

« Eélilegt hlutfall 1éttra kedja

Meé tilkomu nyrra medéferdarirraeda hefur svérun
batnad og hzerra hlutfall einstaklinga naer CR
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Dypt medferdarsvérunar: MRD

Minimal residual disease (MRD)
*  Mealanlegur sjukdémur sem greinist ekki med
,klassiskum adferdum®
* Namari adferdir
* Next-generation Flow cytometry (NGF)
* Next-generation Sequencing (NGS)
 PET/CT

MRD viodmidunargildi (IMWG response criteria)
*  MRDP°s; Einstofna plasmafrumur greinast med
NGF or NGS
* IMMRD"¢s; Einstofna plasmafrumur greinast ekki
med NGF eda NGS med lagmarksnaemni 1 af
100.000 beinmergsfrumum
* Sustained MRD negativity: MRD"®¢ med
eins ars millibili
* Imaging plus MRD negativity: MRD"®¢ and
PET/CTres

Total number of tumor cells
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a) MGUS-like patients

b) Sustained vs. unsustained
CR according to cytogenetics

¢) Quiescent or controlled levels of detectable MRp(

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

dytate relapse on patients
_.--~"with undetectable MRD

_ Presentation
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stringent CR
108 ¢
105 t i~
10°T | mrD
0t | T N N T
102 1 J
10'T 1 :
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e) Long-term disease control in
patients with undetectable MRD

0 1t (Operational cure)

End of
therapy

Diagnosis

rd

Paiva et al. 2015

Time to progression

Response MRD (sensitivity)
Complete response (CR) 1in 1,000
Stringent CR 1in 10,000

MRD by Next-Generation Flow cytometry
MRD by Next-Generation Sequencing

1in 100,000 to 500,000
1in 100,000 to 1,000,000



MRD neikvaedni sterkasta visbending um langtimahorfur i

mergaexl|i

Progression-Free Survival (%)

e MRD-, median PFS: 63 months
CR, median PFS: 27 months
nCR, median PFS: 27 months
= PR, median PF5: 29 months

100

90 .
= < PR, median PFS: 11 months
80 MRD- v CR: P< .001
CR vnCR: P=.616
70 nCR vPR: P= 962
PR v < PR: P<.001
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10 4 B o]
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1 1 I T T T T I
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Time From MRD Assessment (months)

Overall Survival (%)
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e MIRD-, median OS: not reached
CR, median OS: 59 months
nCR, median 0S: 64 months
= PR, median 0S: 65 months
< PR, median 0S: 28 months

MRD- v CR: P <.001
CR vnCR: P= .594
nCR vPR: P=.912
PR v<PR: P=.024

P <.001

24 48 72 96 120 144 168 192
Time From MRD Assessment (months)

MRD metid med frumuflaedisjargreiningu (naemni of 10 to 107)

Lahuerta et al. JCO 2017
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Naemni adferda vid mat & MRD skiptir mali %\ OF ICELAND

start of maintenance’

T

Naemni MRD
A No. of
- . patients PFS hazard ratio (95% CI) p value®
« 104 = 1:10.000 :
I
5 104 2127 - ! 038 (0-32-0-45) <0-001
° B — ° Er !
1 O 1 . 1 00 . ooo MRD sensitivity threshold® { 10° 5361 - ' 0-31 (0-27-0-36) <0-001
) . 10° 1469 - : 0-22 (0-16-0-29) <0-001
104 =1:1.000.000 : : J
High-risk"® 495 —— : 0-45 (0-36-0-58) <0-001
Cytogenetic risk !
Standard-nisk® 583 —— | 0-40 (0-26-0-60) 0-001
MFC® 2281 — " 0-37 (0-30-0-46) <0-001
I
NGF 661 —a— | 92 (0-14-0-33) 0.
Method of MRD assessment : 0221014-0:98) <0001
NGS 3974 - : 0-26 (0-22-0-31) <0-001
PCR 321 —a— i 027 (019-037) <0-001
q |
Depth of clinical response { CRorbetter’ 815 —— ' 038(029-050) <0-001
at the time of MRD measurement VGPR or bette® 959 I — E 0-31 (0-23-0-43) <0-001
Measurement of MRD status Pre-maintenance” 979 —i— i 0-34 (0-23-0-51) <0-001
pre-maintenance and at 12 months { T H
after start of maintenance 851 - - 0-21 (0-15-0-29) <0-001
!
1

1.2

Munshi et al. 2020 Blood Adv.
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Adferdir til ad greina MRD 3> OF ICELAND

Frumuflaedisjargreining
 Next-generation flow cytometry

Molecular adferdir
« ASO-gPCR (DNA mdgnun)
 Nexi-generation sequencing (hdhradaradgreining)

Myndgreining
« PET/CT (jdeindaskdnnun)

Mat & MRD i bl68synum? (i préun)
* Mass spectrometry of M-protein

* BloodFlow
« Circulating tumor DNA
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Adferdir til ad greina MRD > OF ICELAND

Frumuflaedisjargreining
* Nexi-generation flow cytometry

Molecular adferdir

« ASO-gPCR (DNA mdgnun)

 Next-generation sequencing (hdhradaradgreining)
Myndgreining

« PET/CT (jdeindaskdnnun)
Mat & MRD i bl68synum? (i préun)

* Mass spectrometry of M-protein

 BloodFlow
* Circulating tumor DNA
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Frumuflaedisjarrannséknir ™ OF ICELAND
 Frumur eru merktar meéd flarljdmandi métefnum sem eru Mixture of cells is labeled with fluorescent antibody
sértaek fyrir einkennandi yfirbordssameindum
Y Y 'Q' 2 Qog >
* Notad til ad adgreina og magngreina mismunandi o %Q& % @‘ %
amuhSpa —2 g~
« Mikid notad i greiningu & blédkrabbameinum og \;/G'ee;‘uggf(’;,ﬁ‘g"m“ef
énaemisfraedilegum rannséknum OO, b D
labeled cells
i =) )
5 Red PMT cPU
- E & 3 H
Laser o Forward scatter

(Janeways immunobiology)
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Frumufleedisjargreining 3> OF ICELAND
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@ 322 V0 Myeloid Cel Panel 131119 322 V0_Tube_001 1cs // Analysis - ®
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Next-generation flow cytometry (EuroFlow)

CD38
CD138

— Plasmafrumur

CD19 (})

CD27 (|)

23?117“()” — Einstofna plasmafrumur
CD56 (1)

CD45 (|)

Kappa

Lambda

MGUS (IgA Kappa einstofna métefni)
Fjoldi beinmergsfrumna: 10.004.816
Eélilegar plasmafrumur: 5.149 (0,05%)
Einstofna plasmafrumur: 11.176 (0,11%)

@ 20 -

E
]
@ -
©
a
o

CD138:BV421-A

CD56:PE-A

NIVERSITY

U
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Flow

a division of ESLHO

CD19:PE-Cy7-A N

fg 2D

cylgK:APC-A

cylgK:APC-A

CD11T:APC-A
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MRD maelingar hja einstaklingum i lyfjarannsékn hja bl6&skimun 2\ UNIVERSITY
til bjargar > OF ICELAND

% clonal plasma cells

0 (Baseline) 3 6 12 24 (EoT) Month 36
Month

Mynd: deemi um MRD meelingar hja einstaklingum meé high-risk SMM eda MM & KRd (carfilzomib-lenalidomide-
dexamethasone) medferd
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200.000 frumur (naemni 1:10.000) ~sCR 3> OF ICELAND
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2.000.000 frumur (nsemni 1:100.000) %) OF ICELAND

»

 Lagmarksnaemni fyrir mat & MRD skv. IMWG
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7.000.000 frumur (naemni 1:350.000) OF ICELAND
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10.000.000 frumur (naemni 1:500.000; next-generation flow 2\ UNIVERSITY
cytometry) 3

> OF ICELAND
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17.500.000 cells (naemni 1:875.000)
0,0003% einstofna plasmafrumur A)) UNIVERSITY

3, OF ICELAND
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Bl6dmengun i beinmergssynum N OF ICELAND

« Beinmergssynum er hzett vid blédmengun
« Skekkir mat & hlutfalli plasmafrumna i syni

 Hefur ahrif 4 daetlada naemni i MRD maelingum

* (Einstofna) plasmafrumur eru ad langstaerstum hluta stadbundnar i beinmerg

« Fjoldi plasmafrumna reiknadur Gt fra heildarfjélda greindra frumna



Frumuhépar sem eru stadbundnir i beinmerg spé fyrir um =) UNIVERSITY

blédmengun i beinmergssynum )> OF ICELAND
= « Annar beinmergssynadrattur almennt
bl6dmengadri en fyrsti drattur
« ROC analysa: syni Gr fyrsta (n=219) og
68rum (n=132) beinmergssynadraetti
2 * Fjoldi raudfrumuforvera (nucleated red cells)
b o | og mergfrumuforvera (myeloid precursors) i
© syni gefa sterka visbendingu um
beinmergssynadratt
- Nucleated red cells
g _ - Myeloid precursors
- WBC count
Mast cells
o — B cell precursors

I I I I I I
1.0 0.8 0.6 0.4 0.2 0.0

Specificity



Bl6dmengun i beinmegssynum

Blé68mengunarmédel:

% mergfrumuforverar x 0.37 + % raudfrumuforverar x 0.14

« Likindahlutfall (likelihood ratio) notad til ad skora syni eftir
doetludum gaedum

« BMQI 22.5 (LR=1): gott syni

« BMQI <2.5 (LR=): bl66mengad

« BMQI <1.4 (LR=): mjég bl68mengad
« BMQI <0.5 (LR=0.1): blé68 ad mestu

Density

0.4

0.2 1

0.0

'j UNIVERSITY

> OF ICELAND

BM pull

first

second

0 0.5

1.4

2

2.5

35 4
BMQI



% plasmafrumna i synum eftir skorun meé blédmengunarmédeli
(BMQI): MGUS og SMM > OF ICELAND

'\ UNIVERSITY

E3 MGUS E3 SMM
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BMQI score
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Samantekt 3Y OF ICELAND

MRD status gefur sterkar visbendingar um horfur

MRDre¢ er ekki pad sama og MRDne¢
« Mismunandi aéferdir og naemni

Gadi beinmergssynis skiptir miklu mali
« Blé68dmengunarmédel (BMQI)

Adéferdir sem maela einstofna métefni/plasmafrumur i bl6&i vaenlegasti kostur til ad meta
MRD i framti&inni

« Massagreining (Mass-spec)
 BloodFlow
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