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CRAB criteria Myeloma defining events

HyperCalciemia Ca2*
FLC ratio > 100 (involved/uninvolved)

Renal disease \‘
' Bone marrow plasma cells

Anemia l ..' >60%

¢
|

>2 bone lesions seen on MRI
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Adeins 3-6% peirra sem greinast med mergaexli hdfou MGUS fyrir greiningu
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Eigum vid ad skima fyrir MGUS?




Skadsemi skimana

e Ofgreining og ofmedhondlun
e 15-30% brjéstakrabbameina

« Ahrif 4 andlega heilsu
* Hvad med forstig?

» Kostnadur og pjonustuporf

* Lungnakrabbameinsskimun myndi fjolga
tolvusneidmyndum a Englandi dr 2 milljdnum i 2.5
milljéonr a ari

e Kostnadur einstaklinga

Jorgensen, K. J et al. (2017) Annals of internal medicine 166; 313-323
Kalager, M. et al. (2012) Annals of internal medicine 156; 491-499
Snowsill T et al. (2018) Health Technol Assess; 22: 1-276
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iIStopMM

Iceland Screens, Treats or Prevents Multiple Myeloma
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7~p Blodskimun :
({}9\{ til bjargar INNSKRANING UM VERKEFNID ~ SPURT OGSVARAD ~ HAFASAMBAND < @

PJODARATAK GEGN
INNSKRANING MERG/EXLUM
- [shydleda | Heim: sent

¥ Rafrenskidki | audkenni LEGGDU OKKUR LID &
Smelitu & takkann hér fyrir nedan til

a8 skré big inn med [slykii eda
rafreenum skilrfijum.

{ [slykill e8a rafraen skilrfki
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Advanced disease Screening
M protein > 3g/dL -SPEP Normal screening
FLC ratio = 100 -FLC

e Spurningalistar

e Lifsgeedi
* Midlaegir gagnagrunnar
Randomization ° Ll'fsy'/nasafn

Arm1 Arm 2 Arm 3
No further work-up Guidelines Intensive follow-up

MM or high-risk SMM: KRd for 2 years

Intermiediate-risk SMM: Rd for 2 years
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‘ Intermediate-risk SMM | High-risk SMM and MM

Optional: May
interrupt treatment
for stem cell collection
any time after 4 cycles

!

4 cycles
Lenalidomide,
dexamethasone

—

]

4 cycles
Carfilzomib, lenalidomide,
dexamethasone

4 cycles
Lenalidomide,
dexamethasone

Optional: May
interrupt treatment
for stem cell collection
any time after 4 cycles

!

4 cycles
Lenalidomide

!

Maintenance
Lenalidomide
for 1 year

]

Observation
Every 3 months for yr 1

Every 6 months for yrs 2-5

— 1

8 cycles
Carfilzomib, lenalidomide,
dexamethasone

]

Maintenance
Carfilzomib, lenalidomide,
dexamethasone
for 1 year

]

Observation
Every 3 months for yr 1
Every 6 months for yrs 2-5

e Byrjudum 2019

* 67 patttakendur (Stefnum 34 80)

* KRd - Carfilzomib (Kyprolis),
lenalidomide (Revlimid) og
dexamethasone

* Rd - Lenalidomide (Revlimid) og
dexamethasone

* Endurtekn beinmergssyni
* Lifssynsafn

e Lifsgaedi
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e Tidni MGUS 3 islandi yfir 40 &ra aldri:
* 4.3%
* 3.6% kvenna
* 5.0% karla
* Haekkandi med aldri
* 1.4% hja 40-49 ara
e 2.6% ihja 50-59 ara
* 4.8% hja 60-69 ara
e 7.9% hja 70-79 ara
* 10.9% hja 80-89 ara
* 14.0% hja 90-109 ara
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Characteristics Arm 1 Arm 2 Arm 3
Number of participants 1164 1159 1164
Female sex 527 (45%) 534 (46%) 531 (46%) e 133
120
Median Age years 69 69 69
Isotype 100 9 2
IgG 586 (50%) 580 (50%) 586 (50%)
. p<0.001
IgA 130 (11%) 104 (9%) 137 (11%) o
IgM 214 (18%) 226 (20%) 208 (18%) w0
Biclonal 91 (8%) 106 (9%) 91 (8%) 20 9
Mean M-protein conc 0.34 0.32 0.34 I -
0 I
(g/dL)
Arm 1 Arm 2 Arm3

LC-MGUS 143 143 142 B Amyloidosis BSWM EWM =CLL ENHL mSMM mMM
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Skimun er moguleg
Skimun leidir til greiningar a
kliniskt markverdum sjukdémi

Skimun leidir af sér
snemmbuna medferd
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Mot ramljomized F{andomiéed arm 1 Flandumizetlj arm 2 or 3
arm
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Eigum vid pa ad byrja ad skima? 3> OF ICELAND

* Mjog stor adgerd ad fara ad skima

* Hverja a ad skima?

e Hvad med kostnadinn?

* Erfitt a0 meta ofmedhondlun a pessu stigi?

* Stutta svarid = Ekki ennpa
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The significance of the
“unknown significance”
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R
]
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Prevalence of Smoldering Multiple Myeloma:

Results from the iStopMM study

Sigrin Thorsteinsdéttirl2, Gauti K Gislason?, Thor Aspelund3, Seemundur Régnvaldsson?, Jon bérir Oskarsson?, iris Pétursdottir?,

Jén K Sigurdsson?, Gudrun A Sigurdardoéttir?, Asdis R bérdardoéttir, Brynjar Vidarsson?, Pall T Onundarson?, Bjarni A Agnarsson?,

Margrét Sigurdardottir®, Ingunn bPorsteinsdottir?, [sleifur Olafsson?, Elias Eypdrsson4, Asbjorn Jonsson?, Petros Kampanis®, Malin

Hulcrantz®, Brian GM Durie’, Thorvardur J Love?!, Stephen Harding>, Ola Landgren?, Sigurdur Y Kristinsson®4

1. Faculty of Medicine, University of Iceland, Reykjavik, Iceland
2. Department of Hematology, Rigshospitalet, Copenhagen, Denmark
3. Public Health Sciences, University of Iceland, Reykjavik, Iceland
4, Landspitali University Hospital, Reykjavik Iceland
5. The Binding Site, Birmingham, West Midlands, UK.
6. Memorial Sloan Kettering Cancer Center, New York, NY, USA.
7. Cedar-Sinai Samual Oschin Cancer Center, Los Angeles, CA, USA
8. Sylvester Comprehensive Cancer Center, University of Miami, Miami, FL, USA
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Multiple My iloma



Mallandi mergeexli er algengara en vio héldum

Population prevalence of smoldering multiple myeloma according to age

sex

female

male

Prevalence (%)

50 60 70 80 9
Age (years)

Thorsteinsdottir S et al. Abstract #151 ASH 2021
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Tioni >40 ara er 0.5%
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Blood Cancer Journal www.nature.com/bcj

ARTICLE W) Check for updates
Defining new reference intervals for serum free light chains in
individuals with chronic kidney disease: Results of the iStopMM
study

Thorir Einarsson Long(%'*?, Olafur Skuli Indridason?, Runolfur Palsson (%', Seemundur Rognvaldsson (%', Thorvardur Jon Love'?,
Sigrun Thorsteinsdottir (3", Ingigerdur Solveig Sverrisdottir'°, Brynjar Vidarsson®, Pall Torfi Onundarson ', Bjarni Agnar Agnarsson'”,
Margret Sigurdardottir’, Ingunn Thorsteinsdottir®, Isleifur Olafsson®, Asdis Rosa Thordardottir’, Elias Eythorsson®, Asbjorn Jonsson'>,
Gauti Gislason(®', Andri Olafsson', Hlif Steingrimsdottir’, Malin Hultcrantz(®® Brian G. M. Durie’, Stephen Harding®,

Ola Landgren (H°'° and Sigurdur Yngvi Kristinsson (%310



Bakgrunnur

Vid meelum |éttu kedjur kappa og lambda og
reiknum hlutfallid (FLC hlutfall)

Skert nyrnastarfsemi hefur ahrif a maelinguna

Léleg viomid til fyrir skerta nyrnastarfsemi

Hvad er 6edlilegt og hvad er edlilegt i pessum
einstaklingum er mjog a reiki

Intact Imnmunoglobulin

Exposed surface

{ Hidden surface
o ®
7
N

v
7
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Free Light Chain

Previously
hidden
surface
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Fig. 3 Comparison of the distribution of kappa and lambda free light chains (FLC) and FLC ratios to current reference intervals by
estimated glomerular filtration rate (eGFR) subgroups. The portion of the distribution below the 0.5th percentile is shaded red and the
portion above the 99.5th percentile is shaded blue. A Serum kappa FLC (green lines 33-19.4 mg/L). B Serum lambda FLC (green lines
5.7-26.3 mg/L). C FLC ratio (green lines - conventional reference interval: 0.26-1.65; brown lines - current kidney reference interval: 0.37-3.10).
Kappa and lambda FLC are truncated at 120 mg/L and FLC ratio at 3.5 in the figures for better visualization. eGFR Estimated glomerular
filtration rate, FLC Free light chains.
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Blood Cancer Journal www.nature.com/bj

ARTICLE W) Check for updates
Monoclonal gammopathy of undetermined significance and

COVID-19: a population-based cohort study

Saemundur Rognvaldsson (', Elias Eythorsson®®, Sigrun Thorsteinsdottir (', Brynjar Vidarsson?, Pall Torfi Onundarson’?,
Bjarni A. Agnarsson1'2, Margret SIgurdardottirz, Ingunn Thorsteinsdéttir?, Isleifur Olafsson', Hrafnhildur L. Runolfsdottir (%2,
Dadi Helgasonz, Arna R. Emilsdottir (2, Arnar S. Agustssonm, Aron H. Bjornsson 2 Gudrun Kristjansdottirz,

Asdis Rosa Thordardottir', Olafur Skuli Indridason'?, Asbjorn Jonsson 4 Gauti Kjartan Gislason 1 Andri Olafsson’,

Hlif Steingrimsdottirz, Petros I(ampaniss, Malin Hultcrantz(®, Brian G. M. Durie’, Stephen Hardings, Ola Landgren 8

. . . s X
Runolfur Palsson'?, Thorvardur Jon Love'? and Sigurdur Yngvi Kristinsson ('

© The Author(s) 2021
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MGUS hefur verid tengt vid fjolda sjukdéma

] ) Ocular manifestations 3/1/\ TER—
e Oft bara fylgni rannsdknir par sem er mikil haetta a S

bjogun
* bydi rannsdkna inni halda pa sem greinast med ,;y Thrombosis
MGUS Skin disease 9/’ o
 MGUS verid tengt vid sykinga, pb.m.t. veirusykingar Y Renal disease

 MGUS tengt vid dnaemisbalingu

e Skiptir MGUS mali i COVID-19? Fractures

Peripheral neuropathy



Probability of testing SARS-CoV-2-positive (%)
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7.5% 4

5.0% 4

2.5% 4

0.0%

100%

75%

50%

25%

Probability of outpatient visit or worse (%)

0% 4

50

60

MGUS

70 80 90 50 60 70 80

Age Age
Not present — Present MGUS Not present — Present
Adjusted to:sex=Female Adjusted to:sex=Female

Ovaent nidurstada. Getur verid ad MGUS valdi ekki eins mérgum
sjukddmum og hefur verid talid?
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Af hverju skiptir petta allt saman mali? 3,5 OF ICELAND

e Skimun geeti skilad sér gjorbreyttu landslagi a svidi mergaexlis?

e [ leidinni erum vid ad finna bestu leidir til rannsaka og fylgja eftir
MGUS og mallandi mergaexli

* Ef vid skiljum forstig mergaexlis betur pa skiljum vid mergaexli
betur...



Initiating  Driver mutation Increase Change inclonal  Emergence of

event and diversifcation bulk dominance with high-risk state \ UNIVERSITY
end organ damage Decrease in tumour- » OF ICELAND
suppressing cells

High-risk states

Increase in tumour-
promoting cells

NK cell

Normal
cell

o MGUS

i
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Cy't-vc;toxic
T cell

T, cell

° t(4;14)* —_— * Copy number changes —_— * MYC translocations

° t(6;14) (e.g. Gain (1q), Del (1p) * Jumping translocations

° t(11;14) and Del (17p)) * Homozygous TSG inactivation

° t(14;16)* e Mutations * Amp(1q)

* t(14;20)* .

e Hyperdiploidy Pawlin, G. & Morgan, GJ
(2017) Nature Reviews

Nature Reviews | Cancer Cancer; 17: 543-56
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