Litningabreytileiki (FISH nidurstédur) hja

sjuklingum med mergaexli
2015 - 2021

LAKNADEILD
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Litningar og meinmyndun mergaexlis

Yfirfaerslur: ~50% einstaklinga
Oflitnun: ~50% einstaklinga

Ahzttuflokkun Litningabreytileiki

Medaldahzettu Oflitnun/pristaedur

(e. standard risk): t(6;14)
del(13q)

Haerri medalahaettu
(e. intermediate risk):
Haahaettu t(4;14)

(e. high risk): t(14;16)
t(14;20)
del(17p)
del(17p)
del(1p)

amp(1q)/gain(1q)

Skammestafanir: t(x;x) = yfirfeersla; del(x) = brottfall;

amp/gain(x) = mognun.

t(11;14)

Tafla1: Aheettuflokkun litningabreytileika.



Stigun og medferd

ISS stigunarkerfi R-ISS stigunarkerfi
ISS stig 1 og
Stigl B2M°< 3,5 og Albumin® > 35 Stig1 medalahattu litningabreytileiki og
edlilegt LDH
Stig 2 Hvorki ISS stig 1 né stig 3 Stig 2 Hvorki R-ISS stig 1 né stig 3

ISS stig 3 og annad hvort
Stig3 pB2M*>5,5 Stig 3 haahaettu litningabreytileiki eda
hatt LDH gildi

a 32m = B2 mikroglobulin i sermi, mg/L. Palbumin i sermi, g/L. °sja toflu 4. Tafla unnin upp tur Palumbo et al.
2015°

Tafla 2: Eldra (ISS) og nGverandi (R-ISS) stigunarkerfi mergaexlis




Markmid

I.  Hversu oft eru litningarannséknir gerdar og hverjir eru
dhrifapaettir pess ad paer séu gerdar?

Il. Hver er dreifing litningabreytileika hja islenskum sjiklingum og
hvernig breytist dreifing litningabreytileika i mergaexli eftir aldri,
kyni og sjukdémsstigi?

lll. Hver eru &hrif litningabreytileika & lifun og endurkomu sjakdéms
hja islenskum mergaexlissjuklingum?



Adferdir

Allir sjuklingar greindir med mergaexli @ arunum 2015 til og med 2021

Fiolbreytu tvikosta adhvarfsgreining

Ahrif kyns, aldurs, busetu, feernistigs og sjukddmsstigun & hvort FISH hafi verid gert
patttakendur i lyfjarannsdékn utilokadir ur pessari greiningu.

Upplysingar um busetu einstaklinga sem greindust 2021 vantadi einnig og pvi voru peir einnig
utilokadir ar pessari greiningu.

Litningabreytileikar flokkadir nidur i
e Haahaettubreytileika
* Medalahaettubreytileika
* Engan greinanlegan breytileika

Lifun og sjukdémsfri lifun
e Kaplan-Meier
* Log-rank




Nidurstodur

| heildina greindust 153 einstaklingar me& mergaexli 4 timabilinu.

16 af beim voru pétttakendur i lyfjarannsékn Blé&skimunar til bjargar -=> 137 sjaklingar
utan lyfjarannséknar

« Meédalaldur var 73 ara en félk greindist & aldrinum 35 é&ra til 97 ara
« 57.5% einstaklinganna voru karlkyns

76 FISH rannséknir voru gerdar vid greiningu (50%)
« 16 af peim voru i patttakendur lyfjarannséknar Blé&skimunar til bjargar
« 60/137 (44%) sjuklinga utan lyfjarannséknar




Nidurstodur

Allir (N=153)

FISH gert (N=76)

FISH ekki gert : FISH gert D'étttakerjdur : Utan lyfjarannséknar
: lyfjarannséknar :
(n=77) I (n=76) (N=16) I (N=60)
Aldur vid greiningu : :
Medaltal (s) 62.3 (12.7) 68.5 (8.39)
Karlkyn 44 (57.1%) i 44 (57.9%) 12 (75.0%) i 32 (53.3%)
Buseta ' l

> 1 klst fra LSH
vantar gogn

ISS stage

I

I

"

vantar gogn
Faernistig

0

A W N -

vantar gogn

21 (27.3%)

10 (13.0%)
12 (15.6%)
12 (15.6%)
43 (55.8%)

22 (28.6%)
16 (20.8%)
8 (10.4%)
12 (15.6%)
3 (3.9%)
16 (20.8%)

10 (13.2%)
13 (17.1%)

27 (35.5%
11 (14.5%
11 (14.5%
27 (35.5%

N N’ N’ S

41 (53.9%)
14 (18.4%)
1(1.3%)
8 (10.5%)
2 (2.6%)
10 (13.2%)

2 (12.5%)
3 (18.8%)

9 (56.3%)
3 (18.8%)
0 (0%)
4 (25.0%)

8 (50.0%)
3 (18.8%)
0 (0%)
1(6.3%)
0 (0%)
4 (25.0%)

8 (13.3%)

U 0./ 70

18 (30.0%)
8 (13.3%)
11 (18.3%)
23 (38.3%)

33 (55.0%)
11 (18.3%)
1(1.7%)
7 (11.7%)
2 (3.3%)
6 (10.0%)

Tafla 3: Aldur, kyn, biseta, sjtkdémsstig sjiuklinga me& FISH og &n FISH.




Nidurstodur: Hversu oft eru litningarannsdéknir geréar?

Breytur GH [95% 0B] P-gildi Breytur leidrétt fyrir ::fjjé:;:;i;j;lﬂzl;l;nga { greiningu
Kvenkyn 0.87[0.33, 2.2] 0,77 aldur, buseta 108

Haekkandi aldur 0.34 [0.15, 0.65] 0.003 buseta, faernistig, kyn, ISS stig 50

Faernistig lagt (ECOG<2) 0.73 [0.15, 3.6] 0,7 aldur, ISS stig 59

ISS stig 1 1.33[0.35, 4.95] 0.67 aldur, faernistig 59

Buseta <1 kist fra LSH 4.27 [1.38, 1.54] 0,02 aldur, kyn 108

Tafla 3: FjSlbreytu tvikosta adhvarfsgreining & tengslum aldurs, kyns, basetu, sjikdémsstigs, faernistigs og pess hvort
litningarannsékn sé gerd. LSH=Landspitali Haskélasjukrahis; GH = gagnlikindahlutfall; OB = 6ryggisbil

Litningarannsékn (FISH) ekki gerd

* Hazerri medalaldur
* Bjuggu fjeer Landspitalanum



Nidurstédur: Dreifing litningabreitileika

Medaltal (o)

Karlkyn

Medaltal (o)
ISS stig

I

Il

1
LDH

Medaltal (o)

2205 UL

t(4;14)

t(14;16)
t(11;14)
del(13q)
del(17p)

Litningabreytileiki:
Fjoldi (hlutfall sjuklinga)
Aldur vid greiningu

M-prétein styrkur

BMPC hlutfall 260%
Adrir litningabreytileikar

t(4;14)
(n=19)(25%)

64.4 (11.4)

10 (52.6%)

34.4 (24.7)

4 (21.1%)
3 (15.8%)
3 (15.8%)

186 (42.4)
4 (21.1%)
4 (21.1%)

t(14;16)
(n=5)(7%)

56.6 (16.5)
1 (20.0%)
49.7 (42.0)

2 (40.0%)
1 (20.0%)
1 (20.0%)

187 (56.2)
2 (40.0%)
0 (0%)

t(11;14)
(n=3)4%)

59.7 (7.02)
1 (33.3%)
19.7 (7.35)

2 (66.7%)
0 (0%)
0 (0%)

147 (20.5)
0 (0%)
0 (0%)

del(13q)
(n = 40)(53%)

63.1 (11.3)

21 (52.5%)

31.3 (21.7)

12 (30.0%)
9 (22.5%)
7 (17.5%)

223 (164)
12 (30.0%)
8 (20.0%)

del(17p)
(n = 12)(16%)

64.8 (11.4)
6 (50.0%)
35.8 (18.9)

4 (33.3%)
2 (16.7%)
3 (25.0%)

227 (75.1)
5 (41.7%)
2 (16.7%)

O - = O

Enginn LB
(n = 25)(33%)

60.0 (14.7)

19 (76.0%)

26.8 (13.7)

12 (48.0%)
1 (4.0%)
2 (8.0%)

180 (34.3)
3 (12.0%)
9 (36.0%)

Tafla 4: Dr?ifingrﬁpci:llq:

i0,

stigunarker

one marrow plasma cell (h

el(x) = brottfall

del13q algengasta
breytingin

Haestur aldur i
del17p

M-prétein styrkur
haestur i 1(14:16)

Flestir & stigi Il vid
greiningu i del17p

breytileika hj3 islenskum Sfﬂklingum med merggexli & drunum 20715-2021 o% 4hrif mismunnandi pétta 4 hana. 1ISS= Alpjéélega
utfall‘plasmafrumna’i merg), t(x;x) = yfirfeerslur,



Nidurstodur: Dreifing litningabreytileika
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Nidurstodur: Dreifing litningabreytileika s HI

Haaheettu LB Medalahzettu LB Enginn LB Allir
(n=33) (n=18) (n=25) (N=76)

Aldur vid greiningu

Medaltal (o) 64.1 (12.1) 61.9 (10.6) 60.0 (14.7) 62.3 (12.7)
Karlkyn 16 (48.5%) 9 (50.0%) 19 (76.0%) 44 (57.9%)
CRAB 22 (66.7%) 15 (83.3%) 22 (88.0%) 59 (77.6%)

C = Blédkalsiumhaekkun 3 (9.1%) 4 (22.2%) 2 (8.0%) 9 (11.8%)

R = Nyrnabilun 5(15.2%) 3 (16.7%) 2 (8.0%) 10 (13.2%)

A = Blodleysi 9 (27.3%) 7 (38.9%) 3(12.0%) 19 (25.0%)

B = Beinauratur 19 (57.6%) 14 (77.8%) 20 (80.0%) 53 (69.7%)
ISS stig

I 9 (27.3%) 6 (33.3%) 12 (48.0%) 27 (35.5%)

Il 5(15.2%) 5 (27.8%) 1(4.0%) 11 (14.5%)

1l 7 (21.2%) 2 (11.1%) 2 (8.0%) 11 (14.5%)

vantar gogn 12 (36.4%) 5 (27.8%) 10 (40.0%) 27 (35.5%)




Nidurstddur: Ahrif litningabreytileika & lifun og endurkomu
sjukéms?

Sjukdémsfri lifun (timi ad endurkomu sjakdéms):

Hadhattu (n=33) Medaldhaettu (n=18) Enginn LB (n=25) Allir med FISH (n=76) Ekki med FISH (n=77)

Sjukdomsfri lifun

14r (% [95% OB]  84.8 [73.5, 98.0] 94.4 [84.4, 100] 91.8 [81.6, 100] 89.5 [82.8, 96.6] 64.9 [55.1, 76.5]

I 3ar (% [95% OB] 44.1[26.1, 74.4] 63.0 [39.1, 100] 73.9 [56.0, 97,6] 58.8 [46.0, 7.51] 30.2[21.1, 43.2]

5ar (% [95% OB] 29.4 [13.6, 63.5] 50.4 [26.4, 96.2] 73.9 [56.0, 97,6] 48.0 [34.3, 67.2] 14.6 [7.33, 28.9]
Lifun

14r (% [95% OB]  87.9 [77.4, 99.8] 100 [100, 100] 96.0 [88.6, 100] 93.4 [88.0, 99.2] 67.5 [57.8, 78.8]

I 34r(%[95% OB] 82.0[68.1, 98.7] 94.4 [84.4, 100] 88.6 [74.3, 100] 87.1[78.7, 96.4] 48.9 [38.7, 61.9]

54ar (% [95% OB]  65.6 [45.7, 94.2] 94.4 [84.4, 100] 88.6 [74.3, 100] 77.9 [73.3, 64.8] 37.0 [26.9, 50.7]




Alyktun

I.  Minnihluti sjaklinga gengst undir FISH rannsékn & timabilinu og peir sem pad

gerdu eru yngri og bda naer héfudborgarsvaedinu.

Il. Dreifing litningabreytileika er sambazerileg fyrri rannséknum.

lll. Lifun og sjakdémsfri lifun eftir dhaettuflokkun litningabreytileika er sambezerileg

fyrri rannsdknum. Haahaettu breytileiki tengist styttra sjakdémshlé.

Styrkleikar: Veikleikar:
« Lydgrundud rannsékn « Famennt pydi
« Neer til allra sjaklinga & dkvedénu * Fair einstaklingar med hvern
timabili litningabreytileika
« Gogn sett saman vid steerra « Ekki haegt ad leidrétta fyrir fylgisjikdémum

samnorraent gagnasafn og rannsékn



OONMSG

Nordic Myeloma Study Group



Spurningar?



Spurningar?

bristeeda

yfirfaersla




Aukagleerur: lifun

Progression free survival (PFS)
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75%

Survival
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Aukagleerur: lifun

Overall survival (OS)

CA risk CA_risk=High-risk CA_risk=Standard-risk CA _risk=No CA

100% 1

75%

50% 1

Survival

25%1

0%

4 8
Time (years)
Number at risk



Aukaglaerur:

MISLITNITNUN BYGGINGARBREYTILEIKI
e. aneuploidy : e. Structural abberations

@ b*rlstaeba Elizey) Brottfall (e. deletions)

110111 11

Trisomy Edlilegir

litningar
Einsteeda Maognun (e. amplification)
i i

Monosomy "i

Auka sett E
@ u : t:ami'rl\\l/zzgon) @ Yfirfeerslur
- - (e. translocations)
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Polyploidy
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Aukaglaerur:

Age at diagnosis

| vew [ _— ot
waese - e a2 o
N ... e o
N . .- 17 220 I
| e e oo -
15 (19.5%) 17 (22.4%) 32 (20.9%)

M-protein concentration (g/I)

R
_ 12 (15.6%) 8(10.5%) 20 (13.1%)



