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Orstutt um dnaemiskerfid og
blodmyndun
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Framleidsla

=  Beinmergur framleidir stodugt blodfrumur

= Blodfrumur myndast i beinmerg og fluttar
til bl60s

= Flokid kerfi sem hefst i stofnfrumum og svo med proskun
blodfruma

= proskadar (tilbunar) blédfrumur fluttar i bl6drasina
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= Raud blédkorn flytja surefni
= Blooflogur (thrombocytar) sjd um storknun bléds

= Hvit blédkorn sja um dnaemissvar

J C
Rautt blédkorn, blédflogur og hvit blédkorn
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Beinmergur

" Haegt ad skoda framleidslu bléds i beinmergnum med pvi ad skoda

nidurstédu Ur blédrannsdknum (raud blédkorn, blooflogur og hvit
blédkorn)

= Nakveemari upplysingar er haegt ad fa med beinmergsskodun
= Vefjasyni (“biopsia”)
= Sog ("Aspirat”)
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= B-frumur (eitilfrumur) breytast i plasmafrumur t.d. ef syking er til stadar

= Plasmafrumur framleida motefni sem beint er gegn sykingunni

B fruma
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Plasmafruma
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Motefni
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* | mergaexli umbreytast friskar plasmafrumur i
illkynja plasmafrumur
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Hvad er mergaexli (multiple myeloma)?

* |llkynja aexli i beinmerg vegna fjolgunar a
einstofna plasmafrumum sem yfirleitt
framleida einstofna moétefni

* Einkenni vegna
— Mergbilunar
— Ahrifa plasmafrumunnar a bein
— Paraproteinsins (M-proteins)
— Onamisbaelingar
— Plasmafrumuaexla sem valda staGbundnum
einkennum {}
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Mergaexli

* 10% af illkynja blédsjukdomum

e Tioni eykst med aldri, medalaldur 72 ara
vio greiningu

* Um pad bil 25 greinast 4 ari a islandi

AN

€% \ N 4
HASKOLI iSLANDS I—{}AN(I;-?ASRIMTASI—I



Orsakir mergaexlis

e Mjog litid vitad um orsakir
Haekkandi aldur
e Algengara i Afriku

Fjolskyldusaga?
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Orsakir mergaexlis

Er mergaexli arfgengur sjukdomur?
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KRISTINSSON ET AL.

TABLE I - RELATIVE RISK OF HEMATOLOGIC DISORDERS AMONG FIRST-DEGREE RELATIVES
OF MULTIPLE MYELOMA PATIENTS

Relatives of Relatives of multiple

multiple myeloma myeloma controls RR (95%CI)" p-value
patients (n = 37,838) (n = 151,068)

Lymphoid disorders

MGUS 42 79 2.1 (1.5-3.1) <0.001

Multiple myeloma 94 178 2.1 (1.6-2.9) <0.001

Lymphoplasmacytic lymphoma/ 10 29 1.4(0.7-2.8) 0.65
Waldenstrom’s macroglobulinemia

Chronic lymphocytic leukemia 38 130 1.1 (0.8-1.7) 0.25

Non-Hodgkin lymphoma 104 390 1.1 (09-14) 0.34

Hodgkin lymphoma 28 119 0.90.6-14) 0.73

Acute lymphoblastic leukemia 12 23 2.1(1.04.1) 0.02

Myeloid malignancies

Acute myeloid leukemia/ 27 134 0.8 (0.5-1.2) 0.30
Myelodysplastic syndrome

Chronic myeloproliferative disorders 31 113 1.1 (0.7-1.6) 0.65

Chronic myeloid leukemia 6 43 0.5(0.2-1.2) 0.10

1 . . . - . . .. . - .

All estimates were adjusted for sex ol first-degree relative.—Statistically significant RRs are shown in
bold.-MGUS, Monoclonal gammopathy of undetermined significance; RR, relative risk; CI, confidence
mterval; n.s., not significant.

Kristinsson SY et al. IJC 2009
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PARAPROTEIN = M PROTEIN
= EINSTOFNA MOTEFENI

* Einstofna (monoclonal) prétein sem finnst i
blodi eda pvagi

— Svipad og motefni nema oll alveg eins
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Protein-rafdrattur

.
-~ - 189)
| —

- - -
726023262

s ol
‘//f ELP G A M 'K L

0 1 12 AN
- me A%y Iy ‘ "
LANDSP"ALI

rr,,}f
£ ]
= "' c HASKOLI iISLANDS
){ #;. AAAAAAAAAAAAAAA



Heilbrigd plasmafruma
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B-fruma

| ’ Forstig mergaexlis |_> ’ Einkennalaust
—/ (MGUS) mergaexli

Umbreyting
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Godkynja einstofna motefnahaekkun (forstig mergaexlis)
Monoclonal gammopathy of undetermined significance
(MGUS)

* Forstig mergeexlis

* Engin merki um illkynja eitilfrumu/plasmafrumu sjukdém

e Aukid algengi med haekkandi aldri (5% hja 40 ara og eldri)
 1-1,5% ahaetta a ari ad proist yfir i mergaexli eda tengda sjukddma

« MGUS er alltaf undanfari mergaexlis
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Forstig mergaexlis (MGUS)

e Skilgreining
— Einstofna moétefni i sermi <30g/!
— < 10 % plasmafrumur i merg
— Ekki nyrnabilun eda hatt kalk i sermi
— Engar uratur i beinum
— Engin plasmacytoma
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NATTURULEGUR GANGUR
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Forstig mergaexlis (MGUS)

* Fylgt eftir an medferdar
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Einkenni mergaexlis

* Mergbilun
e Ahrif plasmafrumunnar & bein

Paraprotein (M-proteins)
* Onaemisbaeling

Plasmafrumuaexli sem valda stadbundnum
einkennum
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Einkenni mergaexlis

* Blodleysi

* Verkir

* Nyrnabilun

e Hatt magn kalsium i blo0i
e Sykingar
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Mergbaling
Vegna iferdar plasmafruma i beinmerg

* Blodleysi
— Slappleiki
— Kuldatilfinning
— Maedi vid areynslu
— FOlvi
— Yfirlidatilfinning
e Blooflogufaed
— Marblettir
— Blaedingartilhneiging
* Hvitkornafaed
— Sykingar
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MERGUR

Edlilegur mergur

Mergaexli
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Verkir

* Vegna beineydingar af voldum plasmafruma
* Brotahaetta

 Mikilvaegt ad medhondla
— Verkjalyf t.d panodil og morfinskyld lyf
— Geislamedferd
— Beinpéttnilyf
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Haekkun kalsiums i blooi

* Vegna ahrifa mergeexlis og beinbreytinga
e Getur valdio:

— Slappleika

— borstatilfinningu

— Auknum pvaglatum

— HaegOatregdu

AN

- "
% HASKOLI iISLANDS L{}AN(QASR!IASU



MEDFERD; BRADAMEDFERD

* Verkjameoferd
* Medhondla sykingar

* Bradamedferd vegna prystings a maenu

e Medhondla nyrnabilun
— Vokvameoferd

e Medhondla hatt kalsium
— Vokvameofero
— Sterar

— Beinpéttnilyf {-;
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Meodfero mergaexlia

Fjollyfjamedferd

Tvofold stofnfrumuskipti

Alkeran
Stofnfrumuskipti

1960 1970 1980 1990 2000 2010

| | | | | |

| | | | | |

Velcade
Revlimid
Carfilzomib

i HASKOLI i[SLANDS
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Daratumuma



MERGAXLI
MEDFERD
e Sjuklingar 70 ara og yngri

— Stefnt ad haskammtameodferd med
stofnfrumuskiptum

e Sjuklingar 70 ara og eldri

— Yfirleitt ekki maelt med haskammtameodferd
med stofnfrumuskiptum

i HASKOLI i[SLANDS
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Haskammta medfero

Um helmingir af nygreindum mergaexlis-sjuklingum fara
i haskammtameodferd med stofnfrumuskiptum:

. Gott likamsastand
. Ekki fleiri undirliggjandi sjukdomar
- Aldur (ca 70 ara og yngri)
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MEDFERD

* Velcade, lenalidomide+ sterar (VRd) er i dag
fyrsta medferd hja sjuklingum med mergaexli

* Flestir sjuklingar < 70 ara fara i haskammta
krabbameinslyfjamedferd med eigin
stofnfrumuigraedslu (12-15 sjukl/ari)

* Beinpéttnimedferd
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Haskammtamedfero

Byrja a lyfjamedferd til ad minnka magn sjukdéms
i beinmerg

Na ut stofnfrumum

Haskammta krabbameinslyf gefid sem drepur baedi friskar og
sjukar frumur

B\
Stofnfrumur gefnar aftur til sjuklings J @
R ~—

Stofnfrumurnar flytjast aftur i beinmerg og byrja ad framleida
blédfrumur
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Helstu lyf

 Melfalan (Alkeran)

* Cyklofosfamid (Sendoxan)
* Velcade

* Revlimid

e Talidomid

e Bendamustin
 Pomalidomide (Imnovid)
e Carfilzomib (Kyprolis)

e Daratumumab

* [xazomib

* Teclistamab
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Velcade

* Ekki hefobundid krabbameinslyf
* Gefid undir huo

e Venjulega einu sinni i viku

e Oft med 60um lyfjum

 Aukaverkanir:

— Taugaskadi
* Mikilvaegt ad lata laekni/hjukrunarfraeding vita

— Laekkun a blodflogum

— Ristill — taka veirulyf med t.d. Valtrex
— Ogledi og nidurgangur

— breyta og slappleiki
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Revlimide og pomalidomide

e Ekki hefdbundid krabbameinslyf - oskylt Velcade

e Toflumedferd - gefid einu sinni a dag i 3 vikur og
svo vika fri

e Oftast gefid med sterum

* Aukaverkanir:
— Blédtappar
» Gefa fyrirbyggjandi blodpynningu
— Mergbeling
* Laekkun a bladi, hvitum blédkornum og blédflogum
— Utbrot

— Meltingafaeratruflanir PLN
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Talidomide

Skylt Revlimide
Veldur fosturskada
Toflumedferd — gefid einu sinni a dag (kvoldin)

Aukaverkanir:
— Blodtappar
» Gefa fyrirbyggjandi blédpynningu
— Taugaskadi
— Mergbaling
* Laekkun a bladi, hvitum blodkornum og blodflogum
— Bjugmyndun
— Haeegdatregda
— Utbrot

— Syfja AN
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Bendamustin

Framleitt i Austur-Pyskalandi a 7. aratugnum
A0 hluta skylt alkeran
Gefio i @0 1-2 daga i r060 a 4-6 vikna fresti

Aukaverkanir:
— Mergbealing
* Laekkun a bladi, hvitum blédkornum og blédflogum
— Utbrot
— Sykingar

— Preyta og slappleiki AN
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Kyprolis (carfilzomib)

« Skylt Velcade-naesta kynslood
« Gefido 1 a0 1-2 daga i roo vikulega til ad byrja
meo
e Aukaverkanir:
— Mergbealing
* Laekkun a bladi, hvitum blédkornum og blédflogum
— Hjartavandamal

— Maedi
— Nidurgangur
— Preyta og slappleiki AN
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Ixazomib

* Ekki hefdbundid krabbameinslyf

e Svipad og velcade

* Gefid sem tafla

* Venjulega einu sinni i viku

e Oftast med lenalidomide og sterum

e Aukaverkanir:
— Taugaskadi

* Mikilvaegt ad lata leekni/hjukrunarfreeding vita
— Laekkun a bléofléogum
— Ristill — taka veirulyf med t.d. Valtrex
— Meltingatruflanir

— breyta og slappleiki
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Daratumumab

« Ny tegund lyfja i mergaexli
« Einstofna motefni gegn CD38 a yfirboroi plasmafruma

« NuU gefid undir had einu sinni i viku fyrstu 2 manuai, svo adra
hverja viku

« Gefio eitt og ser eda med Revlimid eda Velcade i aed 1-2
daga i r6d vikulega til ad byrja med
* Aukaverkanir:
— Heetta a ofnaemisvidbrogdum tengt innrennsli
— Hiti, hosti, utlaegur skyntaugakvilli og sykingar i efri ondunarvegi.
— Mergbaling
* Laekkun a blédi, hvitum blédkornum og blodflogu
— Nidurgangur og ogledi
— Preyta og slappleiki
— Vodvakrampar
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Sterar (dexamethason, prednisolon, Deltison)

 Mikid notad med 60rum lyfjum
* Drepur mergaexlisfrumur

 Aukaverkanir:

— Gedraenar

e Aukin virkni

e Stundum mania

* bunglyndi
— Heaekkar blédsykur
— bynning a hud

— Beinpynning «n
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Alkeran

* Krabbameinslyf — notad sidan 1960
e Toflumedferd

e Oftast gefid med sterum i 3-4 daga a 5 vikna

fresti

* Aukaverkanir:
— Mergbeeling

* Laekkun a bladi, hvitum blédkornum og blédflogum

— Ogledi og uppkost

i HASKOLI i[SLANDS
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Cyklofosfamid (Sendoxan)

* Svipad lyf og melfalan

e Aukaverkanir:
— Mergbeeling
e Laekkun a bladi, hvitum blédkornum og blédflogum

— Ogledi og uppkost

— Augnvandamal

— Bl60 i pvagi

— Harlos
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FDA approves teclistamab-cqyv for relapsed or
refractory multiple myeloma

F Share in Linkedin | % Email | =% Print

On October 25, 2022, the Food and Drug Administration granted accelerated approval to

nation | i . . . ) ) .
teclistamab-cqyv (Tecvayli, Janssen Biotech, Inc.), the first bispecific B-cell maturation Content current as of

10/25/2022
antigen (BCMA)-directed CD3 T-cell engager, for adult patients with relapsed or refractory
. multiple myeloma who have received at least four prior lines of therapy, including a Regulated Product(s)
Inancies proteasome inhibitor, an immunomodulatory agent, and an anti-CD38 monoclonal Drugs
ons antibody.
\ccelerated Teclistamab-cqyv was evaluated in MajesTEC-1 (NCT03145181; NCT04557098), a single-

arm mulH_rahart Aanan_lahal mnlb_cantar chiidss Tha afficact narmnlatinn cancictad nf 110



Molecular targets in MM

* Immunomodulatory drugs
* Proteasome inhibitors

* MM-targeted antibodies

* Antibody drug conjugates

* Bispecific antibodies and Bispecific therapeutic engagers
* Checkpoint inhibitors

* Epigenetic drugs

* CAR-T cells

* CELMoD

* Mutation-targeted therapy
* miRNA and siRNA inhibition

* Vaccines

UNIVERSITY
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The NEW ENGLAND JOURNAL of MEDICINE

“ RESEARCH SUMMARY ”

Teclistamab in Relapsed or Refractory Multiple Myeloma

Moreau P et al. DOI: 10.1056/NEJM0a2203478

CLINICAL PROBLEM

Effective therapies are lacking for relapsed or refractory
multiple myeloma after standard treatment with immu-
nomodulatory agents, proteasome inhibitors, and anti-
CD38 antibodies. Teclistamab — a bispecific antibody
that targets both CD3 expressed on the surface of T cells
and B-cell maturation antigen expressed on myeloma
cells — showed promising efficacy in a phase 1 dose-
defining portion of the study.

CLINICAL TRIAL

Design: A phase 1-2, multinational study assessed the
efficacy and safety of teclistamab in patients with re-
lapsed or refractory multiple myeloma after at least
three lines of therapy, including triple-class exposure

to an immunomodulatory agent, a proteasome inhibitor,
and an anti-CD38 antibody.

Intervention: 165 adult patients received once-weekly
subcutaneous injections of teclistamab at a dose of
1.5 mg per kilogram of body weight after receiving
step-up doses of 0.06 mg and 0.3 mg per kilogram.
The primary end point was overall response, which
was defined as partial response or better according to
International Myeloma Working Group criteria.

RESULTS

Efficacy: During a median follow-up period of 14 months,
responses occurred in nearly two thirds of the patients,
and complete responses in more than one third, despite
extensive previous treatment. Responses were durable
and deepened over time.

Safety: Adverse events occurred in all the patients, most
of whom had a grade 3 or 4 event. Cytokine release syn-
drome (mostly low-grade), neutropenia, anemia, and
thrombocytopenia were the most common adverse
events, and infections were frequent. More than half
the patients skipped a dose because of adverse events.

LIMITATION

= Comparison of teclistamab against other available
therapies for relapsed or refractory multiple myeloma
is limited to cross-trial comparisons.

Links: Full Article | NEJM Quick Take | Editorial

B-cell
maturation
antigen
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CONCLUSIONS
In patients with triple-class—exposed relapsed or refractory

multiple myeloma, once-weekly subcutaneous teclistamab
induced a high rate of lasting response.

UNIVERSITY
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