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UVODNI SLOVO

Vazené kolegyné, vazeni kolegové!

Vitdme Vas na meetingu Hematologie 2025, ktery predstavuje to nejlepsi z ¢eské hematologie, uvadi novinky z oboru a pfinasi
i obsahlou edukaci. Lonsky rok byl pro ¢eskou hematologii velmi Uspésny, na kongresech Americké i Evropské hematologické
spolecnosti a dalSich Spickovych konferencich zaznélo nékolik pivodnich ¢eskych prednasek a byla presentovana fada kvalitnich
posterd. Opét na nd$ meeting pfijizdéji vynikajici zahraniéni fecnici a doplini je hvézdna sestava expertd c¢eskych.

Letos$ni ro¢nik Hematologie prindsi nékolik novinek — ve spolupraci s Evropskou hematologickou spole¢nosti pofadame poprvé
vyborné obsazenou oficidlni spole¢nou sekci CSH/EHA. V oblibenych odbornych workshopech Meet-the-Expert budeme moci
diskutovat praktické otazky s hlavnimi zahranic¢nimi fecniky konference vcetné diskuse s hlavnim editorem €asopisu Hemasphere
o pripravé rukopisU. Pfipravili jsme i specidlni minikurs statistiky uréeny pro mladé Iékafe — badatele. Posterova sekce obsahuje
velmi kvalitni prace, které se setkaly s ohlasem v zahranici. Postery budou vystaveny celou dobu konference a tematické rozdéleni
do mensich skupin umoziiuje vénovat posterOm adekvatni pozornost i pfi moderované diskusi a zUstdvdme tak u néj i pro leto$ni
ro¢nik TéSime se i na velmi kvalitni oSetfovatelskou sekci.

Konference Hematologie si jednozna¢né vydobyla své misto v kalendari Ceskych hematologickych akci. | letos doufame, Ze povzbudi

interakce mezi jednotlivymi pracovisti, pracovnimi skupinami i mezi kliniky a experimentalnimi hematology.

( /’ —_

Marek Trnény Jan Trka
Pfedseda Programového vyboru Pfedseda Védeckého vyboru
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PORADATEL

SPOLEK CESKYCH LEKARU V PRAZE CLS JEP

pod zastitou:
Ceské hematologické spoleénosti CLS JEP

Ceské spoleénosti pro trombézu a hemostazu CLS JEP

ve spolupréci s:

I. interni Kklinikou - klinikou hematologie VFN
a 1. Iékarskeé fakulty UK v Praze - Marek Trnény

Ustavem hematologie a krevni transfuze
- Petr Cetkovsky

Klinikou détské hematologie a onkologie FN Motol
a 2. lékarské fakulty UK v Praze - Lucie Sramkové

Hematologickou klinikou FN Kralovské Vinohrady
a 3. lékarskeé fakulty UK v Praze - Tomas Kozak

A SVETOVE HEMATOLOGIE

VYBORY

PROGRAMOVY VYBOR

- predseda
Marek Trnény
1.LF UK a VFN Praha

- clenové
Anna Jonasova
1.LF UK a VFN Praha

Katefina Machova Polakova

UHKT Praha

Julia Starkova

2.LF UK a FN Motol Praha
Tomas Stopka

1.LF UK a VFN Praha
Cyril Salek

UHKT Praha

Jan Zuna

2.LF UK a FN Motol Praha

VEDECKY VYBOR

- predseda
Jan Trka
2.LF UK a FN Motol Praha

- ¢lenové
Meritxell Alberich-Jorda
UMG AV CR Praha

OBSAH SCHEMA PROGRAMU <( 4

Monika Beli¢kova
UHKT Praha

Vladimir Divoky

UP Olomouc

Michael Doubek

LF MU a FN Brno

Jan Fri¢

UHKT Praha

Eva Fronkova

2.LF UK a FN Motol Praha
Jaromir Gumulec

FN Ostrava

Ondrej Hrusak

2.LF UK a FN Motol Praha
Tomas Jelinek

LF OU FN Ostrava
Markéta Kalinova
3.LF UK a FNKV Praha
Magdalena Klanova
1.LF UK a VFN Praha
Pavel Klener

1.LF UK a VFN Praha
Marek Mraz

LF MU Brno

Jan Novak

3.LF UK a FNKV Praha
Adam Obr

UHKT Praha

Kamila Polgarova

1.LF UK a VFN Praha
Peter Salaj

UHKT Praha

Jan Stary

2.LF UK a FN Motol Praha
Michal Simiéek

LF OA a FN Ostrava
Martin Spacek

1.LF UK a VFN Praha
Pavel Zak

LF UK a FN Hradec Kralové

- garanti oSetrovatelského

programu
Darja Hrabankova
1.LF UK a VFN Praha
Lenka Turkova
3.LF UK a FNKV Praha
Lucie Vylitova
UHKT Praha
Jitka Wintnerova
2.LF UK a FN Motol Praha
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HODNOTITELE ABSTRAKTU

Meritxell Alberich-Jorda - UMG AV CR Praha

Vladimir Divoky — UP Olomouc

Michael Doubek - LF MU a FN Brno

Jan Fri¢ - UHKT Praha

Eva Fronkové - 2.LF UK a FN Motol Praha
Tomas Jelinek — LF OU FN Ostrava

Anna JonaSova - 1.LF UK a VFN Praha
Markéta Kalinova - 3.LF UK a FNKV Praha
Marek Mréz - LF MU Brno

Jan Novak — 3.LF UK a FNKV Praha

Adam Obr — UHKT Praha

Tomas Stopka — 1.LF UK a VFN Praha
Michal Simicek - LF OA a FN Ostrava
Martin Spadek - 1.LF UK a VFN Praha
Lucie Sramkova - 2.LF UK a FN Motol Praha
Jan Trka — 2.LF UK a FN Motol Praha

Marek Trnény - 1.LF UK a VFN Praha

Jan Zuna - 2.LF UK a FN Motol Praha

Védecky vybor konference dékuje vsem, ktefi se podileli na hodnoceni abstraktd.

OBSAH SCHEMA PROGRAMU <<

ORGANIZACNI
ZAJISTENI
KONFERENCE

Meritis, s.r.o.

Obrovského 644

141 00 Praha 4

e-mail: phd2025@meritis.cz

Alzbéta Matéjovska
organizace konference
tel.: 731 109 563
matejovska@meritis.cz

Dita Bilkova

sponzoring, vystavovatelé
tel.: 739 571 536
bilkova@meritis.cz

tel.: 272 774 065
www.phd.cz

Jitka Dobrevova
registrace, ubytovani
tel.: 737 287 522
dobrevova@meritis.cz
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MEDAILONKY VYZVANYCH RECNIKU

Specialni prednaska:
Next generation immunotherapies in the
management of B-cell ymphomas

Jeremy ABRAMSON

Dr. Abramson is Director of the Lymphoma Program and the Jon and Jo Ann Hagler Chair
in Lymphoma at the Massachusetts General Hospital Cancer Center. He is also Associate
Professor of Medicine at Harvard Medical School. Dr. Abramson’s clinical and research
interests are in lymphoid malignancies, including all non-Hodgkin lymphomas, as well as
Hodgkin lymphoma, and chronic lymphoid leukemias. His research involves identifying new
targets for therapy in lymphomas and lymphoid leukemias, and the design and conduct
of clinical trials of new cancer therapies and cellular immunotherapies in these diseases.
He is a member of the American Society of Hematology, the American Society of Clinical
Oncology, and a Fellow of the American College of Physicians. Dr. Abramson is the author
of numerous papers and book chapters on lymphoma, and lectures widely.

https: /www.massgeneral.org/doctors/17341/jeremy-abramson

Hefmanského prednaska:
Toward the noninvasive characterization
of lymphomas and their microenvironments

Ash A. ALIZADEH

Ash A Alizadeh is the Moghadam Family Professor of Medicine, Oncology, and Hematology
(by courtesy) at Stanford University, and leader of the Cancer Genomics Program at
Stanford Cancer Institute. His primary research interests are in the development and
application of genome technologies and computing (machine learning & data science) to
a range of problems in human disease, with special focus on cancer detection, classification,
monitoring, and tumor immunology. As a longstanding member of NIH Cancer Genetics (CG)
Study Section, he helps the Center for Scientific Review with genome scale studies focused
on cancer pathogenesis.

In this effort, his group studies cancer genomic profiles obtained either from tumor tissues,
or from noninvasive “liquid biopsies”. Using machine learning techniques, his lab studies
how cellular compositional variation impacts cancer behavior and therapeutic response

Dr. Alizadeh is a past-President of the American Society of Hematology (ASH) Meeting on
Lymphoma Biology, a founding member of the International Lymphoma ctDNA Consortium
& Working Group, and past-Chair of the Scientific Committee on Genetics & Epigenetics
for the American Society of Hematology (ASH), and past-Chair the Scientific Committee on
Lymphoma & Myeloma for the American Society of Clinical Oncology (ASCOHe is a member of
the Scientific Advisory Board for Cell, and Scientific Editor for Blood, Cancer Discovery, Blood
Cancer Discovery, and the Journal of Clinical Oncology (JCO) and Precision Oncology (P0).

https:/med.stanford.edu/profiles/arash-alizadeh

Neuwirtova prednaska:
Myeloproliferative Disorders

Radek C. SKODA

Radek Skoda is Professor of Molecular Medicine in the Department of Biomedicine of the
University of Basel and the University Hospital Basel. He has currently move to Baylor
College of Medicine, Houston. His research group ,Experimental Hematology” studies the
molecular pathogenesis of myeloproliferative neoplasms (MPN) that represent clonal stem
cell disorders with a tendency towards leukemic transformation. MPN are characterized by
aberrant proliferation of precursors of the myeloid, erythroid and megakaryocytic lineages
resulting in elevated blood counts for red cell, platelet and neutrophil granulocytes.
Oncogenic driver mutations in the genes for Janus kinase 2 (JAK2), Calreticulin (CALR) or
the thrombopoietin receptor (MPL) can be found in >90% of MPN patients, but additional
mutations in genes encoding epigenetic requlators or signaling proteins are detectable in
some of the patients. His group uses blood samples from MPN patients and mouse models
of MPN to investigate how these mutations alter stem cell properties and interact in disease
initiation and progression. This work involves functional and molecular analyses of single
hematopoietic stem cells.Radek Skoda is the principal investigator of the StemSysMed
project supported by SystemX. His group has collaborations with groups in Basel as well as
with the group of Markus Manz in Zurich and Simon Mendez-Ferrer in Madrid.

https:/houston.innovationmap.com/cprit-grants-thomas-milner-radek-skoda-2668270614.html

https:/baselstemcells.ch/en/research/research-groups/skoda/
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CSH/EHA joint symposium

Jan Cools

Full Professor, Dept. of Human Genetics, KU Leuven, Belgium, VIB Group Leader Laboratory
for Molecular Biology of Leukemia, he is a leading European expert on T-cell acute
lymphoblastic leukemia. He also serves as the Editor-in-Chief in HemaSphere journal,
which is the official open access journal of the European Hematology Association (EHA),
publishing highly relevant basic, translational, and clinical research in hematology.

KAM NAS POSOUVA TO NEJLEPSI Z CESKE
A SVETOVE HEMATOLOGIE

¢tvrtek 23. 1. 2025 od 14:45 hodin v hlavnich salech Zenit + Nadir

Philipp le Coutre

He obtained his medical degree in 1994 at Ludwig-Maximilians-University in Munich,
Germany, where he also started his clinical training. As a postgraduate student he
worked at The Scripps Institute, La Jolla, San Diego, CA in 1994. In 1996 he commenced
a three year postdoctoral period at the National Cancer Institute in Milano, ltaly, where
his research activities were primarily centered on the role of oncogenic fusion proteins,
especially BCR::ABLY, in human leukemias. Here, he contributed pivotal data on the in-vivo
efficacy of imatinib and on mechanisms of in-vitro resistance to this drug. Since 1999
he is working at Charité, Humboldt-University in Berlin, Germany. His clinical activities
include therapy of acute and chronic myeloid leukemias, chronic myeloid neoplasias and
lymphomas. Consequently, he co-authored more than 170 articles on the biology, diagnosis
and treatment of human leukemias. Philipp le Coutre is board certified in internal medicine
as well as in hematology and oncology. He was appointed Professor of Medicine in 2015 and
is currently the deputy director of the Department of hematology and Oncology at Campus
Mitte, Charité.

He is a member of the American Association of Hematololgy (ASH) as well as the German
Association of Hematology and Oncology (DGHO).

OBSAH SCHEMA PROGRAMU
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Marek Mraz

He obtained a degree in General medicine and in Molecular biology from Faculty of
Medicine and Faculty of Sciences, respectively (both from Masaryk University, Brno, Czech
Republic). He received a PhD in Oncology from Masaryk University in 2012. He conducted
post-doctoral work with Prof. Greg Nowakowski (Mayo Clinic) and with Prof. Thomas Kipps
(Univ. California-San Diego). Currently he is a group leader at the CEITEC Masaryk University
and at University Hospital Brno (Czech Republic; ceitec.cz/mrazlab).


http://ceitec.cz/mrazlab
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BlOk | stfeda 22.1. 2025 od 12:45 hod. v hlavnich salech Zenit + Nadir

Akutni myeloidni leukémie: individualizovany | Co prinesl rok 2024 v diagnostice a terapii MDS

pristup k lécbé a péci

Asciminib jako novy standard lécby
chronické myeloidni leukémie?

Barhora Weinbergerova

Pracuje od roku 2001 na Interni hematologické a onkologic-
ké klinice Lékarské fakulty Masarykovy Univerzity a Fakultni
nemocnice Brno jako odbornik vénujici se myeloidnim ma-
lignitam, dominantné akutni myeloidni leukémii, problema-
tice transplantace krvetvornych bunék a infekénich kom-
plikaci u imunokompromitovanych pacientd. V ramci Ceské
leukemické skupiny pro Zivot (CELL) je koordindtorem fady
projektd na poli myeloidnich malignit véetné celondrodni
databdze pro AML (DATOOL-AML). Po dobu svého odbor-
ného plsobeni predndsela na mnoha konferencich a pub-
likovala fadu pavodnich praci v recenzovanych ¢asopisech
a kapitol v knihdch. Spolupracovala na mnoha mezinérod-
nich projektech a odbornych doporucenich.

Jifi Mayer

Prednosta Interni hematologické a onkologické klini-
ky FNBrno a LF Masarykovy univerzity. Mistopfedseda
Ceské hematologické spolecnosti CLS JEP. Predseda Ceské
leukemické skupiny CELL a predseda Leukemické sek-
ce Hematologické spolecnosti CLS JEP. Dlouhodoby zajem
o problematiku myeloidnich leukemif, transplantace kr-
vetvornych bunék a oportunnich infekci u onkologickych
pacientl. Dlouhodobd intenzivni mezindrodni spoluprace
a fada projektd a publikaci.

Anna Jonasova

Vedouci skupiny pro Myelodysplasticky syndrom (MDS),
Akutni myeloidni leukemii a dalsich Myeloproliferativnich
onemocnéni na |. interni klinice V3eobecné fakultni nemoc-
nice a |. Lékarské fakulty V Praze. Aktudlné je téZ predsed-
kyni Ceské skupiny pro MDS (Czech MDS group). Jejim leti-
tym zéjmem je predevsim MDS. Zabyva se jak vyzkumem,
tak klinickou praci, a predevsim zavddénim novych tera-
peutickych postupd u vyse zminénych onemocnéni. Zvlasté
problematiky MDS se tyka vétsina jejich presentaci a publi-
kaci na mezindrodni i Ceské drovni.

stieda 22.1. 2025 od 15:00 hod.

| Terapie ALL u déti - skvély Gspéch, ale co rizika?

Lucie Sramkova

Prednostka kliniky détské hematologie a onkologie FN
Motol a 2. lékarské fakulty UK v Praze. Jejim hlavnim od-
bornym z&jmem je biologie a [écba détskych leukémii a lym-
fomd. Stéla u zrodu pediatrického CART programu v Ceské
republice, podili se na fadé mezinrodnich pediatrickych kli-
nickych studiich. Doc. Srémkové plisobi v Pracovni skupiné
détské hematologie a Pediatrické sekci Ceské onkologické
spole¢nosti, je tlenem mezindrodnich pracovnich skupin pro
relapsy ALL a AML.

v hlavnich salech Zenit+Nadir

| Management kardiotoxicity protinddorové lécby - aktudlni otazky

Radek Pudil

(*1966, h-index 18, pocet citaci 2 644) pracuje jako zastup-
ce prednosty 1. interni” kardioangiologické kliniky Lékarské
fakulty Univerzity Karlovy a Fakultni nemocnice Hradec
Krélové. Je ¢lenem Védecké rady LF HK UK, ¢lenem vybo-
ru Ceské kardiologické spole¢nosti, Ceské asociace srdet-
niho selhani a Ceské spolecnosti hyperbarické a letecké
mediciny. Vénuje se problematice kardiotoxicity, roli echo-
kardiografie a kardiomarkerd v jeji detekci, déle se zabyva
problematikou srdecniho selhani. Ve volném ¢ase se vénu-
je sportovnimu potdpéni a v souvislosti s tim i otdzkdm po-
tapécské mediciny a sportovni kardiologie.
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Blok Il &tvrtek 23.1. 2025 od 11:00 hod.

| Vzécné anémie u déti

Jan Stary

Je emeritnim prednostou Kliniky détské hematologie a on-
kologie UK 2. LF a FN Motol, Praha. Od druhé poloviny osm-
desétych let do soucasnosti je koordindtorem studif léchy
déti s leukémif v Ceské republice. Potatkem devadesatych
let zahdjil v Ceské republice se spolupracovniky lé¢bu déti
transplantaci kostni dfené. Je védeckym sekretdfem vy-
boru Ceské ematologické spole¢nosti CLS JEP a predse-
dou Pracovni skupiny pro détskou hematologii CR. V roce
2016 mu byla udélena Stfibrnd pamétni medaile Sendtu
Parlamentu CR.

»

v hlavnich salech Zenit+Nadir

| Imunitni cytopenie

KAM /va3 POSOUVA TO NEJLEPSI Z CESKE
A SVETOVE HEMATOLOGIE

Tomas Kozak

Pfednosta Interni hematologické Kliniky FN Krélovské
Vinohrady a 3. lékar'ské fakulty UK v Praze. Narodil se
v Ostravé, vystudoval medicinu na Univerzité Karlové
v Praze. V letech 1994 a 1995 studoval a pracoval v USA
diky Fulbrightovu stipendiu. Zabyvé se lécbou zhoubnych
a autoimunitnich onemocnéni, jeho odborné publikace za-
hrnuji predevsim oblast Hodgkinova lymfomu a roztrouse-
né sklerézy.

OBSAH

SCHEMA PROGRAMU [(( 9 )>]

| Trombéza na kongresu ASH, ISTH a jinde v roce 2024

Jaromir Gumulec

je zéstupce primdfe pro lé¢ebnou péci na Klinice hema-
toonkologie Fakultni nemocnice Ostrava. Jeho dominant-
nim profesnim zajmem je problematika trombdzy a hemo-
stdzy a imunitné podminéné cytopenie. V této oblasti se
podilel a nadéle podili na tvorbé fady doporucenych postu-
pu. Vice nez 30 let organizuje hematologickou konferenci
Pafizkovy dny a od roku 2023 je predsedou Ceské spole¢-
nosti pro trombozu a hemostézu.

Blok VI patek 24.1. 2025 od 12:00 v hlavnich salech Zenit+Nadir

| Co nového v myelomu - ozvény z ASH 2024

Jakub Radocha

Jakub Radocha je docentem na 4. interni hematologické kli-
nice Fakultni nemocnice Hradec Kralové a vedouci skupiny
mnohocetného myelomu. Mezi jeho hlavni vjzkumné z&jmy
patfi rezidualni choroba u mnohocetného myelomu, prote-
omika u myelomu a podptirnd lé¢ba u nadorovych onemoc-
néni. Byl fesitelem mnoha klinickych studif faze I-IV tykaji-
cich se zejména 1écby myelomu. Je ¢lenem vyboru young
board EMN a CMG, ¢lenem IMS, EHA a ASH.

| Chronicka lymfocytérni leukemie a ASH 2024

Martin Spacek

Martin Spacek ptisobi na I. interni klinice - hematologie 1. LF
UK a VSeobecné fakultni nemocnice v Praze a je primafem
Centralnich hematologickych laboratofi VFN. Specializuje se
na chronickou lymfocytarni leukemii a nehodgkinské lym-
fomy a laboratorné na vy3etreni pritokovou cytometrif v he-
matoonkologii. Je mistopFedsedou Ceské skupiny pro chro-
nickou lymfocytarni leukemii CLS JEP, Elenem Kooperativni
lymfomové skupiny a European Research Initiative on CLL.
Je autorem a spoluautorem vice nez 70 odbornych ¢lénka.

| Waldenstromova makroglobulinémie v roce 2024

Michal Kascak

Vedouci lékar Oddéleni transplantacni a bunécné tera-
pie Kliniky hematoonkologie Fakultni nemocnice Ostrava.
Jeho primédrnim zaméfenim je diagnostika a lécha malig-
nich lymfoproliferativnich onemocnéni. 0d roku 2015 se sys-
tematicky vénuje diagnéze Waldenstrémovy makroglobuli-
némie v rémci Ceské myelomové skupiny a ve spolupraci
s Kooperativni lymfomovou skupinou a Evropskym konsor-
ciem pro Waldenstromovu makroglobulinémii. Je spoluauto-
rem a autorem ndrodnich a mezindrodnich doporuceni pro
diagnostiku a lécbu této nemoci.
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REGISTRACE iLi kshop2 @ DI 3
KEPLER Eli Lilly workshop T roaram | program Il =
(blok v AJ) < prog = workshop P 18:30
g 2 g b
= o = Vecefe
k7 k7]
2 2
(= (=
4l 9:30-10:30
saly N 1a. - P
LEO/ 8:00-18:00 Meet the expert 13:30-14:30
VIRGO REGISTRACE workshop 3 Gilead
(blok v AJ)
saly 9:30-10:30
8:00-18:00
AQUARIUS/ b e
TAURUS (blok v AJ)
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2 12:00-13:30
4 P - o =
ZE:IT'P// 8:00-13:30  830-9:15  9:30-10:15 -f; 10:30-11:30 M Blok VI
B Meettheexpert £
NADIR REGISTRACE GSK AbbVie 2 workshop 4 % Prodnaskova
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>
TYCIS-I%)// 8:00-13:40 00 ey @ 11:00-13:00
_ = v " . cu
KEPLER REGISTRACE Ospert;;\rl::‘e:;ky E Osetiovatelsky program IV
b ZAKONCENI KONFERENCE,
OBED
10:30-11:30
saly B gop-1330  S207915
LEO/ == Swixx Meet the expert
VIRGO REGISTRACE e workshop 5
(blok v AJ)
9:00-9:30
salll 800-1330 m:lk:;?g -
egenda:
AQUARIUS I ReGISTRACE hematology? s
covered PREDNASKY EO1 -E11
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Schize vybord a jednani na zakladé osobniho pozvani

stfeda 22. 1. 2025

—> SALONEK STELLA (3. PATRO, vedle registrace)

10:00 - 12:00
schize vyboru KLS

—> SALONEK TAURUS (3.PATRO)

09:30-11:00
schoze vyboru €STH
11:00 - 12:00

zasedani ITP registru

FIREMNi ADVISORY BOARDY:

¢tvrtek 23. 1. 2025 - AbbVie s.r.o. (salének Zodiac - 2. patro)
¢tvrtek 23. 1. 2025 - GlaxoSmithKline, s.r.o. (salének Taurus - 3. patro)
c¢tvrtek 23. 1. 2025 - Swixx Biopharma s.r.o. (salének Stella - 3.patro)

patek 24. 1. 2025 - Eli Lilly €R, s.r.o. (salének Stella - 3. patro)

— SALONEK ZODIAC - (2. PATRO)

7:30 - 8:15
Zasedani HEMATOLOGIE-online.cz

— SALONEK STELLA (3. PATRO, vedle registrace)

12:30-13:30
Zasedani redakéni rady ¢asopisu
Transfuze a Hematologie Dnes

—> SALONEK AQUARIUS (3. PATRO)

18:30 - 19:30
Zasedani Transplantaéni sekce ¢HS CLS JEP
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— SAL AQUARIUS

11:00-12:30

Statisticky workshop:
analyza preziti pro kliniky a zac¢inajici védce
Vydra J., Pecherkova P. (Praha)

—> SALY ZENIT + NADIR

12:45 - 14:30

Odborny program - Blok |

Predsedajici: Jindra P. (Plzeri), Machova Polakova K. (Praha)
12:45-12:50

A SVETOVE HEMATOLOGIE

OBSAH SCHEMA PROGRAMU <( 14

stieda 22. 1. 2025

13:30 - 13:45

OO | EHA 2024/
Lééba ponatinibem a v kombinaci s venetoclaxem signifikantné
prodlouzila celkové preziti na preklinickém modelu chronické
myeloidni leukemie s rezistenci k asicminibu
Cufik N. (Praha) a spol.

13:45-14:00

o | EHA 2024
Clinical Efficacy and Safety of First-line Nilotinib or Imatinib
Therapy in Patients with Chronic Myeloid Leukaemia -
Nationwide Real Life Data
Bélohlavkova P. (Hradec Kralové) a spol.

14:00 - 14:15

Predstaveni poster(: Stopka T. (Praha)

12:50-13:10

DL | EHA 2024/
Differential Response to ATR/Chk1 Inhibition in Preleukemia and
Transformed Leukemia in an MLL-ENL Model of Leukemogenesis
Reflects Enrichment for Myc-Transcriptional Program
Chaloupkova P. (Olomouc) a spol.

14:15-14:30

EO1 IAkutni myeloidni leukémie:
individualizovany pfistup k Ié¢bé a péci
Weinbergerova B. (Brno)

13:10-13:30

EO2 | Co prinesl rok 2024 v diagnostice a terapii MDS

Jonasova A. (Praha)

EO3 Asciminib jako novy standard Ié¢by
chronické myeloidni leukémie?
Mayer J. (Brno)

14:30 - 15:00 Prestavka na kavu
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stieda 22. 1. 2025

15:00 - 16:30

Odborny program — Blok Il

Predsedajici: Sykorova A. (Hradec Krélové), Sélek C. (Praha)
15:00 - 15:05

Predstaveni posterU: Starkova J. (Praha)

15:05 - 15:25

17:00 - 19:00
SLAVNOSTNi ZAHAJENiI KONFERENCE

Predsedajici: Cetkgvsky P. (Praha), Hrabankova D. (Praha), Gumulec J. (Ostrava),
Kozék T. (Praha), Sramkova L. (Praha), Trka J. (Praha), Trnény M. (Praha)

17:00-17:30

EO4 | Terapie ALL u déti - skvély Uspéch, ale co rizika?
Srdmkova L. (Praha)

15:25-15:40

Zahajeni konference

17:30 - 18:00

004 ) [EL¥IFY}

Flow - Cytometric MRD detection in pediatric T-ALL:
a consensus-based standardized approach

Reiterova M. (Praha) a spol.
15:40 - 15:55
CLL | EHA 2024 |

Significant Outcome Improvement of the Entire R/R DLBCL
Population Receiving Third Line Therapy in the CAR T-cell Era

Vodicka P. (Praha) a spol.
15:55-16:10
oL | ASH 2024

Fixed-Duration Epcoritamab + R2 Drives Deep and Durable
Responses in Patients with Relapsed or Refractory Follicular
Lymphoma: 2-Year Follow-Up from Arm 2 of the EPCORE NHL-2 Trial
Belada D. (Hradec Kralové) a spol.

16:10 - 16:30
EO5 | Management kardiotoxicity protinadorové Iééby -aktualni otazky
Pudil R. (Hradec Kralové)

16:30 - 17:00 Prestavka na kavu

SPECIALNi PREDNASKA

Abramson J. (Boston, MA; USA):

NEXT GENERATION IMMUNOTHERAPIES IN THE MANAGEMENT OF
B-CELL LYMPHOMAS

18:00 - 18:30

HERMANSKEHO PREDNASKA

Alizadeh A. (Stanford, CA; USA):

TOWARD THE NONINVASIVE CHARACTERIZATION OF LYMPHOMAS
AND THEIR MICROENVIRONMENTS

18:30 - 19:00

NEUWIRTOVA PREDNASKA

Skoda R. (Houston, TX; USA):

UNDERSTANDING THE FACTORS THAT CONTROL THE TRANSITION
FROM CLONAL HEMATOPOIESIS TO MANIFEST MYELOPROLIFERATIVE
NEOPLASMS

19:15 - 20:15

Posterova sekce (sal Meridian)

20:15 - 22:00

Diskuze nad postery, vecere (sal Meridian + foyer)

15)>
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POSTEROVA SEKCE

Moderovana diskuse:
stieda 22. 1. 2025 od 19:15 hodin, sal Meridian

Maligni lymfomy 1  (Postery PO1 - PO9)

PO1

Fixed-Duration Epcoritamab + R-CHOP Induces High Complete
Response Rates in Patients with Previously Untreated Diffuse Large
B-Cell Lymphoma with High-Risk Features: Long-Term Results from the

EPCORE NHL-2 Trial [XELELFA

Belada D. (Hradec Kralové) a spol.

P02

The Survival Improvement of Transplant-Eligible Primary CNS
Lymphoma Patients within Last 15 Years [.X{FP1FZY
Vodicka P. (Praha) a spol.

PO3

Vitreous Body Cell Free DNA Sequencing As a Reliable Method for
Vitreoretinal Lymphoma Diagnostics [.XIFTFZY
Havranek O. (Praha) a spol.

P04

Circulating Tumor DNA As a Predictor of Survival of DLBCL Patients
in a Daily Practice

Havranek O. (Praha) a spol.

A SVETOVE HEMATOLOGIE

OBSAH SCHEMA PROGRAMU <<

PO5

Validation of the CNS-IPI-C Prognostic Model in Patients with Systemic
DLBCL in the Real World XTI FZY

Vodicka P. (Praha) a spol.

PO6

PCNSL Patients Treated with the MATRix Regimen in the Real World
Have Similar Outcome to Those in the IELSG 32 Trial [XFIFZY
Vodicka P. (Praha) a spol.

PO7

Intensified Inmunochemotherapy with Autologous Stem Cell
Transplantation for Mantle Cell Lymphoma - Could It Still Be Considered

the Standard of Care? XL FPLY

Tuskova L. (Praha) a spol.

PO8

The Microenvironment speaks: Soluble Biomarkers Correlate with
Response and Early Treatment Failure in Classic Hodgkin Lymphoma

EVL S ESH Lymphoma 2024

Kredatusova A. (Olomouc) a spol.

PO9
Nothing breaks like a heart: Managing Aggressive B-Cell Lymphoma

with Cardiac Involvement | =35 N85 g le)y Ao 2t

Kredatusova A. (Olomouc) a spol.

16)>
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Maligni lymfomy 2 (Postery P10 - P18)

P10

Prognostic impact of gender in newly diagnosed MCL is associated
with higher prevalence of adverse genetic events in males compared to

females [SLWIFLY

Malarikova D. (Praha) a spol.

P11

Are Four Cycles of eBEACOPP Sufficient for Patients with Advanced

Hodgkin Lymphoma and PET-2 DS3? [ b5 | S0 G TR e 370 100
Mocikova H. (Praha) a spol.

P12
BMI and it’s changes as a predictor of survival in DLBCL patients

Masar M. (Praha) a spol.

P13

Genomic Profiling of Two Successive PTLDs with Different
Morphology in a Pediatric Lung Transplant Recipient

SIOP Europe 2024 Annual Meeting

Rackova M. (Praha) a spol.

P14

Amyloidosis Associated with Localised B-cell Neoplasia of
Undetermined Significance

Flodr P. (Olomouc) a spol.

KAM NAS ROSOUVA TO NEJLEPSI Z CESKE
A SVETOVE HEMATOLOGIE
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P15

The genomic landscape of lymphomas invading the central nervous
system inferred from cell-free DNA by integrative NGS analysis and the
diagnostic benefit compared to flow cytometry
Navrkalova V. (Brno) a spol.

P16

Second Line Treatment with Bruton Tyrosine Kinase Inhibitor (BTKi) or
Bcl-2 Inhibitor (Bcl-2i) in Patients with Chronic Lymphocytic Leukemia
(CLL): Primary Analysis of the Czech Study Group for CLL (CSCLL)

(EHA 2024

Mihalyova J. (Ostrava) a spol.

P17

ROR-1 defines a population of atypical B cells in peripheral blood
phenotypically linked to malignant cells of chronic lymphocytic

1] 1) [EW European Congress of Immunology 2024

Mikulova A. (Brno) a spol.

P18

Advanced cytogenomic approaches for precise reconstruction of
complex karyotype in chronic lymphocytic leukemia [F.WIFZ}
Adamova S. (Brno) a spol.

Akutni leukémie (Postery P19 - P27)

P19

Tmaps: Novel surface markers evaluation for minimal residual disease
monitoring of pediatric T-cell acute lymphoblastic leukemia cells

Vavrova A. (Praha) a spol.
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P20

Interferon-Related DNA Damage Resistance Signature Genes Predict
Chemoresistance in Acute Myeloid Leukemia [XSPIFYY

Cerovska E. (Praha) a spol.

P21

Rewired glutamate metabolism diminishes cytostatic action of

[RELHETEL LG ELT- I Cancer Metabolism, Bilbao, Spain

HloZkova K. (Praha) a spol.

P22

VYSKYT MYKOTICKYCH INFEKCi U AML LECENYCH VENETOCLAXEM
V PRVNI LINII S OHLEDEM NA POUZITi ANTIMYKOTICKE PROFYLAXE -

PROJEKT CELL [T WIr3

Weinbergerova B. (Brno) a spol.

P23

NOVEL CASEIN KINASE 1 ALPHA INHIBITORS FOR THE
TREATMENT OF RESISTANT AML AND SOLID TUMORS

EORTC-NCI-AACR Symposium on Molecular
Targets and Cancer Therapeutics

Janovska P. (Brno) a spol.

P24

Characterization of leukemic cell subtypes responsible
for relapse of Ph+ leukemias by single cell analysis

ESH 2024 -iCMLf 26th Annual John Goldman Conference

on Chronic Myeloid Leukemia: Biology and Therap
Krizkova J. (Praha) a spol.

A SVETOVE HEMATOLOGIE

P25
L-asparaginase modulates response to cystine depletion in acute

lymphoblastic leukemia [55/aN iR R ode] o) Gl S=P P 1)

Kolarik M. (Praha) a spol.

P26
Impact of autophagy inhibition in AML cells with mutated

nucleophosmin [=IFIFE]

Koranova T. (Praha) a spol.

P27

Analysis of primary AML cells sensitivity to casein kinase 1 inhibitor
in vitro
Plesingerova H. (Brno) a spol.

Myelomy (Postery P28 - P36)

P28

Teclistamab in relapsed and refractory multiple myeloma patients -
Czech multi-center real world evidence analysis [[XFTFZY
Stork M. (Brno) a spol.

P29

Insights into biological mechanisms responsible for egression of
circulating tumor plasma cells (CTCs) in multiple myeloma [X[{PLFYY
Radova E. (Ostrava) a spol.

P30

Risk groups in relapsed and refractory multiple myeloma treated by
lenalidomide based triplets — analysis of the Czech Myeloma Group

Minarik J. (Olomouc) a spol.

OBSAH SCHEMA PROGRAMU << 18 )>
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P31
Optické mapovani genomu a jeho potencial v diagnostice

mnohocetného myelomu R0\ A FE UGN A L N [T A E

Kotaskova J. (Brno) a spol.

P32

A SINGLE-ARM PHASE 2 STUDY EVALUATING THE OPTIMIZED SCHEDULE
OF BELANTAMAB MAFODOTIN 1.9 MG/KG Q8W PLUS BORTEZOMIB AND
DEXAMETHASONE IN RELAPSED REFRACTORY MULTIPLE MYELOMA

Popkova T. (Ostrava) a spol.

P33

Prognostic impact of multi-hit TP53 aberrations in patients with
multiple myeloma treated with novel agents
Nesnadna R. (Olomouc) a spol.

P34

Analyza nadorovych subpopulaci u mnohoéetného myelomu pomoci
metody CITE-seq
Mayerova J. (Brno) a spol.

P35
Dysregulation of microRNA in Waldenstrom macroglobulinemia

12th International Workshop
on Waldenstrom's Macroglobulinemia

ROZi¢kova T. (Brno) a spol.

KAM NAS ROSOUVA TO NEJLEPSI Z CESKE
A SVETOVE HEMATOLOGIE
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P36

Treatment and Survival Outcomes of Symptomatic Waldenstrom’s
Macroglobulinemia in the Czech Republic Over the Last 10 Years:
A Retrospective Analysis from the Registry of Monoclonal
Gammopathies

12th International Workshop on Waldenstrom

lobulinemia 2024 Prague
Kascak M. (Ostrava) a spol.

MDS a MDS/MPS  (Postery P37 - P45)

P37

MOUSE PDX MODELS TO EXPLORE DUAL RESISTANCE OF PROGRESSING
MDS/AML TO 5-AZACYTIDINE AND VENETOCLAX. [ WIrry
Stopka T. (Praha) a spol.

P38

SF3B1 GENE MUTATIONS AND THEIR SIGNIFICANCE FOR PATIENTS WITH
MYELODYSPLASTIC NEOPLASIAS (MDS) [YIFIrZy
Zemanova Z. (Praha) a spol.

P39

Activation of autophagy via the SQSTM1-KEAP1-NRF2 axis induced by
Pevonedistat provides a temporary readjustment of MDS/AML cells
leading to the development of resistance [EIFIFZ)

Pimkova K. (Praha) a spol.
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P40

Experience with luspatercept therapy in transfusion-dependent
low-risk myelodysplastic syndromes patients in real-world clinical
practice, positive effect of combination with erythropoietin alfa.

Jondsova A. (Praha) a spol.

P41

Dysregulation of Transposable Elements and PIWI-interacting RNAs

in Myelodysplastic Neoplasms [LX[;PIFYY
Krejcik Z. (Praha) a spol.

P42

Lééba myelodysplastického syndromu kombinaci azacitidinu
a venetoclaxu, zkuSenosti centra
Dluhosova B. (Ostrava) a spol.

P43

Clonal Hematopoiesis
in Myeloid and Lymphoid Lineages in VEXAS Syndrome

ESH-EBMT-EHA-IPIG 3rd Translational Research Conference:

Bone Marrow Failure and Leukaemia Predisp
Kaisrlikova M. (Praha) a spol.

A SVETOVE HEMATOLOGIE

P44

Vzacny nalez dvou klon¥ s deleci 5q rdzného rozsahu v dvou
nemocnych s MDS
Ransdorfové S. (Praha) a spol.

P45

Apoptotic Mass Cytometry Panel Revealed Different Basal
Protein Expression in TKI-resistant Clones of Blast Crisis
CML Correlating with their Sensitivity to Venetoclax

26th Annual John Goldman Conference on Chronic

Myeloid Leukemia: Biology and Therap
Laznicka A. (Praha) a spol.

Nenadorova hematologie (Postery P46 - P51)

P46

Effect of pathogen reduction using riboflavin and UV light, subsequent
cryopreservation and thawing on red blood cells and platelets

(T -G 38th ISBT International Congress in Barcelona 2024

Kutac D. (Praha) a spol.

P47

Molecular Events Contributing to the Inmune-Mediated Bone Marrow
Failure in Idiopathic Aplastic Anemia [Z;/ WIVrZ}
Lenertova Z. (Praha) a spol.

P48

Hluboka zilni trombéza jako projev perakutné probihajici smrtici
nekrotizujici pneumonie u divky PVL MRSA pozitivni

Beriova L. (Kolin) a spol.

OBSAH SCHEMA PROGRAMU << 20 )>
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P49

Vysetieni maternalniho engraftmentu v Ustavu hematologie a krevni
transfuze v letech 1999 - 2024
Stefflova L. (Praha) a spol.

P50
Lééba sekundarni imunodeficience u hematoonkologickych pacientd.

CMG Mikulov 2024

Jungova A. (Pizer) a spol.

P51

Cryopreserved platelets - production, indications, and
clinical use over the last 10 years in the Czech Republic

38th ISBT International Congress in Barcelona 2024

Kutac D. (Praha) a spol.

Experimentalni a transla¢ni hematologie
(Postery P52 - P59)

P52

Comprehensive Genomic Analysis of Non-Relapsed and Late-Relapsed
Mantle Cell Lymphoma Patients Compared to Refractory and
Early-Relapsed Patients Treated By Standard Inmunochemotherapy

Karolova J. (Praha) a spol.

P53

Promising preclinical efficacy of intravitreally administered anti-Hu
CD19 and anti-Hu CD199 on immunocompetent murine model of

primary intraocular lymphoma  [{\/[eJq (¢ o] =)51d 115 (e) (eXejAee )y (o SR 0 P4

Skrlova E. (Praha) a spol.

A SVETOVE HEMATOLOGIE
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P54
Whnt ligand secretion regulates emergency granulopoeisis by inducing

myeloid differentiation [E]=5AP LI UEIN G EET T

Vanickova K. (Praha) a spol.

P55

40-parameter/37-channel full spectrum cytometry panel
for a robust immuno-profiling of lymphoid compartment
in patients treated with modern immunotherapy

ESCCA (European Society for Clinical Cell Analysis)

Venglar O. (Ostrava) a spol.

P56
HSCs and Tregs cooperate to preserve extramedullary hematopoiesis

under chronic inflammation |3 /:S {0 8 K5 B oy 2

Kuzmina M. (Praha) a spol.

P57

Treatment of leukemia cells by Venetoclax affects nucleolin level and
phosphorylation

Brodska B. (Praha) a spol.

P58

PD-L1 expression on leukemia cells is highly dynamic and correlates
with cell glycolytic activity

KuZelova K. (Praha) a spol.

P59

Biobanka UHKT Praha predstavuje infrastrukturu pro
hematoonkologicky vyzkum dospélych pacientd
Benesova A. (Praha) a spol.
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Bunécna terapie (Postery P60 - P64)

P60

Point-of-Care Non-Viral Production of CD19 Chimeric Antigen
Receptor-T Cells with Enhanced Tscm-like Inmunophenotype for
Therapy of Refractory B-cell Malignancies- Preliminary Results of

Phase I Clinical Trial [Z:.WI¥rZ)

Otahal P. (Praha) a spol.

P61

Several factors that predict the outcome of large B-cell lymphoma
patients who relapse/progress after chimeric antigen receptor (CAR)
T-cell therapy can be identified before cell administration
Pytlik R. (Praha) a spol.

P62

Monitoring of anti-BCMA CAR-T cells and non-CAR-T immune subsets
in multiple myeloma patients using standardized 8-color flow cytometry

-1 1-JIl IMS (International Myeloma Society)

Venglar O. (Ostrava) a spol.

P63

NGS-MRD improves relapse prediction in patients transplanted
for Acute Lymphoblastic Leukemia with positive-non-quantifiable

qPCR-MRD results [FILWIrZl

Seferna K. (Praha) a spol.

P64
Follow-up of patients after autologous hematopoietic cell
transplantation in one transplant centre and in collaborating centres

EBMT 2024

Trnkova M. (Praha) a spol.
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ctvrtek 23. 1. 2025

8:30 - 9:15 Satelitni sympozia

Bristol-Myers Squibb spol. s r.o. (saly Zenit/Nadir)
Eli Lilly CR, s.r.o. (saly Tycho/Kepler)

9:30 - 10:30
Meet the expert workshopy 1 - 3

(BLOK V AJ)

— SALY AQUARIUS + TAURUS
1 How |l use CAR T- cell/Bispec Ab
Jeremy Abramson (Boston,; USA) & David Belada (Hradec Kralové)

— SALY TYCHO+ KEPLER
2 Myeloproliferative Neoplasms
Radek Skoda (Houston; USA) & Michael Doubek (Brno)

— SALY LEO + VIRGO

3 Technical & Clinical Considerations
for Translation of Liquid Biopsies

Ash Alizadeh (Stanford; USA) & Pavel Klener (Praha)

(BLOK V AJ)

(BLOK V AJ)

10:30-11:00 Prestavka na kavu

—> SALY ZENIT + NADIR

11:00 - 12:35
Odborny program - Blok Il
Predsedajici: Frorikova E. (Praha), Horvathova M. (Olomouc)

11:00-11:25
E0O6 [ Zavazné vrozené hemolytické anémie v novorozeneckém obdobi
Stary J. (Praha)

11:25-11:40

DL | EHA 2024/
Expression of germline Jak2 R1063H in mice poses increased
risk of thrombosis and interferes with normal hematopoietic
development
Lanikova L. (Praha) a spol.

11:40-11:55
o | ASH 2024
I Composition and fitness of T and NK cells in extramedullary
myeloma tumor microenvironment

Zihala D. (Ostrava) a spol.

11:55-12:15

EO7 J] Trombéza na kongresu ASH, ISTH a jinde v roce 2024
Gumulec J. (Ostrava)

12:15-12:35

EO8 [ Imunitni cytopenie
Kozéak T. (Praha)

12:35-13:45 Obéd (hotelova restaurace Veduta, 2. patro)
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13:30 - 14:30  Satelitni sympozia

Novartis s.r.o. (sdly Zenit/Nadir, 13:45-14:30)
Gilead Sciences s.r.o. (sdly Leo/Virgo, 13:30-14:30)

14

Ceska hematologicka _
spolec¢nost CLS JEP

—> SALY ZENIT + NADIR

14:45 - 16:15

Odborny program — Blok IV
CSH /EHA joint symposium

Predsedajici: Cools J. (Leuven; Belgium), Trka J. (Praha), Trnény M. (Praha)

(BLOK V AJ)

14:50 - 15:15

T-ALL
Cools J. (Leuven; Belgium)

15:15-15:45

CML post ASH
Le Coutre P. (Berlin; Germany)

15:45-16:10

B-T cell interactions in CLL
Mraz M. (Brno)

Diskuse

16:15-16:45 Prestavka na kavu

16:45-18:15
Odborny program - Blok V
Best of papers / best of abstracts

Predsedajici: Prochazka V. (Olomouc), Zuna J. (Praha)

Nejlepsi publikace ¢eskych autord v roce 2024

Paper uvede: Divoky V. (Olomouc)

BPO1 Jj Ppm1d truncating mutations promote the development
of genotoxic stress-induced AML [IEVEYITY
MacuUrek L. (Praha)

Paper uvede: Zackova D. (Brno)

BPO2 Jj Dasatinib anhydrate containing oral formulation improves
variability and bioavailability in humans [EEI[{FYIIY
Hofmann J. (Praha)

Ocenéna sdéleni mladych hematologt

Uvede: Sélek C. (Praha)

oLl | ASH 2024
Single-Cell Multiomics Reveals a Shared Mechanism of Lineage
Switch in DUX4r, ZNF384r, and PAXS5 P80R Subtypes of Pediatric
Acute Lymphoblastic Leukemia
Sadilek V. (Praha) a spol.

Uvede: Mraz M. (Brno)

[ | ASH 2024]
A murine phase 2 proof-of-concept study of polatuzumab
vedotin in combination with venetoclax in experimental therapy
of BCL2-positive aggressive lymphomas
Kazancev D. (Praha) a spol.

24)>
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Nasledujici tri publikace nebudou presentovany

BPO3 | Stromal cells engineered to express T cell factors
induce robust CLL cell proliferation in vitro and in PDX
co-transplantations allowing the identification of RAF
inhibitors as anti-proliferative drugs

Hoferkova E. (Brno) a spol.

BPO04 ] Genomic DNA-based measurable residual disease
I monitoring in pediatric acute myeloid leukemia:
unselected consecutive cohort study
Zaliové M. (Praha) a spol.

BPOS Jj Clinical characteristics and outcomes in risk-stratified
patients with smoldering multiple myeloma: data
from the Czech Republic Registry of Monoclonal

Gammopathies [[:]Kefe]oJe7.\\[e1= 30 0]V V.V 8

Sandecka V. (Brno) a spol.

18:30 Vecere (hotelova restaurace Veduta, 2. patro)

patek 24. 1. 2025

8:30 - 9:15 Satelitni sympozia
GlaxoSmithKline, s.r.o. (saly Zenit/Nadir)
Swixx Biopharma s.r.o. (saly Leo/Virgo)

9:30 - 10:15 Satelitni sympozium
AbbVie s.r.o. (sdly Zenit/Nadir)

9:00 -9:30
— SAL AQUARIUS

Workshop: Money for hematology?
EHA got you covered

Alberich-Jorda M. (Praha)

10:30-11:30
Meet the expert workshopy 4 - 5

— SALY ZENIT + NADIR
4 Lécba DOACs u tromboz v neobvyklé lokalizaci

Petr Dulicek (Hradec Kralové) & Jaromir Gumulec (Ostrava)

—> SALY LEO + VIRGO

5 ,Meet the editor: Dos and don‘ts when
submitting a manuscript”

Jan Cools - Editor-in-Chief, HemaSphere (Leuven; Belgium) & Alberich-Jorda M. (Praha)

(BLOK V AJ)

11:30-12:00 Prestavka na kavu



L , OBSAH | SCHEMAPROGRAMU  { 26 )
25. PRAZSKE HEMATOLOGICKE DNY >> KAM NAS POSOUVA TO NEJLEPS[ Z CESKE

Hem atolog ie 202 5 A SVETOVE HEMATOLOGIE

patek 24. 1. 2025

—> SALY ZENIT + NADIR

12:00-13:30 13:30 ZAKONCENiI KONFERENCE
Trka J. (Praha), Trnény M. (Praha)

Odborny program - Blok VI
Predsedajici: Doubek M. (Brno); Pavlicek P. (Praha)
12:00 - 12:20 Obéd (hotelova restaurace Veduta, 2. patro)

EO09 [ Waldenstromova makroglobulinémie v roce 2024
Kascak M. (Ostrava)

12:20 - 12:40 SAVE THE DATE!

E10 B Co nového v myelomu - ozvény z ASH 2024 Srdeéné Vas zveme

Radocha J. (Hradec Krélove) na 26. prazské hematologické dny —- HEMATOLOGIE 2026
12:40-12:55 Termin: 21.-23. 1. 2026
AN | ASH 2024
Depletion of Mature B Cells and of Normal Plasma Cells (PC)
behind the Higher Incidence of Infections after Anti-BCMA
VS Anti-GPRC5D Bispecific Antibodies (bsAb) in Relapsed
Refractory Multiple Myeloma (RRMM)
Zihala D. (Ostrava)

12:55-13:10

P | ASH 2024
Predictive Value of Clonal Plasma Cells in Autografts Assessed
by Next Generation Flow Cytometry on Pre-Transplant Bone
Marrow MRD in Multiple Myeloma Patients
Venglar O. (Ostrava)

13:10-13:30
E11 [ Chronicka lymfocytarni leukemie a ASH 2024
Spacek M. (Praha)
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11:00 - 12:30
— SALY TYCHO + KEPLER

Osetrovatelsky program Il. - Rehabilitacni
oSetrovatelstvi v hematoonkologii

Predsedajici: Hrabankova D. (Praha), Wintnerova J. (Praha)

11:00-11:15

ESO1 JJ Rehabilita¢ni osetfovatelstvi jako dUlezita souéast podpirné
péce v hematoonkologii
Prochazkova M. (Praha)

11:15-11:30

ESO2 ] Fyzioterapie a rezimova opatieni u pacientd s mnohocetnym
myelomem
Novotny O. (Praha)

11:30-11:45

ESO03 J] Cesta ditéte onkologickou Iécbou a Uloha rehabilitace
Nejezchleba J. (Praha)

11:45-12:00

ES04 ] Rehabilitace pacientd s hemofilii na UHKT
Muzicek M. (Praha)

12:00 - 12:15

ESO5 ] Skola zad pro osetfovatelsky personal
Kinska K. (Praha)

12:15-12:30

Diskuse

12:30-13:45 Obéd (restaurace Veduta, 2. patro)

13:45 -15:30

Osetrovatelsky program Il. - Workshop Psychologie

Jak byt zdravy v dobé eHealth technologii: prakticky priovodce
rozvojem zivotni spokojenosti
Miroslav Svétlak

(Ustav lékai'ské psychologie a psychosomatiky Masarykovy univerzity
v Brné)
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— SALY TYCHO + KEPLER

9:00 -10:30

Osetrovatelsky program lil. — Zavislosti - adiktologie

Predsedajici: Miovsky M. (Praha)
9:00 - 9:20

ES06 JJ Promény oboru détské adiktologie a jejich SirsSi souvislosti
v klinické praxi a dopadu na vzdélavani sester
Miovsky M. (Praha)

9:20-9:40

ESO7 J Kdyz obrazovky ovladnou zivot: digitalni zavislost
v adiktologické ambulanci
Jandac T. (Praha)

9:40 - 10:00

ESO08 J] Screening a kratka intervence a pristup minimalizujici Skody
Sejvl J. (Praha)

10:00 - 10:20

ESO09 ] Zavislosti u zdravotnikd - zkuSenosti z vlastniho pracovisté
Wintnerova J. (Praha)

10:20-10:30

Diskuse

10:30-11:00 Prestavka na kavu

11:00 - 13:00
Osetiovatelsky program IV - Varia
Predsedajici: Turkova L. (Praha), Vylitova L. (Praha)

S01

S02

S03

S04

S05

S06

JACIE - vzpominka na akreditaci
Hasova K., Konarik M., Polanska A. (Ostrava)

Fekalni bakterioterapie jako inovativni pristup v Ié¢bé stfevnich
onemocnéni
Moravcova V. (Praha)

Hojeni koznich lymfomd v postchemoterapeutické fazi rozpadu
nadorové masy - kazvistiky
Maresova J. (Plzeri)

Kdyz jen paraplegie nestagéi...
Turkova L. (Praha)

Sexvalita (nejen) v paliativni péci
Konafik M. (Ostrava)

Prodlouzeni QT intervalu pii hematoonkologické léché:
jak minimalizovat riziko zZivot ohrozujicich arytmii
Rozsivalova P., Vedrova J. (Hradec Kralové, Praha)

13:00 ZAKONCENi KONFERENCE A OBED

SAVE THE DATE!

Srde¢né Vas zveme
na 26. prazské hematologické dny - HEMATOLOGIE 2026
Termin: 21. - 23. 1. 2026
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dl Bristol Myers Squibb’

8:30-9:15 SALY ZENIT / NADIR

NOVE CAR-T MOZNOSTI V LECBE ]
MNOHOCETNEHO MYELOMU A LYMFOMU

Predsedajici:
prof. MUDr. Roman Hajek, CSc.

ABECMA JAKQ 1. CAR-T’PRODUKT PRO
REFRAKTERNI/RELABUJICI PACIENTY S MM
doc. MUDr. Jakub Radocha, Ph.D.

JAK MUZE VYPADAT VHODNY PACIENT PRO
LECBU PRIPRAVKEM ABECMA U RR/MM?
prof. MUDr. Ludék Pour, Ph.D.

STOJi ZA VYVAZENOU UCINNOSTI A BEZPECNOSTI
PRIPRAVKU BREYANZI PRESNY POMER CD8 A CD4?
prim. MUDr. Jan Kofen

A SVETOVE HEMATOLOGIE

CTVRTEK 23. 1. 2025

UJ
% A MEDICINE COMPANY

8:30-9:15 SALY TYCHO / KEPLER

JAYPIRCA (PIRTOBRUTINIB):

PRVNI NEKOVALENTNI INHIBITOR BRUTONOVY
TYROZINKINAZY V LECBE RELABOVANEHQ/
REFRAKTERNIHO LYMFOMU Z BUNEK PLASTE

Predsedajici:
prof. MUDr. Marek Trnény, CSc.
(VFN Praha)

Zahajeni a Uvod:
prof. MUDr. Marek Trnény, CSc.
(VFN Praha)

SOUCASNE MOZNOSTI LECBY R/R MCL V CESKE
REPUBLICE, ROLE BTKi V ALGORITMU LECBY
prof. MUDr. Pavel Klener, Ph.D.

(VFN Praha)

JAYPIRCA (PIRTOBRUTINIB) V LECBE R/R MCL:
CO NAM RIKAJi VYSLEDKY STUDIE BRUIN

doc. MUDr. David Belada, Ph.D.

(FN Hradec Kralové)

Diskuse, shrnuti a zavér
prof. MUDr. Marek Trnény, CSc.
(VFN Praha)

¢
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), NOVARTIS

13:45-14:30 SALY ZENIT / NADIR
CAS JE ZIVOT, DEJME CAS VCAS...

Vzdy je spravny cas udélat to, co je spravné.”
Martin Luther King

Moderator:
doc. MUDr. Daniela Za¢kova, Ph.D.

Prednasejici:
prof. Dr. Philipp le Coutre
(Charité Berlin Hospital, Berlin, Némecko)

Francesca Palandri MD.
(Institute of Hematology, L. and A. Seragnoli, Boloria, Italie)

OBSAH SCHEMA PROGRAMU <<

CTVRTEK 23. 1. 2025

13:30-14:30 SALY LEO / VIRGO

S5LETE ZKUSENOSTI S GILEAD/KITE CAR-T
PRIPRAVKY V CR

ZKUSENOSTI S LECBOU U PACIENTU
S DOPROVODNYMI ONEMOCNENIMI
MUDr. Robert Pytlik, Ph.D.

ZMENA MANAGEMENTU CRS A ICANS V PRUBEHU 5 LET
MUDr. FrantiSek Folber, Ph.D.

ZKUSENOSTI S LECBOU STARSICH PACIENTU
doc. MUDr. David Belada, Ph.D.

32
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8:30-9:15 SALY ZENIT / NADIR

MYELOFIBROZA: ZAOSTRENO
NA CYTOPENICKY FENOTYP

Predsedajici a uvodni slovo:
doc. MUDr. Anna Jondsova, Ph.D.

CYTOPENICKY FENOTYP MF: PREVALENCE A RELEVANCE
MUDr. Petra Bélohlavkova, Ph.D.

JAK INIHIBITORY U CYTOPE,NICKEHO
PACIENTA: DATA Z KLINICKE PRAXE
prof. MUDr. Michael Doubek, Ph.D.

Panelova diskuse:

MUDr. Petra Bélohlavkova, Ph.D.
MUDr. Olga Cerna

prof. MUDr. Michael Doubek, Ph.D.
doc. MUDr. Anna Jonasov4, Ph.D.
MUDr. Jifi Schwarz, CSc.

OBSAH SCHEMA PROGRAMU <<

PATEK 24. 1. 2025
6 SWIxx BioPharma

Modern Medicines for All

8:30-9:15 SALY LEO / VIRGO

BRUKINSA V LECBE CLL: DOSAVADNI
ZKUSENOSTI A POHLED DO BUDOUCNA

ZANUBRUTIN]IB V LECBE CLL: SOUCASNA
POZICE V NASI KLINICKE PRAXI

MUDr. Anna Panovska, Ph.D.

(FN Brno)

ZANUBRUTINIB V 1. LINII CLL - RIZIKOVA PACIENTKA
BEZ MUTACE TP53 NEBO DELECE 17p

MUDr. Katefina BeniSkova

(FNKV Praha)

D!.QUHODOBA TERAPIE ZANUBRUTINIBEM V 1: LINII
LECBY U PACIENTA S RIZIKOVOU CLL S DELECI 17p
MUDr. Petra Obrtlikova, Ph.D.

(VFN Praha)

oD RFZ[STENCE l,( REMISI - V?ZNAM ZANUBRUTINIBU
V LECBE DVOJITE REFRAKTERNI CLL

MUDr. Anna Panovska, Ph.D.

(FN Brno)
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9:30-10:15 SALY ZENIT / NADIR
TASTE OF FUTURE WITH AbbVie

Predsedajici:
prof. MUDr. Marek Trnény, CSc.
(l.interni klinika 1. LF a VFN Praha)

prof. MUDr. Michael Doubek, Ph.D.
(Interni hematologicka a onkologicka klinika FN Brno)

KAM SMERUJE LECBA CLL?
MUDr. Martin Spacek, Ph.D.
(l.interni hematologicka klinika 1. LF UK a VFN v Praze)

CO JE NOVEHO V OBLASTI LECBY
STARSICH NEMOCNYCH S AML?

doc. MUDr. Anna Jonasov4, Ph.D.

(I. interni hematologicka klinika 1. LF UK a VFN v Praze)

BUDOU(}NOST BISPECIFICKYCH

PROTILATEK V OBLASTI DLBCL A FL

doc. MUDr. David Belada, Ph.D.

(IV. interni hematologicka klinika LF UK a FN Hradec Krélové)

A SVETOVE HEMATOLOGIE

OBSAH

SCHEMA PROGRAMU

¢
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EO1

AKUTNi MYELOIDNi LEUKEMIE:
INDIVIDUALIZOVANY PRISTUP K LECBE A PECI
Barbora Weinbergerova

FN Brno

Akutni myeloidni leukémie (AML) je onemocnénim prevazné starSich do-
spélych jedincd s velmi nepfiznivou prognézou. Vice nez polovina pacientd
je v dobé diagnézy starSich 65 let (median véku 69 let). Komplexni |éCeb-
né rozvaha u pacientd s AML zahrnuje nejen vék, celkovy stav, komorbidity,
predchozi expozici chemoterapii Ci radioterapii, ale také precizni zhodnoce-
ni molekuldrné biologickych a cytogenetickych abnormalit podle ELN riziko-
vého stratifikacniho skére z roku 2022 (1). Prognéza AML se signifikantné
v poslednich letech zlep$uje s prichodem novych 1ék0 (venetoclax, CPX-351,
gemtuzumab ozogamycin, FLT3 inhibitory, ivosidenib, dalSich). Inicialni 1é¢eb-
nd rozvaha predstavuje volbu intenzivniho versus neintenzivniho pfistupu,
ktery se mUze v ¢ase ménit podle aktualniho stavu pacienta a AML. Obrazek
1 ukazuje schématicky aktudlni Ié¢ebné moznosti u pacientd vhodnych a ne-
vhodnych k intenzivni 1é¢bé (2). Mira dosaZzeni remise a MRD (Measurable
Residual Disease) negativity se lisi podle ELN rizikovych skupin a pouzitého
|écebného rezimu. Pfi hodnoceni vysledkd lé¢ebnych rezimd je potfeba vzit
v potaz typ pouzité metody na méfeni MRD. Trendy managementu AML tak
predstavuji jak personifikace a kombinace [é&by, tak precizni MRD monitoring
metodou s vysokou citlivosti (QPCR, NGS). Uvedeny pfehled shrnuje aktudlni
stav poznani u AML s vysledky klinickych studii prezentovanych na letoSnim
66. kongresu ASH.

Fit AML vhodna k intenzivni terapii

Volba indukéni lécby

Vstupni precizni charakteristika AML je kliCovym bodem pro volbu spravné in-
dukéni 1é€by. U prognosticky pfiznivych CBFB::MYH11, RUNX1::RUNX1T1
a NPM1 AML je indikovana dle ELN 2022 intenzivni chemoterapie (IC) v kom-
binaci s gemtuzumab ozogamycinem (GO) a u FLT3-TKD AML IC v kombinaci

s midostaurinem (2). V poslednim roce byly navic publikovany prace prokazuji-
ci efektivitu a bezpe€nost kombinace IC+GO+midostaurin u FLT3 AML. Tykajici
se davkovani GO se zda byt dostacujici a méné toxicka nizsi frekvence podava-
ni v porovnani s registracni studii a obecné neni doporucen pro starsi pacien-
ty 270 let. Volbu indukéni [éCby pro pacienty ve stfednim a nepfiznivém riziku
AML ukazuje schéma na obrazku 1 (2). Efektivitu IC+midostaurin u FLT3-ITD
AML potvrdil 10lety update dat (3). Podobné byla na ASH 2024 prezentovéna
data ukazuijici efektivitu IC+quizartinib u rdznych podskupin pacientd s FLT3-ITD
AML (4) a vysledky srovnavaci studie IC+midostaurin vs. IC+gilteritinib (5).
Gilteritinib ved| v porovnani s midostaurinem k vy$Si mife CRc (86 % vs. 72 %)
a MRD negativit (50 % vs. 33 %) a vice transplantovanych pacientd bylo v ra-
meni s gilteritinibem (66 % vs. 46 %). U MRC (myelodysplasia related changes)
a therapy-related AML 260 let prokdzal CPX-351 lepSi efektivitu oproti kon-
vencnimu 3+7 rezimu, pfi¢emz post-hoc analyza potvrdila tuto efektivitu také
U pacientd s MR (myelodysplasia-related) mutacemi na rozdil od TP53 AML
s lepSim efektem rezimu 3+7 (6). Trendem posledni doby se stava u definova-
nych skupin fit pacientd s nové diagnostikovanou AML kombinovana nizkodav-
kovana Ié¢ba s venetoclaxem (VEN) s lepSimi vysledky v porovnani s klasickou
IC (7). Na ASH 2024 byla také publikovana fada praci hodnoticich pfinos VEN
v kombinaci s klasickou IC & CPX-351 (8). Kombinovand cilena Iécba u AML
tak predstavuje aktualné predmét intenzivniho zkoumani.

Volba konsolidacni 1écby u pacientU v remisi

Indukénim rezimem je dosahovano 40-90 % CR/CRi v zavislosti na typu po-
uzité 1é¢by a rizikové skupiné. Alogenni transplantace je doporucovana pro
pacienty s odhadovanym rizikem relapsu pfesahujicim 35 %, mezi néz patfi
AML s nepfiznivym rizikem a dal$i skupiny prfevazné s perzistujicim MRD
(1, 9). U obecné chemosenzitivni NPM1 AML je na zvazeni pfidani dalSiho
cyklu 1é¢by pred transplantaci s cilem dosazeni hlubS§i MRD odpovédi s lepSi
prognézou, jak doloZila recentné publikovand analyza (9). Efektivitu intensi-
fikace pfipravného rezimu u FLT3-ITD transplantovanych pacientd potvrdily
recentné publikované randomizované studie véetné pfidani VEN k myeloabla-
tivnimu rezimu (10).

SCHEMA PROGRAMU << 38
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UdrZovaci lécba a lécba molekularniho relapsu

DalSi krok ve smyslu snizeni rizika relapsu pfedstavuje udrzovaci 1éCba, kde
zlepsil prognézu perordlni azacytidin bez ohledu na MRD status pacient0.
Naopak u FLT3-ITD AML byl gilteritinib GCinny pouze ve skupiné MRD pozi-
tivnich pacientd pred nebo po transplantaci a quizartinib byl podobné |épe
U&inny u MRD pozitivnich FLT3-ITD AML (11, 12). Sledovani MRD pomoci
molekularnich metod s vysokou citlivosti poméaha odhalit a véasné Iéc¢it mo-
lekularni relaps. Recentni vysledky publikované na 66. kongresu ASH ukazuji
na velmi dobrou efektivitu [é¢by molekularniho relapsu pomoci nizkodavkova-
né 1éCby s VEN, respektive revumenibem ¢&i avapritinibem (13).

Unfit AML nevhodna k intenzivni terapii

Lécba AML se v poslednich letech vyznamné zménila s pfichodem cilené
[éEby prvni linie a R/R onemocnéni zahrnujici FLT3 a IDH1/2 inhibitory (FLT3i
a IDH1/2i). Navic kombinace inhibitoru Bcl-2, venetoclaxu s hypometyla¢nimi
latkami (HMA) nebo nizkodavkovanym cytosinarabinosidem (LDAC) predsta-
vuje bezprecedentni prilom prvoliniové |écby starSich nezpUsobilych pacientU
s AML. | pfes tento vzruSujici pokrok je vSak jasné patrny klesajici trend kFiv-
ky dlouhodobého prezivani pacientd ve studii VIALE-A bez dosaZeni faze platéd
(14). Nova ELN rizikova stratifikace rozdélila pacienty s AML [éCené VEN+AZA
na podskupinu bez TP53, FLT3-ITD a N/KRAS mutaci s nejlepsi progné-
zou oproti TP53 mutované AML s nejhor$imi vysledky (15). Osud pacient0
s NPM1, IDH1 a IDH2 AML zavisi podobné na soucasné pritomnosti mutaci sig-
nalnich drah (FLT3-ITD, N/KRAS) zhorSujicich jejich prognézu (15). Podobné
jako u pacientd léCenych intenzivné vysledky AML lé¢enych VEN+AZA sou-
visi s dosazenim MRD negativity bez ohledu na dobé jejiho dosazeni (16)
s nejlepsi prognézou u pacientd s NPM1 MRD negativni AML (17). Otazkou
z0stav4, jak predejit rezistenci k VEN a zlepsit vysledky pacient0 ve stfedné
a vysokorizikové skupiné. Mutovand TP53 AML ma obecné extrémné Spatné
vysledky bez ohledu na intenzitu pouzité 1é¢by. DalSi skupinu s velmi nepfi-
znivou progndzou predstavuje monocytarni AML cEasto relabujici na 1é¢bé
VEN+HMA, u které prokazala vétsi efektivitu kombinace VEN+purinova analo-
ga (18). Podobné aktualni vysledky kombinované 1é¢by purinovym analogem

kladribinem s LDAC a VEN prokazaly vysokou miru CRc a MRD negativity
(86 % a 76 %) u nové diagnostikovanych AML s 2letym OS u 62 % a prove-
denou transplantaci u 44 % pacientd (19). U IDH1 AML prokéazal ivosidenib
v kombinaci s AZA ve studii AGILE efektivitu a bezpecnost s lepSimi vysledky
prezivani pfi nepfimém porovnani s IDH1 AML ve studii VIALE-A (14). Na ASH
2024 byla prezentovana analyza poolovanych dat 2 studii ukazujici exkluzivni
vysledky 1é¢by tripletem VEN+HMA+IDHi u nové diagnostikované IDH1/2 AML
s dosazenim CRc u 92 % a 2letym OS u 82 % pacientd (20). Navic jsou u AML
aktudlné v klinickém zkoumani dalsi triplety s VEN+HMA (+quizartinib, gilteri-
tinib, olutasidenib, dalsi). Jednim z nich je kombinace VEN+HMA+FLT3i dosa-
hujici 93 % CRc u nové diagnostikované FLT3 AML (21). Kone¢né sou€asny
vyvoj meninovych inhibitord narusujicich komplex menin-KMT2A vedouci
k diferenciaci a apoptdze bunék u KMT2A a NPM1 AML by mohl pfedstavovat
novy slibny horizont 1é¢by jak v monoterapii tak v kombinaci. Revumenib byl
FDA recentné schvaleny pro pacienty s R/R KMT2A AML, kde prokazal v mo-
noterapii dosazeni CRc u 25-40 % pacientU (22).

Zaveér

Vysledky AML se stéle zlepSuji diky kombinované cilené terapii a moznos-
ti personifikace. Precizni znalost muta¢niho a cytogenetického profilu AML
a monitorace MRD jsou kli¢ové pro stanoveni optimalniho I1é¢ebného postupu.

Literatura

1. D6hner H, et al. 2022. Blood 140(12): 1345-1377.
2. DiNardo CD, et al. 2023. Lancet 401: 2073-2086.
3. Stone RM, et al. 2024. Blood 144(S1): 218.

4. Levis MJ, et al. 2024. Blood 144(S1): 848.

5. Luger S, et al. 2024. Blood 144(S1): 221.

6. Shimony S, et al. 2024. Blood 144(S1): 60.

7. Pollyea DA, et al. 2024. Blood 144(S1): 969.

8. Mantzaris |, et al. Blood 144(S1): 57.

9. Othman J, et al. 2024. Blood 143(19): 1931-1936.
10. Popat U, et al. 2024. Blood 144(S1): 506.

SCHEMA PROGRAMU << 39



L . OBSAH SCHEMA PROGRAMU
25. PRAZSKE HEMATOLOGICKE DNY > KAM NAS POSOUVA TO NEJLEPS[ Z CESKE
Hemat0|og e 202 5 A SVETOVE HEMATOLOGIE

SBORNIK ABSTRAKTU

11. Levis MJ, et al. 2024. J Clin Oncol 42(15): 1766-1775. 17. Othman J, et al. 2024. Blood 143(4): 336-341.
12. Levis MJ, et al. Blood 144(S1): 2890. 18. Pei S, et al. 2023. Cancer Discov 13(9): 2032-2049.
13. Jimenez-Chillon C, et al. 2024. Blood Adv 8(2): 343-352. 19. Bazinet A, et al. 2024. Blood 144(S1): 56.
14. Pratz, KW, et al. 2024. Am J Hematol. 99(4): 615-624. 20. Marvin-Peek J, et al. 2024. Blood 144(S1): 2883.
15. D6hner H, et al. 2024. Blood 144(21): 2211-2222. 21. Short NJ, et al. 2024. Blood 144(S1): 220.
16. Pratz KW, et al. 2022. J Clin Oncol 40(8): 855-865. 22. Issa GC, et al. 2025. J Clin Oncol 43(1):75-84.

Obrazek 1. LéCebné moznosti schvalené ¢i zkoumané u pacientd s AML vhodnych a nevhodnych k intenzivni 1é¢bé (2).
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CO NOVEHO PRINESL ROK 2024 A ZVLASTE PAK ASH
2024 DIAGNOSTICE, IE’ROGNOSTIFIKACI A TERAPII
MYELODYSPLASTICKEHO SYNDROMU (MDS)

Anna Jonasova

l.interni klinika, klinika hematologie VFN a I. LF UK

MDS se vyznaluje velkou heterogenitou, ani posledni WHO klasifikace
2022 neodpovida variabilité nemocnych v klinickych projevech, a zvlasté
pak progndze, proto jsou stdle snahy o nové diagnostické a prognostifikac-
ni systémy. 2024 byla publikovana v Bloodu prace presentovdna na ASH
2023 meetingu Elsy Bernard nové taxonomie zaloZzené na kombinaci moleku-
larné genetickych a klinickych markerech délici nemocné do 16 skupin (1).
Molekularné genetické vysledky tak stale vice pronikaji do nejen pochope-
ni patogeneze onemocnéni ale pravé i do snahy o lepsi déleni skupin ne-
mocnych a prognostifikaci. Na ASH meetingu 2024 byly zajimavé nasledujici
prace. Jednak prace mezinarodniho MDS konsorcia Lanino et al. (2) tykajici se
transformace klasifikace myeloidnich neoplasii pomoci Al, vysvétlujici | Cetné
klinické “over-lap” nalezy Slo o Retrospektivni analyzu 20 054 pacientd pomo-
ci Al frameworku MOSAIC. Identifikovano bylo 34 klastrd s odlisnymi klinicky-
mi profily a prognézami (https://titan-xkb3corsxq-ew.a.run.app/). Genetické
zmény (napf. mutace TP53, RUNX1) pfevazovaly nad morfologickymi znaky
pfi uréeni choroby. Klicovou roli hrala napfiklad mutace JAK/STAT, rozdéluji-
cf pacienty do tfi skupin podle rizika klonalni evoluce. Autofi zdUrazriuji, Ze in-
tegrace genomickych a morfologickych dat pfinasi novy pfistup ke klasifikaci
MN a zlepSuje personalizovanou diagnostiku a Ié¢bu. Nékolik praci se tykalo
dosud zvlasté terapeuticky, nékdy i stran uréeni prognézy Spatné uchopitelné
chronické myelomonocytarni leukemie (CMML). Prace Palomo et al. hodnoti-
la vadhu IPSS-M u CMML (3). Analyza 449 pacient0 porovnavala IPSS-M oproti
CPSS-Mol. IPSS-M poskytl lepsi rozliSeni rizikovych skupin (6 skupin) opro-
ti CPSS-Mol (4 skupiny). OS a incidence AML byly signifikantné odlisné mezi
skupinami (p<0,001). IPSS-M tedy predstavuje pfesngjsi nastroj pro stratifi-
kaci rizika pacientd s CMML, vhodny pro klinickou praxi. Na zakladé nové ICC

klasifikace bychom vSichni méli pfehodnotit své nemocné s CMML podle ab-
solutniho po¢tu monocytu (ACM). V prace Lachowiez at aljde o porovnani ge-
netickych a klinickych rozdild mezi pacienty s nizkym (AMClow) a vysokym
(AMChigh) po¢tem monocytl v analyze 469 pacientd (4). AMChigh byl spo-
jen s mutacemi TET2, SRSF2 a RAS, zatimco AMClow ¢astéji obsahoval muta-
ce SF3B1 a DNMT3A (tedy jasné vétsi podoba s MDS). OS byl delSi u AMClow
(median 3,61 let). Zavér byl, Ze molekularni profily misto poctu monocytd by
mély byt zadkladem pro klasifikaci a prognézu CMML. Poétem monocyty se
zabyvala ale také zajimava prace identifikujici jakousi novou entitu CMML -
oligomocytarni skupinu s pocty AMC 0,5-1,0 x109/L vyznamné se podoba-
jici spise MDS. Opét molekularni data byla identifikovana jako velmi dllezita
v analyze 3182 CMML nemocnych zabyvajici se molekularnim ekosystémem
pro personalizovanou medicinu u CMML (5) Lanino et al. (z mezinarodniho
konsorcia MDS). Byl vytvofen mezinarodniho skérovaciho systému iCPSS za-
hrnujiciho mutace v 10 genech a identifikovano 5 rizikovych tfid s medidnem
0S 99 az 9 mésicy. iCPSS predcCil existujici systémy v pfesnosti a pomo-
hl optimalizovat rozhodnuti o transplantacich. Stran nizce rizikovych skupin
nemocnych je jisté pfinosny novy prognosticky systém nemocnych s 5qg- abe-
raci, u kterych vidime jasnou diversitu. Prace Montoro et al. (6) analyzova-
la 682 z 19 mezindrodnich center. Mezi dUlezité nezavislé faktory ovliviujici
progresi AML a celkové preziti (OS) patfily vék, pocet trombocyt0, blastové
buriky v kostni dfeni, mutace TP53 a mutace SF3B1. Nové skére IPSS-del(5q),
zalozené na faktorech jako hemoglobin, trombocyty, pohlavi, mutace a stav
TP53, stratifikovalo pacienty do skupin s nizkym, stfednim a vysokym rizikem
s medidnem EFS median EFS of 78.2, 45.1 a 28.2 mésicU. Toto nové skoére
bylo presnéjsi nez predchozi modely (IPSS-R a IPSS-M) pfi predikci vysledkd
u MDS s del(5q). Stran terapie nizce rizikovych forem MDS byla celkem dd-
lezitd prace tykajici se doby nasazeni erytropoetinu u anemie MDS nemoc-
nych z francouzské dilny autorky Park et al. Randomizovana studie GFM faze
Il EPO-Pretar hodnotila nac¢asovani terapie erytropoetinem u pacientd s niz-
$im rizikem MDS a anemii (7). V€asny zacatek ESA vedl k lepSi hematolo-
gické odpovédi (HI-E), ale neovlivnil celkové preziti, progresi do AML nebo
kvalitu Zivota. Nacasovani v8ak mélo vliv na délku odpovédi na ESA. Co se
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dominantnich novinek v terapii, a to luspaterceptu a imetelstatu. Naslednou
analyzou studie CVOMMASNDS sledujici dlouhodobou efektivitu u porimolé-
¢enych transfuzné dependentnich nizce rizikovych MDS nemocnych byl opét
prokdzan lepsi efekt luspaterceptu. PFi porovnani luspaterceptu a epoetinu
alfa doséahli pacienti IéCeni luspaterceptem vyrazné vysSich mir nezavislosti
na transfuzich (TI) trvajicich 21 rok (44,5 % vs. 27,6 % pro epoetin alfa).

Luspatercept vykazal vyssi podil pacient0, ktefi udrzeli Tl 21,5 roku. Obé [écby
mély nizké miry progrese do vysoce rizikového MDS nebo AML. (8). My jsme
publikovali ve Froniers in Oncology v roce 2024 jako prvni autofi ve svété navy-
Seni efektu v terapii anemie, a to i u vysoce transfuzné dependentnich nemoc-
nych pouzitim kombinace luspatercept a erytropoetin JonasSova et al. (9).
Na ASH 2024 byla presentovana prace opét francouzskych autor( (Studie GFM
COMBOLA) s pouzitim této kombinace u non RS nemocnych primarné refrak-
ternich na erytropoetin. Asi tfetina pacientd vykazala erytroidni odpovéd’, pri-
¢emz nejvysS§i UCinnost byla pozorovdna u pacientd s vys$Sim transfuznim
zatizenim. Kombinace byla dobre tolerovdna a byla stanovena doporu¢end
davkovaci schéma. V roce 2024 byly v Lancetu publikovany vysledky studie
faze lll s pouZzitim imetelstatu (telomerazovy inhibitoru u transfuzné dependent-
nich, erytropoetin refrakternich nemocnych s dosazenim 40% transfuzni neza-
vislosti. Platzbecker et al. prezentovali na ASH 2024 velmi zajimavé vysledky
sledovanim nemocnych lé¢enych imetelstatem, ktefi byli prediéceni a selhali jiz
na i jiné formy terapie nez jen erytropoetin (11). Imetelstat vykadzal vyznamnou
klinickou aktivitu napfi¢ r0znymi predchozimi lé¢ebnymi kohortami, véetné
téch, ktefi dostali luspatercept, lenalidomid a hypometylacni 1étky. Klinické pfi-
nosy zahrnovaly sniZzeni pozadavkd na transfuze a hematologické zlepseni.
Kombinace v terapii MDS je jisté budoucnosti terapie proto je zajimava | kombi-
nace luspaterceptu s lenalidomidem u non 5g- nemocnych. Sekeres et al pre-
sentoval vysledky studie faze Ib/Il kombinujici luspatercept a lenalidomid
k 1é¢bé anemie u pacientd s niz§im rizikem non — RS a non-del(5q) MDS. (12)
Kombinace byla dobfe tolerovana, s mirou odpovédi 50 % (hematologické zlep-
$eni), véetné nezavislosti na transfuzich. Velmi podobny luspaterceptu je opét

TGF-B drahy inhibitor elritercept dosahujici podobnych vysledkd. Ve fazi
2 studie vykazal elritercept trvalou nezavislost na transfuzich (TI) u 41,3 % pa-
cientl, s vylepSenim kvality Zivota (QoL). Odpovédi byly udrZzeny u podskupiny
pacientl, a to je dilezité zejména u téch s vysSim transfuznim zatizenim (13).
U MDS se diskutuje inflamasom jako jedna s moznych patogenetickych cest.
Zajimavé byly velmi ranné informace ze studie faze Ib s NLRP3 inhibitorem (14)
DFV890 , ktery cili na inflamasomovou drahu NLRP3, kterd je zapojena do za-
nétu u myeloidnich onemocnéni. Ve studii faze 1b vykazal DFV890 pocatecni
zndmky aktivity, zejména u pacientd s mutacemi TET2, a to s pfiznivym bez-
pecnostnim profilem. Zmény v cytokinech (IL 1, IL 6, IL 18) v periferni krvi na-
znaCovaly potencidlni pfinosy v této skupiné pacientd. Co se nemocnych
sentovanych na ASH 2024 kombinace azacitidin a venetoclax (axa + ven) (byt
nebyly presentovany vysledky studie VERONA-randomizovand studie faze
3 kombinace aza + ven). A samoziejmé velmi nadéjni jsou vysledky cilenych
terapii s IDH1 a IDH2 inhibitory a peroradlni demetyla¢ni preparaty jako je kom-
binace decitabinu s cedazuridinem a azacitidu s cedazuridinem. Ve vSech pfi-
padech zUstavaji problematicti nemocni s mutaci TP53 zvlasté bialelickou nebo
multi-nit mutaci. Urritia et al. prezentovali vysledky nemocnych s touto mutaci
|éCenych pravé ordlnim decitabinem s cedazuridinem (15). Vysledky z fazi
2 a 3 ukazuji, ze median celkového preziti (mOS) byl u skupiny s vicenasobnymi
mutacemi vyznamné nizsi (11,5 mésice) ve srovnani s jednolitymi mutacemi
(22,1 mésice) a WT (31,7 mésice) (p < 0,005). Studie rovnéz zjistila, Ze decita-
bine/cedazuridine zlepSuje preZiti u pacientd s mutacemi TP53 ve srovnani
s jednordzovymi intravendznimi hypometylacnimi Iéky (HMA), s medianem OS
13,1 mésice oproti 8,0 mésice (p=0,047). Garcia-Manero et al. presentovali
ASTX030-01 (NCT04256317) je studie faze 1 hodnotici kombinaci peroralniho
azacitidinu a cedazuridinu u pacientd s MDS a MDS/MPN (16). Studie méla
za cil ur¢it optimalni davku, pri¢emz 88 pacientd bylo 1é¢eno riznymi davkovy-
mi kombinacemi. Kombinace byla dobfe tolerovana a davka azacitidinu/ceda-
zuridinu 140/20 mg byla stanovena jako doporucena davka pro fazi 2. Tento
slibny vysledek faze 1 vedl k probihajici fazi 2, kde se porovnava peroralni ver-
sus subkutanni azacitidin. Z dily &inskych autorl je studie, porovnavajici
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kombinaci decitabinu a all-trans retinové kyseliny (ATRA) s monoterapii decita-
binem u pacientd s MDS s nadbytkem blast0 (17). Vysledky ukazuji, Ze kombi-
novana terapie (ATRA + DEC) vyrazné zlepsila ORR (78 % vs. 51 %) a CR (23 %
vs. 12%) ve srovnani s decitabinem samotnym. (PFS: 4,9 mésice vs.
10,5 mésice, p=0,032). Nicméné nebyl zaznamenan zadny vyznamny rozdil
v celkovém preziti (0S). Co se kombinace aza + ven a TP 53 mutace tycCe zaji-
mava je studie z Mayo clinic Badar et al. V retrospektivni analyze 221 pacientd
s TP53-mutovanym vysoce rizikovym MDS vedla [é¢ba ven plus HMA k lepSim
ORR (76 % vs. 49 %), a mCR (21 % vs. 7 %) ve srovnani s HMA samotnym.
Kombinace vS8ak nezlepSila celkové preziti (0S), pfiemz median OS byl
16,33 mésict pro kombinaci a 14,20 mésicU pro samotny HMA (p=0,66).
Pozitivni jsou vysledky studie z rediné praxe kombinaci aza + ven stejné jako vi-
dame u jiz Cetnych pacientd na nasi klinice VFN (Minafik et al.) u nemocnych
selhanych na aza. Studie faze I/1l z MD Anderson hodnotila bezpe€nost a GCin-
nost kombinace aza + ven u 33 pacient0 s vysoce rizikovym MDS a CMML
po neuspéchu HMA. Vysledky ukazuji ORR 48 %, a median OS 7 mésicU. Studie
zdUraziuje, ze tato kombinovand terapie je primarné uziteCnd jako most
k transplantaci kmenovych bunék. Jak jsme zmiriovali vyznamné dobré jsou
vysledky u cilené terapie IDH 1, 2 inhibitory, bohuZel jen malé procento nemoc-
nych s MDS jsou nositeli téchto mutaci. Studie faze 2 hodnotila enasidenib
(ENA) u pacient0 s IDH2-mutovanym MDS (21). U monoterapie ENA bylo dosa-
Zeno ORR U 43,1 % pacientd s vysoce rizikovym MDS, pficemz median OS byl
14,9 mésice pro pacienty s relabujicimi/refrakternimi (R/R) a 25,5 mésic0 pro
pacienty 1é€ené v prvni linii. ENA byl dobfe tolerovan a poskytl trvalé odpovédi,
zejména u pacientU s niz§im rizikem MDS, coZ naznacuje jeho potenciél jako
UcCinnou Ié¢bu pro IDH2-mutovany MDS obecné. Podobné povzbudivé jsou vy-
sledky z MD Anderson s pouzitim IDH 1 inhibitoru (ivosidenibu — IVO). Ve fazi
I IVO pro relabuijici/refrakterni mIDH1-mutovany MDS byl ORR 72,2 % a dosa-
Zeno bylo 66,7 % CR + CRc podle kritérii IWG z roku 2023 (22). Nové bude
mozna konkurenci venetoclaxu &insky inhibitor BCL-Lisaftoclax (APG-2575).
Studie faze 1b/2 hodnoti kombinaci lisaftoclaxu s aza u pacientd s MDS. Bylo
dosazeno ORR 77,5 % u pacientd s MDS. Lisaftoclax byl dobre tolerovan, pfi-
¢emz bézné vedlejsi GCinky byly hematologické povahy. Novinou v terapii

CMML je mozna kombinace aza + lenzilumab (monoklonalnim protilatka neu-
tralizujici GM-CSF) (23). V australské studii PREACH-M vykézala kombinace
lenzilumabu (LENZ) a aza slibné vysledky u komplikovanych pacientd s muta-
cemi v RAS draze. Vysledky ukazuji, Ze 85 % pacientd dosahlo CR a mCR, pfi-
¢emz nejvyraznéjsi odpovédi byly u pacientd s mutacemi CBL a KRAS/NRAS.
Terapie byla dobfe tolerovana a dobré byly trvalé odpovédi pres 12 mésicU.
Posledni z vybéru mnoha novinek je informace o Videcotamabu (bispecifiska
protildtka CD3-CD123) pouzita ve studii faze Il po selhani demetylacni terapie
U MDS a CMML (24). Pfedbézné vysledky ukazuji, ze 47 % pacientd s MDS do-
sahlo klinické odpovédi, pfi¢emz vyznamnd U¢innost byla pozorovéna u téch,
ktefi méli vysoky vyskyt CD123. Tento slibny pfistup zdUrazriuje potencidl za-
meérit se na CD123 pri [é¢hé MDS a CMML po selhani standardnich terapii. Jako
posledni uvedu 2 zajimavé prace jednat z dilny danskych autord demonstrujici
pozitivni efekt podavani C vitaminu na zleps$eni prozanétlivého mikroprostiedi
dfené demonstrujici snizeni prozanétlivych cytokind (25). Posledni je prace po-
ukazuje na negativni vliv koufeni na klonalni vyvoj, mozny vliv koufeni v pato-
genezi onemocnéni, spojeni specifickych mutaci u MDS s koufenim a urychleni
progrese u nemocnych s MDS. (26)
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EO3

ASCIMINIB AS A NEW STANDARD FOR THE CHRONIC
MYELOID LEUKEMIA (CML) TREATMENT?

Jifi Mayer

Interni hematologicka a onkologicka klinika Fakultni nemocnice

Brno a Lékarské fakulty Masarykovy univerzity

Asciminib is a new inhibitor of the chimeric BCR::ABL1 protein which is
responsible for the CML development. In fact, it also targets the same
driving force of CML like the classical tyrosine-kinase inhibitors (TKI), but in
a different way. Asciminib was intentionally designed to improve efficacy and
reduce off-target effects vs current ATP-competitive TKIls, and specifically
targets the ABL myristoyl pocket, therefor it is so called STAMP inhibitor.

Asciminib quickly showed the good clinical efficacy and safety. Therefore, it
has been compared to bosutinib in chronic-phase chronic myeloid leukemia
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patients previously treated with at least two tyrosine kinase inhibitors in
ASCEMBL trial. The long-term follow-up was published in 2023 (Hochhaus
et al.,, 2023). In ASCEMBL, patients with CML-CP treated with =2 prior TKls
were randomized (stratified by baseline major cytogenetic response [MCyR])
2:1 to asciminib 40 mg twice daily or bosutinib 500 mg once daily. Consistent
with previously published primary analysis results, after a median follow-up
of 2.3 years, asciminib continued to demonstrate superior efficacy and better
safety and tolerability than bosutinib. The major molecular response (MMR)
rate at week 96 (key secondary endpoint) was 37.6% with asciminib vs 15.8%
with bosutinib; the MMR rate difference between the arms, after adjusting
for baseline MCyR, was 21.7% (95% CI, 10.53-32.95; two-sided p = 0.001).
Fewer grade >3 adverse events (AEs) (56.4% vs 68.4%) and AEs leading
to treatment discontinuation (7.7% vs 26.3%) occurred with asciminib than
with bosutinib. A higher proportion of patients on asciminib than bosutinib
remained on treatment and continued to derive benefit over time, supporting
asciminib as a standard of care for patients with CML-CP previously treated
with 22 TKis.

Therefore, the next logical step in asciminib development was to test it in
the first-line setting. The trial was called ASC4FIRST and the final results
were or will be published very recently (Hochhaus 2024, Hochhaus 20244,
Cortes 2024). The latest results of this trial will be presented during the ASH
2024 meeting. ASC4FIRST is a randomized phase 3 study of asciminib (ASC)
vs all standard-of-care TKls in newly diagnosed CML-CP. Adults with newly
diagnosed CML-CP were stratified by ELTS risk category and TKI (IMA/2G
TKIs [NIL, DAS, or BOS]) selected by investigators before randomization,
accounting for pt preference. Pts were randomized 1:1 to receive either
ASC 80 mg once daily or an IS TKI at label doses. The 2 primary and 2 key
secondary efficacy endpoints are major molecular response (MMR) rate at wk
48 and 96, respectively, with ASC vs IS TKI and with ASC vs IS TKI in the IMA
stratum; time to Tx discontinuation due to adverse events (AEs) is a secondary
safety endpoint. In ASC4FIRST, 201 pts randomized to ASC and 204 to IS TKls
(IMA/2G TKIs) were included in efficacy analyses. Safety analyses were done

in pts who received ASC (n=200), IMA (n=99), and 2G TKiIs (NIL, n=49; DAS,
n=42; BOS, n=11). At the wk 48 cutoff, after a median duration of follow-up
of =16 months across study arms, Tx was ongoing in 86%, 62%, and 75%
of pts on ASC, IMA, and 2G TKis, respectively. Both primary objectives were
met: MMR rate at wk 48 was superior with ASC (67.7%) vs IS TKIs (49.0%)
(difference, 18.9%; 95% Cl, 9.6%-28.2%; adjusted 2-sided P<.001) and with
ASC (69.3%) vs IMA (40.2%) in the IMA stratum (difference, 29.6%; 95%
Cl, 16.9%-42.2%; adjusted 2-sided P<.001). The rates of optimal responses
at wk 12 (BCR::ABL1IS <10%) and wk 24 (BCR::ABL1IS <1%), respectively,
were higher with ASC vs IS TKIs (89.6% vs 70.1%; 88.6% vs 63.7%), ASC vs
IS TKI in the IMA stratum (88.1% vs 59.8%; 88.1% vs 52.9%), and ASC vs IS
TKI in the 2G TKI stratum (91.0% vs 80.4%; 89.0% vs 74.5%).

Safety/tolerability of ASC was more favorable vs IMA and individual 2G TKis.
Grade >3 AEs were lower with ASC (38.0%) vs IMA (44.4%), NIL (51.0%), DAS
(54.8%), and BOS (72.7%). Any-grade AEs leading to Tx discontinuation were
lower with ASC (4.5%) vs IMA (11.1%), NIL (8.2%), DAS (11.9%), and BOS
(9.1%), the most frequent (2% in any arm) being generalized edema (BOS,
9.1%), pleural effusion (DAS, 4.8%), cardiac failure, colitis, hypersensitivity,
and muscular weakness (DAS, 2.4% each), lymphopenia and diarrhea (IMA,
2.0% each), QT prolongation, rash, and maculopapular rash (NIL, 2.0% each),
and thrombocytopenia (ASC, 1.0%; NIL, 2.0%). Any-grade AEs leading to
dose adjustment and/or interruption were lower with ASC (30.0%) vs IMA
(39.4%), NIL (49.0%), DAS (54.8%), and BOS (63.6%). Arterial occlusive
events occurred in 2 (1.0%) pts with ASC (arteriosclerosis coronary artery,
n=1; cerebrovascular accident, n=1), 1 (1.0%) with NIL (vertebral artery
arteriosclerosis), and 1 (1.0%) with DAS (myocardial infarction and ischemia).
Two pts had cardiac failure with DAS. Any-grade AEs of special interest (=5% in
any arm), defined as serious or nonserious safety events of medical concern,
were lower with ASC vs IMA and/or 2G TKls and included gastrointestinal
toxicity (34.5%, 42.4%, 48.0%), myelosuppression (43.0%, 51.5%, 62.7%),
hypersensitivity (24.0%, 41.4%, 41.2%), hepatotoxicity (16.5%, 19.2%,
34.3%), acute pancreatitis (isolated enzyme elevations) (13.0%, 16.2%,
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14.7%), hemorrhage (6.0%, 7.1%, 9.8%), edema and fluid retention (3.5%,
13.1%, 11.8%), and ischemic heart and CNS conditions (6.0%, 5.1%, 7.8%).
In ASC4FIRST, ASC had a better benefit-risk profile compared with IS TKis.
ASC’s superior efficacy vs all IS TKIs and more favorable safety/tolerability
compared with each IS TKI (IMA, NIL, DAS, and BOS) suggests that ASC may
transform the CML Tx paradigm.
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EO4

TERAPIE AKUTNi LYMFOBLASTICKE LEUKEMIE
U DETI - SKVELY USPECH, ALE CO RIZIKA?
Lucie Sramkova

Klinika détské hematologie a onkologie 2. LF UK a FN Motol, Praha

Akutni lymfoblastickd leukémie (ALL) je nejcastéj$i nadorové onemocnéni
détského véku. Posun od témérF nulové Sance na vyléceni na zacatku Sede-
satych let 20.stoleti, na témér 90% na soucasnych |écebnych protokolech je
velkych Uspéchem moderni mediciny. V Ceské republice se nam dafi dosaho-
vat obdobnych $pi¢kovych vysledkd (Obr.1 a,b).

Obr. 1a Vysledky 1é&by ALL u déti v CR — 3-leté preziti bez udalosti (3y EFS)

p(1-2)=0.9738
p(1-3)=0.0016

p(1-4)=0.0096

p(1-5)<0.0001

p(1-6)<0.0001

p(2-3)=0.0019

p(2-4)=0.0119

p(2-5)<0.0001 1 3yEFS
p(2-6)<0.0001 2 74.012.32/0
p(3-4)=0.9673 3 gz.ﬁg.g 05
p(3-5)=0.2036 4 A
p(3-6)=0.0001 5 87.6+1.3%
P(4-5)=0.4899 6 93.3+1.4%
p(4-6)=0.0032

p(5-6)=0.0041
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Obr.1b Vysledky 1é&by ALL u dé&ti v CR — 3-leté celkové preziti (3y OS)

p(1-2)=0.6027

p(1-3)=0.0001

p(1-4)=0.0003

p(1-5)<0.0001

p(1-6)<0.0001

p(2-3)=0.0011

p(2-4)=0.0052 3y0S
P(2-5)<0.000f 1 78.642.2%
P(2-6)<0.0001 2 82.7+1.9%
p(3-4)=0.9907 3 91.4£1.6%
p(3-5)=0.1240 4 91.6+1.9%
p(3-6)=0.0002 5 93.9+1.0%
p(4-5)=0.5754 6 97.4%0.9%
p(4-6)=0.0011

p(5-6)=0.0058

Tohoto Uspéchu bylo dosazeno diky stratifikaci pacientd podle odpovédi
na lé¢bu a postupné optimalizace |éCebnych postupd pomoci kombinované
chemoterapie a transplantace hematopoetickych kmenovych bunék (HSCT)
pro vybrané vysoce rizikové skupiny pacientd. Teprve v poslednich letech
se nedilnou soucasti |éCby staly dalsi Ié€ebné modality cilené 1é¢by s domi-
nantnim postavenim imunoterapie. AvSak i naddle zUstavaji asi 2% pacientd
refrakternich na indukéni terapii a 10-15% pacientu relabuje. (1,2)

Lécba ALL narocnymi chemoterapeutickymi protokoly sebou pfindsi Fadu
akutnich i dlouhodobych toxickych komplikaci. Na soucasnych intenzivnich
protokolech zaznamendvame prechodnou akutni toxicitu u vSech léCenych
déti (infekce, periferni neuropatie, mukositida), pfiblizné u 50% déti vznikne

alesponi jedna zavazna toxicita, kterd je potencialné Zivot ohrozujici (pankre-
atitida, trombdza, neurotoxicita...). U ¢asti pacientd mUze organové postizeni
perzistovat (inzulin dependentni diabetes, sekundarni epilepsie, osteonekré-
Casnosti postihuje 2-4% déti, pfi¢inou jsou nejcastéji bakteridlni a mykotické
infekce. Riziko Umrti na komplikace 1é¢by se zvySuje u déti nad 10 let véku,
déti s Downovym syndromem a pfi [é¢bé ALL vysokého rizika.(4)

Snaha o redukci zavaznych komplikaci vedla ke konsensu v definicich ne-
Zadoucich U¢inkd a v soucasné dobé se vénuje analyze jednotlivych oblasti
na velkych kohortach pacientd. Nové byl zaveden parametr preziti bez za-
vazné toxicity (STFS, severe toxicity free survival), ktery vedle standardnich
parametr0 jako je preziti bez udalosti (EFS) a celkové preziti (OS) popisuje
komplexnéji vysledky [éCby.(4) Experti napfi¢ jednotlivymi Ié¢ebnymi protoko-
ly détské ALL popsali spektrum zavaznych toxicit, které zasadnim zpUsobem
ovliviuji bézny Zivot ditéte, jsou refrakterni k terapii nebo na né neexistuje te-
rapie, event. vyzaduji invazivni zakrok k jejich feSeni.(3,4) Mezi zavazné akut-
ni komplikace mimo infekci patfi neurotoxicity, pankreatitidy a trombézy.(4)
Zasadnimi léky, které ovliviuji jejich vyskyt jsou kortikoidy, PEG asparagina-
za a methotrexat. Proto se v fadé protokolU testuji rdznd davkovaci schéma-
ta téchto 1ék0.

U kortikoidU je jasna zavislost mezi jejich davkou a rizikem toxicity, dexametha-
son ma vyraznéjsi nezadouci UCinky nez prednison a intermitentni podava-
ni je bezpe¢néjsi nez kontinualni. AvSak vySsi davka a pouziti dexamethasonu
jsou jednoznacéné spojeny s vysSim antileukemickych efektem, proto je nutné
dobfe balancovat toxicitu a Ucinnost jednotlivych 1é¢ebnych schémat.(5,6)
PEG asparagindza je také testovana v rdznych protokolech, ve schématech,
které maji GCinnou aktivitu, at’ uz podavanych ve fixnich davkach nebo indivi-
dualizovanych podle farmakokinetiky, nebylo dosazeno redukce toxicity.(7,8)
Redukované davky daunorubicinu podavané u déti standardniho rizika na pro-
tokolu AIEOP BFM ALL 2009 mély totozné vysledky preziti a signifikantné
niz8i vyskyt mykotickych infekci.(9) Prediktivni faktory pro neurotoxicitu ne-
jsou zcela jasné, vyssi vyskyt je zaznamendvan u starSich déti a v nékterych
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etnickych skupinach, role genetickych variant v dosud popsanych genech
ovliviujicich metabolismus methotrexatu je minimalni.(10)

Z dlouhodobého hlediska jsou zvlasté vyznamné sekundarni malignity a os-
teonekrézy, s potfebou opakovanych ortopedickych vykonU a invalidizaci pa-
cientd. Castéji se vyskytuji i endokrinologické zmény, metabolicky syndrom
a poruchy neurokognitivnich funkci. Danska narodni studie dlouhodobé toxici-
ty po lécbé ALL prokazala, ze vyléceni détsti pacienti maji signifikantné vyssi
morbiditu nezZ jejich vrstevnici a s postupujicim vékem se tento rozdil zvySo-
val. (11) Je tfeba mit na paméti, Ze v soucasné dobé sleduje dlouhodobé ne-
Zadouci UCinky u pacientU lé¢enych podle jinych |é¢ebnych schémat napr.
s vyuzitim vys$Sich davek radioterapie na CNS pro vétsi skupiny pacientU.
Vylé&eni pacienti by méli byt sledovani dlouhodobé podle schémat, kterd od-
povidaji rizikovosti jejich prodélané [écby, v rdmci pediatrickych pracovnich
skupin je vytvoren tzv. ,survivor passport”, ktery by mél byt voditkem pro sle-
dovani i v dospélosti. Bohuzel se tuto strategii dafi uplatfiovat v rizné mire
v zavislosti na systémech zdravotni péce v rdznych zemich. (12)

Riziko akutnich a dlouhodobych nezadoucich G¢inkd 1é¢by je zvlasté vyznam-
né u pacientd po transplantaci hematopoetickych kmenovych bunék. Riziko
Umrti na komplikace transplantace se pohybuje i ve $pickovych centrech
kolem 10%. Pacienti, ktefi pfekonaji tyto komplikace jsou ohrozeni fadou po-
zdnich nasledkd, jejichz riziko stoupd v ¢ase. Nejcastéji je pfitomen hypogo-
nadismus, katarakta, poruchy §titné Zlazy a porucha rdstu. Casto se vyskytuje
i metabolicky syndrom, sicca syndrom a zhorSeni plicnich funkci. Pacienti maji
vysokeé riziko infertility. Vyznamnym problémem je riziko sekundarni malignity
zvIasté po celotélovém ozarenim.(13)

Vysledky [écby ALL v détském véku jsou nepochybnym uUspéchem, avSak
za cenu nezanedbatelné akutni i dlouhodobé toxicity. Nadéji do budoucna je
Sirsi vyuZiti cilené 1é¢by jiz v prvni linii 1é€by, kterd mUZze redukovat akutni toxi-
citu a snizit riziko relapsu a tak nutnost dalSich linii Ié¢by v¢etné transplantace
hematopoetickych kmenovych bunék.
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EOS5

MANAGEMENT KARDIOTOXICITY PROTINADOROVE
LECBY - AKTUALNI OTAZKY

Radek Pudil

1. interni kardioangiologicka klinika LFUK a FN Hradec Kralové

Vyznam problematiky kardiotoxicity narUsta z nékolika d0vodu:

» v dUsledku starnuti populace narUsta pocet pacientd
s kardiovaskularnim rizikem nebo kardiovaskularnim onemocnénim,
ktefi podstupuji potencialné rizikovou protinadorovou terapii

» vyznamné prodlouzeni Zivota onkologickych pacientd umozriuje
manifestaci pozdnich projevl toxicity

 kardiotoxicita se mUZe manifestovat s odstupem a proto narUsta
nutnost vzdélavani v této problematice u Sirokého spektra |ékarU
(vCetné praktickych Iékaf0 a ambulantnich specialist0).

Z vySe uvedenych dOvodu je potfeba vénovat problematice kardiotoxicity zvy-
Senou pozornost.
Klinicka manifestace kardiotoxicity zahrnuje:

« srdecni selhani (antracykliny/antrachinolony, cyklofosmamid,
antimetabolity, antimikrotubularni latky, monoklondlni protilatky,
inhibitory tyrozinkindz a proteaz, ICl)

+ postizeni koronarnich tepen (fluorouracil, inhibitory VEGF, cisplatina,
radioterapie)

» postizeni chlopni (radioterapie)

+ arytmie (vétSina chemoterapeutik v¢. ICI)

» trombembolismus (antracykliny, taxany, cisplatina, VEGF inhibitory,
tamoxifen)

» postizeni perifernich tepen/CMP (nilotinib, ponatinib, TKiIs,
L-asparaginaza, cisplatina, metotrexat, 5-FU a paklitaxel)

» hypertenze (bevacizumab, cisplatina, sunitinib, sorafenib)

* plicni hypertenze (dasatinib, cyklofosfamid, alkylujici latky)

» peri/myokarditis (antracykliny, cyklofosfamid, cytarabin a bleomycin, ICl)

 cytokine release syndrom (CART-T cell).

Soucasna doporuceni odbornych spole¢nosti vychazeji z aktivniho pfistupu
prevence rozvoje kardiotoxicity, detekce Casnych forem a jejich 1éCby. Tento
pristup je zaloZen na nékolika pilifich:
* inicialni stratifikace rizika kardiotoxicity
+ pravidelné sledovani nemocnych s cilem zachyceni jiz inicialnich forem
kardiotoxicity
+ terapie projevU kardiotoxicity a Uprava protinadorové terapie
+ dlouhodobé sledovani rizikovych nemocnych s cilem véas detegovat
a lécit pozdni projevy kardiotoxicity.

Inicialni stratifikace rizika se provadi jesté pred zahdjenim protinddorové
terapie a je zalozena na vyhodnoceni:

+ klinickych dat: anamnézy kardiovaskularnich onemocnéni, pfitomnosti
rizikovych faktord KV onemocnéni, anamnézy pfedchozi protinadorové
terapie

« fyzikalniho nalezu: krevniho tlaku, tepové frekvence, vysky, vahy
a uréeni BMI, fyzikaIniho vySetfeni srdce a plic

» komplementérnich vySetfeni: 12ti svodového ekg, stanoveni
kardiomarker® (BNP/NT-proBNP, srdec¢ni troponiny), glykemie nala¢no,
HbA1C, funkce ledvin, lipidogramu a transtorakalni echokardiografie

Na zakladé téchto vySetfeni je uréena rizikovost nemocného s ohle-
dem na preexistujici onemocnéni a faktory a konkrétni typ potencialné
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kardiotoxické 1é¢by. Tato rizikovost je stanovena v kategoriich: nizké, stfedni,
vysoké a velmi vysokeé riziko.

Podle stupné rizika je pfipraven plan sledovani (v pfipadé nizkého rizika je
mozné sledovani onkologem, v pfipadé vysokého a velmi vysokého rizika je
doporuceno sledovani kardiologem).

Z&kladni roli v detekci Casnych forem kardiotoxicity ma echokardiografie
a stanoveni kardiomarker0. Echokardiografie pfindsi data o funkci myokardu
a pripadnych komplikacich protinddorové terapie. Mezi zakladni funkéni pa-
rametry patfi ejekeni frakce levé komory, znamky poruchy diastolické funkce
levé komory, v sou€asnosti jsou do klinické praxe zavedeny i novéjSi modali-
ty — globalni longitudinalni strain levé komory (GLS), rezervodrovy strain levé
siné (LASr) ¢i deformacni parametry pravé komory. Tyto jsou schopny detego-
vat velmi ¢asna stadia poruchy funkce myokardu komor i sini v pribéhu Ié¢by
a umoznit tak vCas zahdjit odpovidajici 1é¢bu. Mezi komplikace protinddorové
terapie patfi mj. vznik perikardialniho vypotku, plicni hypertenze, konstrikce
perikardu, zmény chlopni a podobné. Proto je echokardiografie povazovana
za z&kladni metodu pro detekci ¢asnych forem kardiotoxicity. V nékterych pfi-
padech je nutné vyuzit vySetreni srdce magnetickou rezonanci (CMR). Jde
pfedevsim o detekcei ¢asnych forem myokarditid pfi terapii nékterymi moder-
nimi protinddorovymi Iéky (ICl). Stanoveni kardiomarkerd ma vyznamné po-
staveni jak ve stratifikaci rizika pred zahajenim terapie, tak i v jejim pribéhu.
Ackoliv nebyly stanoveny zadné cut-off hodnoty, pfesto jejich zvySena hladi-
na jesté pred zahajenim terapie dokaze identifikovat pacienty ve zvySeném ri-
ziku. Podobné dynamické zmény jejich hladiny identifikuji velmi ¢asto inicialni
subklinické formy, které vyzaduji podrobné;jsi kardiologické vySetreni. Toto na-
byva na vyznamu pfi terapii nékterymi novéjSimi protinddorovymi Iéky (detek-
ce myokarditidy pfi terapii ICl). Mezi etablované kardiomarkerd patfi srde¢ni
troponiny (hsTnT, hsTnl), které odrazeji predevsim strukturdlni zmény, a na-
triuretické peptidy (BNP/NT-proBNP), které odrazeji funkeni stav myokardu.

S ohledem na rozsah problematiky se v abstraktu zaméfime na nejCastéjsi
klinickou manifestaci kardiotoxicity, kterou je dysfunkce myokardu (cancer
therapy related cardiac dysfunction, CTRCD). Ta mdze byt:
+ asymptomaticka:
o lehka: LVEF = 50% a soucasné relativni pokles GLS od 15% od vstupni-
ho vySetfeni a/nebo vzestup kardiomarkerd
o stfedni: LVEF klesa alespori o 10% a je v rozmezi 40-49% nebo LVEF
klesd do 10% od vstupni hodnoty, je v rozmezi 40-49% a sou€asné do-
§lo k poklesu GLS alespon o 15% nebo je pfitomen vzestup biomarkerd
O tézka: LVEF klesa < 40%
« symptomaticka (lehkd, stfedni, tézka Ci velmi tézk4).

Dysfunkci myokardu dokdzi navodit pfedevsim antracykliny, HER2-cilena te-
rapie, avSak i fada dalSich. Je nutna konzultace s onkologem, individualni po-
souzeni o preruseni/ukonceni protinddorové terapie, pfipadné o zméné typu
protinddorové lécby. Jeji detekce je zaloZzena na symptomech (snizeni tole-
rance namahy, dusnost, netolerance horizontaly, retence tekutin), ekg ab-
normalitdch (ekg u nemocnych se srde¢nim selhanim sice neukazuje jasné
specifické zmény, avSak témérF nikdy neni normalni), zvySenych hodnotach
natriuretickych peptid0 a echokardiografii. Terapie probiha podle platnych do-
poruceni pro terapii srde¢niho selhani: farmakologicka (ACEi/ARNi/SGLT2i,
antagonisté mineralokortikoidnich receptor(, betablokatory, diuretika), ne-
farmakologickd, kterou lze zvazovat pfi o¢ekavaném preziti nad 1 rok (me-
chanické srdecni podpory, srdecni resynchronizaéni terapie). Specifickou
problematiku predstavuje navrat k protinddorové terapii. Toto rozhodovani
neni jednoduché, zahrnuje vyhodnoceni mnoha aspektd a proto je doporuce-
no jej provadét v rdmci multidisciplinarniho tymu.
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V této souvislosti je nutné zminit prevenci rozvoje dysfunkce myokardu,
kterd moze byt:
« primarni: eliminace rizikovych faktord kardiovaskularnich
onemocnéni, zvazit dexrazoxan u rizikovych pacientd pred terapii
Uprava jejich davkovani, ke zvazeni je preventivni podavani ACEi/ARB
a betablokatord v rizikovych a velmi rizikovych pacientd (antracykliny,
HER2-terapii a dalsi), nové se objevuji data o pozitivnim efektu SGLT2i,
pfi radioterapii je doporu¢ena ochrana myokardu
» sekundarni prevence: terapie preexistujicich KV onemocnéni
a eliminace rizikovych faktor( kardiotoxicity, ¢astéjsi sledovani
kardiologem (klinicky stav, ekg, kardiomarkery a echokardiografie).

Pro ostatni formy kardiotoxicity byla pfipravena doporuceni, kterd budou ob-
sahem prednasky.

Zavérem je nutné zdUraznit, Ze kardiotoxicita ma Siroké spektru priznakd,
nasim cilem je nejenom vcas odhalit jeji inicidlni formy a efektivné je 1é¢it, ale
také jim predejit. S ohledem na skute¢nost, Ze podstatnd ¢ast kardiotoxickych
projevU prichazi v dobé, kdy je pacient v ambulantnim rezimu, je nutné, aby
se v této problematice orientovala Siroka Iékarska verejnost (prakticti lékafi
a ambulantni specialisté). Z téchto divodu je nutné systematické vzdélavani
v této oblasti a vytvoreni systému efektivni péce o tyto pacienty.
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EO06

ZAVAZNE VROZENE HEMOLYTICKE ANEMIE

V NOVOROZENECKEM OBDOBI

Jan Stary

Klinika détské hematologie a onkologie 2.LF UK a FN Motol, Praha

Nejéast&jsi vrozenou hemolytickou anémii je v Ceské republice hereditar-
ni sferocytéza (HS), kterd se Casto manifestuje jiz v novorozeneckém véku
vyznamnou nekonjugovanou hyperbilirubinémii, vyzadujici fototerapii, vyji-
mecné vymeénnou transfuzi krve. Vzacnéji je souCasné pritomna anémie vy-
Zaduijici transfuzi erytrocyt0. Pozitivni rodinna anamnéza je v téchto situacich
pomoci k stanoveni ¢asné diagnoézy, kterou podpofi patologicky EMA test pro-
tokovou cytometrii. Molekularni vySetfeni metodou sekvenovani nové gene-
race (NGS) je indikovano vyjimec¢né, v situaci negativni rodinné anamnézy pfi
vzniku mutaci de novo nebo u autozomalné recesivnich (AR) forem nemoci.
Zavazné komplikace se u novorozencU nejcasté&ji spojuji s AR dédi¢nym de-
ficitem alfa-spektrinu zpUsobenym u homozygotd nebo sloZzenych heterozy-
gotd dvou nulovych mutaci SPTAT genu. Toto zdvazné onemocnéni se mize
manifestovat jako fetalni hydrops s ascitem, pleurdinimi a perikardialnimi vy-
potky, ktery je nutné feSit intrauterinnimi erytrocytarnimi transfuzemi, pred-
¢asnym ukonéenim téhotenstvi a intenzivni péci o novorozence po porodu.
Tyto déti zUstdvaji zavislé na transfuzich erytrocytd a ¢asné u nich doché-
zi k pretizeni Zelezem. Maji-li soucasné retikulocytopenii v dusledku neefek-
tivni erytropoezy, je splenektomie neucinna a Sanci na vyléceni dava pouze
transplantace krvetvornych bunék. S pokroky v prenatdlni a novorozenec-
ké intenzivni péci téchto déti, které dfive zemrely v téhotenstvi nebo kratce
po porodu, pfibyva. Jinou zavaznou kombinaci jsou sloZeni heterozygoti s nu-
lovou mutaci na jedné alele SPTAT genu a o'*"** (low expression Prague) po-
lymorfismem na alele druhé. Jedna se o nejCastéjsi pfiCinu AR dédicné HS
z deficitu alfa-spektrinu. Tyto déti jsou zavislé na transfuzich od porodu, sple-
nektomie jejich krevni obraz normalizuje. U nékterych déti s touto formou HS
dojde k spontannimu zlepSeni anémie v predskolnim véku a splenektomie tak
neni nutna.

Dal§i hematologickd onemocnéni spojend s rizikem rozvoje fetalniho hyd-
ropsu se nachdzi v tabulce. Nesferocytarni vrozené hemolytické anémie
zpUsobené mutacemi gend koédujicich enzymy Embden-Meyerhofova cyklu
anaerobni glykolyzy jsou vzacna AR dédicnd onemocnéni. V nasi populaci je
nejcastéjsi deficit pyruvat kindzy, ktery mdze byt pricinou fetalniho hydropsu,
zpUsobuje nekonjugovanou hyperbilirubinemii novorozencl ¢asto spojenou
se zavaznou anémii a nutnosti intenzivni poporodni péce. Jedna se o hete-
rogenni onemocnéni, které je ve své zavazné podobé spojené se zavislosti
na transfuzich krve, ¢asnym rozvojem Zlu¢ovych kamen0 a pretizeni Zelezem.
Splenektomie Eetnost transfuzi snizi, ale vétSinou jejich potfebu Uplné neeli-
minuje, i z ddvodu soucasné pfitomné neefektivni erytropoezy.

Tabulka 1: Hematologické pric¢iny neimunitniho hydrops fetalis
Hereditarni sferocytdza/eliptocytdza SPTA1-AR, SLC4A1-AD, SPTB-AD

Kongenitalni nesferocytarni anémie deficity pyruvat kinazy, glukézo-6-fosfat
dehydrogendzy, transaldolazy, glukézo fosfat

izomerdzy

Hereditarni xerocytdza Mutace PIEZO1

Alfa-talasémie Delece vSech alfa-globinovych gend,
Hb Barts

Vrozena dyserytropoeticka anémie (CDA) | CDANT, SEC23B, KLF1, GATA1
RPL11,RPL15,RPL35, RPS19

Mutace UROS genu

Diamondova-Blackfanova anémie (DBA)

Kongenitalni erytropoeticka porfyrie

Vysvétlivky:  SPTA1-AR = autozomalné recesivné dédicny deficit
alfa-spektrinu, SLC4A1-AD = autozomalné dominantné dédicny deficit prouz-
ku 3, SPTB-AD = autozomalné dominantné dédi¢ny deficit beta-spektrinu;
Hb Barts = tetramer s ¢tyfmi gama- globinovymi fetézci vznikly deleci vSech
¢tyr alfa- globinovych gend; CDAN1 = CDA I. typu, SEC23B = CDA II. typu,
KLF1 = CDA IV. typu, GATA1 = X chromozom vézana trombocytopenie s dy-
serytropoetickou anémii; RPL11,RPL15,RPL35, RPS19 - ribozomalni geny mu-
tované u DBA
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Delece v8ech ¢&tyf alfa-globinovych gend ma za nasledek vznik homozygot-
ni formy alfa-talasémie s pfitomnosti hemoglobinu Bart’s (pojmenovaného
podle mista prvniho popisu St Batholomew’s hospital v Londyné), tvorené-
ho étyfmi gama-globinovymi fetézci, ktery ma vysokou afinitu ke kysliku, ne-
uvoliuje ho do tkani a vede k tézké hypoxii s rozvojem fetalniho hydropsu
a smrti plodu. S pokroky v porodnictvi a neonatologii se dafi nékteré tyto déti
zachranit a v dal$im Zivoté se projevuji jako talasémia major. Na rozdil od ho-
mozygotni alfa-talasémie se homozygotni beta-talasémie a srpkovitd ané-
mie klinicky manifestuji az po 6. mésici, protoze tvorba beta-globinu nar0sta
az v 3. trimestru téhotenstvi a definitivné nahrazuje fetalni hemoglobin HbF
adultnim hemoglobinem HbA 6-12 mésicU po porodu.

Ze syndromU hereditarni stomatocytézy je nejcastéjSi hereditarni xerocy-
téza (HX) zpUsobend aktivaénimi mutacemi PIEZO1 iontového kandlu erytro-
cytarni membréany. Porusend vyména iontd vede k dehydrataci erytrocyt0
s jejich typickym tvarem v natéru krve vzhledu stomatocytd a xerocyt0 (foto).
Hemolytickd anémie je lehkda az stfedné tézk4, cholelitidza je casta, hrozi pre-
tizeni Zelezem v dospélosti. Az 20% déti postihuje fetalni hydrops s chyloto-
raxem, ktery neni spojen s anémii a jeho etiologie neni jasna. PIEZO1 kandl
hraje roli ve funkci cévniho endotelu a lymfatickych cév a jeho porucha tak
muUZe byt pfic¢inou této zavazné porodni komplikace.

Obrazek €. 1: Natér periferni krve ditéte s hereditarni xerocytézou. Fotografie
poskytnuta MUDr. E. Vodi¢kovou, Oddéleni klinické hematologie FN Motol.

Vysvétlivky: Sipkou oznageny xerocyty (ekcentrocyty) s hemoglobinem pre-
sunutym na jednu stranu buriky.

Vzacnd autozomalné recesivné dédi¢nd vrozena erytropoeticka porfy-
rie (CEP) je zpUsobena snizenou aktivitou uroporfyrinogen Ill syntdzy v bio-
syntéze hemoglobinu, coz ma za nasledek akumulaci porfyrinu v burikach.
Ve své tézké formé zpUsobuje fetalni hydrops, na transfuzich zavislou hemo-
lytickou anémii a kozni fotosenzitivitu s naslednymi defekty a jizvami. Vylé&i ji
transplantace krvetvornych bunék.
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V diferencidlni diagnéze vrozenych hemolytickych anémii s projevy neefektiv-
ni erytropoezy se nachazi vrozené dyserytropoetické anémie, které se pro-
jevuji anémii, ikterem, splenomegalii a nizsi retikulocytézou nez by odpovidalo
stupni hemolyzy dysplastickych prekurzord erytropoezy v kostni dfeni. Jedna

v v

mohou projevovat vyznamnou neonatdlni anémii i fetadlnim hydropsem.

Panely gen0 spojenych s vrozenymi anémiemi zrychluji diagnézu téchto
mnohdy zavaznych onemocnéni. Diagnézu komplikuje skutecnost, ze pacienti
s tézkymi formami nemoci jsou zavisli na transfuzich krve podavanych v kréat-
kych intervalech a vySetfeni znesnadhuje vyznamnd pfimés darcovskych
erytrocyt0 v periferni krvi. Optimalné by novorozenci s nejasnou anémii vy-
Zadujici transfuzi krve méli mit pred jejim prvnim podanim odebranu krev pro
pozdéjsi vySetfeni. Neni-li tomu tak, Ize pro NGS vyuzit DNA izolovanou z bu-
kélniho stéru.

Pacienti s tézkymi vrozenymi hemolytickymi anemiemi vyZzaduji celoZivotni
dispenzarizaci v odbornych ambulancich a jsou détskymi hematology preda-
vani po dosazeni dospélosti hematologim pro dospélé.
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EO7

TROMBOZA NA KONGRESU ASH,

ISTH A JINDE V ROCE 2024

Jaromir Gumulec

Klinika hematoonkologie FN Ostrava a LF Ostravské univerzity

ASH Annual meeting & Exposition i ISTH Congress — Thrombosis and
Hemostasis Conference byvaji pravidelné obrovskou prehlidkou téch nej-
vyznamnéjSich novinek v oblasti hemostazy a trombézy. V prezentaci pro
hemato(onko)logy, ktefi se tradi¢né Uc€astni konference Prazské hemato-
logické dny shrnuji nékolik témat probiranych na obou konferencich, které
mohou vyuzit v kazdodenni klinické praxi péce o pacienty s myeloprolife-
rativnimi chorobami.

Pacienti s myeloproliferativnimi onemocnénimi mivaji vySsi riziko trombo-
tickych komplikaci manifestovanych v Zilni i tepenné ¢asti krevniho obéhu
i v mikrocirkulaci. Nové se objevuji informace, Ze rozvoj plicni hypertenze
v této skupiné zvySuje riziko hematologické progrese i rekurence zavaz-
nych trombotickych epizod. Doktor Orly Leiva pfedstavil souvislosti pato-
fyziologie plicni hypertenze a progrese myeloproliferativnich onemocnéni.
Jeho studie zahrnovala 555 pacient0, z nichz 42,7 % mélo v dobé prova-
déni echokardiografie polycytemii vera, 41,1 % esencialni trombocytemii
a 16,2 % myelofibrézu. V souboru bylo 48,5 % muz0 a 86,8 % bélochd.
35 % pacientd mélo diagnostikovanou plicni hypertenzi. Pacienti s plicni
hypertenzi méli median véku 71 let ve srovnani s 66 lety u pacientd bez
plicni hypertenze (p<0,001). Pacienti s plicni hypertenzi méli ¢astéji mye-
lofibrézu, vyssi frekvenci variantnich alel fidici mutace MPN, vétsi velikost
sleziny a vysSi vyskyt pfedchoziho srde¢niho selhani, hypertenze a fibri-
lace sini nez pacienti bez plicni hypertenze. Plicni hypertenze je spojena
se zvySenym rizikem progrese nemoci a rekurence trombotickych epizod
a u pacientd s myeloproliferativnimi chorobami se vyplati patrat po znam-
kach plicni hypertenze.

V soucasné dobgé je stratifikace trombotického rizika u pravé polycyte-
mie zaloZzena na véku a anamnéze trombdzy, coz rozhoduje mj. o zaha-
jeni cytoredukéni 1éCby. Cilem je identifikovat podskupinu se zvySenym
trombotickym rizikem. Multicentrickd retrospektivni studie PV-ARC hod-
notila 739 pacientU s pravou polycytemii [éCenych hydroxyureou z hledis-
ka kritérii pro zahjeni 1é¢by. Aby byla kritéria pouzZitelna v redlné praxi,
védci je revidovali a zahrnuli do nich perzistujici/progresivni leukocyt6-
zu, extrémni perzistujici trombocytézu, progresivni splenomegalii, ne-
dostatec¢nou kontrolu hematokritu, vice nez Sest flebotomii za rok nebo
hematokrit nad 53 % v dobé diagnézy a zahajeni podavani hydroxyurey
nebo intoleranci flebotomie, nekontrolované kardiovaskularni rizikové fak-
tory a silné svédéni. Vyzkumnici hodnotili pfeziti bez trombdzy od zahjje-
ni 1é€by hydroxyureou a faktory nezavisle spojené s rizikem trombdzy. Ze
739 pacientU lé¢enych hydroxyureou mélo 137 (18,5 %) nizké riziko (LR;
vék mladsi 60 let a bez pfedchozich trombdz) a 602 (81,5 %) vysoké ri-
ziko (HR). Ze skupiny HR bylo 70,4 % starSich 60 let (HR-AGE) a 29,6 %
mélo predchozi trombdézu bez ohledu na vék (HR-THRO). Revidované kri-
téria pro zahajeni 1é¢by (CTS) byly zaznamenéany u 445 (60,3 %) pacientd,
z toho u 95 (69,3 %) LR, 242 (57,1 %) HR-AGE a 109 (61,2 %) HR-THRO.
Vice nez jeden CTS byl pfitomen u 152 (34,1 %) pacient0, vétsinou u téch,
ktefi byli povazovani za LR (43,2 % LR vs. 31,6 % HR). Celkové &inil me-
didn pocatec¢ni davky hydroxyurey 0,5 g/d, pfiéemz maximalni davka
alesponl 1 g/d byla Castgji zaznamenana u LR (70,3 %) nez u HR-THRO
(48,7 %) a HR-AGE (41,9 %). Celkem 94,5 % pacient0 uzivalo protides-
tickovou lé€bu, antikoagulacni 1é€bu nebo oboji, pfiéemz toto zjiSténi bylo
srovnatelné napfic rizikovymi kategoriemi. Celkové C&inil pomér vyskytu
trombodzy (IRR) béhem Ié€by hydroxyureou 1,7 % ro¢né, coz bylo podob-
né u LR (1,1 %) a HR-AGE (1,3 %), ale vys$8i u HR-THRO (3 %). V pfipadé
arterialni trombozy se vysSi IRR za rok vyskytlo u HR-THRO (1,1 %) opro-
ti LR (0,4 %), ale bylo srovnatelné s HR-AGE (0,6 %). V pfipadé Zilni trom-
bdézy bylo vyssi ro¢ni IRR u HR-THRO (1,3 %) ve srovnani s LR (0,5 %)
i HR-AGE (0,6 %). Progredujici splenomegalie, extrémni trombocytéza
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a nedostatecna kontrola hematokritu jsou rozhodujicimi faktory trombo-
tického rizika a mohou presnéji uréovat klinicka rozhodnuti.

U pacientd s pravou polycytemii (PV), esencidlni trombocytemii (ET)
a myelofibrézou (MF) je 1é¢ba trombdzy zasadni, nicméné chybi dopo-
ru€eni délky trvani a vybéru antikoagulaéni [éCby pfi 1éEbé téchto prihod.
K tomuto tématu diskutovali v pofadu Drawing First Blood si ASH Clinical
News pozvala doktorka Chi-Joan How (Faulknerova nemocnice Brigham
and Women's Hospital) a doktor Brady L. Stein (Feinbergova Iékarska fa-
kulta Northwestern University v Chicagu).

Jaké jsou vyhody a rizika Casové neomezené antikoagulacni |écby?
ziko recidivy, u nékterych pacientd az 10 % ro¢né. Protoze pacienti s MPN
maji trvale vyssi riziko rekurence trombézy, mdze prolongovana lécba za-
branit opakované plicni embolii, hluboké Zilni trombdze nebo trombdze
ve splanchnickém zilnim systému. Rizikem Casové neomezené antikoagu-
laéni 1éCby je krvaceni, které je u pacientd s MPN zvy$ené (napf. pfi velmi
vysoké trombocytoze).

Jaky antikoagulacni rezim by mél byt pouzit u pacientd s MPN? Historicky
se jako standardni antikoagulaéni rezim u MPN pouzivaly antagonisté vita-
minu K. Bylo prokazano, Ze jsou bezpec¢né a U¢inné. Nyni vSak mame vice
zkuSenosti s pfimymi peroralnimi antikoagulancii (DOAC) a ta jsou pro pa-
cienty mnohem snadnéji snadSena. U pacientl s nAdorovym onemocnénim
obecné probéhlo mnoho vyzkumU tykajicich se DOACs a v soucasné dobé
jsou preferovanych antikoagulancii v obecné onkologické populaci. Tyto
studie v8ak nezahrnuji pacienty s MPN, a dokonce ani mnoho pacient0
s leukémii. TakZe i pres komfort, ktery mame s DOACs u MPN, je stéle d0-
lezité si uvédomit relativni nedostatek dat.

Existuje cilova hodnota poctu krevnich destic¢ek, zejména u ET, a ma to
néjaky vyznam? Obecné plati, ze pokud nékdo prodélal trombotickou

prihodu, je automaticky vystaven vySSimu riziku trombdzy z hlediska stra-
tifikace rizika, takZe se stdva indikaci k cytoredukci a snizeni krevniho ob-
razu. Definice klinicko-hematologické odpovédi je pocet krevnich desticek
nizSi nez 400x10°/L, coz je pomérné agresivni. Neexistuji Z&dné kvalitni
klinické studie, které by naznacovaly, ze dokonaly pocet krevnich desti-
¢ek chrani pacienta pfed opakovanou trombdzou. Aspirin je ¢asto dopo-
ruCovan u pacientU s ET, ale jeho bezpecnost a Ucinnost extrapolujeme
z pacient0 s PV. Neexistuji pfesvédcivé Udaje, které by ndm doporucova-
ly pouzivat aspirin u vech pacientd s ET. Casto se odvoldvdme na me-
taanalyzu, kterd ukazala nejistotu ohledné rizika a pfinosu aspirinu u ET.
Tato myslenka vSeobecné doporucovaného aspirinu u pacient’ s ET se
déla, ale neni vzdy indikovana. Nékdy hleddme podle mutace. Casto
maji pacienti s mutaci CALR nejvyssi pocCet krevnich desticek, coz pacien-
ta i Iékafe obvykle znepokojuje nejvice, ale pacienti s mutaci CALR mohou
mit vySSi krvacivost pfi uzivani aspirinu ve srovnani s ochranou proti trom-
béze. Aspirin neni vzdy nutny a u nékterych pacientd s MPN molze zvy-
Sovat riziko krvaceni. Nékteré vyzkumy naopak naznaduji, ze vyssi davka
aspirinu podavana dvakrat denné je pfinosna. Nedavna studie prokazala
vetsi inhibici desticek pfi podavani aspirinu dvakrat denné a urcité zmir-
néni symptomd, coz by mohlo byt u nékterych pacientd s ET uZitecné.
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EO8
| IMUNITNI CYTOPENIE
Tomas Kozék
3. Iékarska fakulta Univerzity Karlovy a FN Krélovské Vinohrady

Imunitni cytopenie jsou dUsledkem dysregulace imunitniho systému, coz
mimo jiné podporuje vétsi incidence téchto onemocnéni u vrozenych defek-
t0 imunity. Patogeneze je zatim objasnéna jen ¢astecné, klicové jsou poruchy
na Urovni T regulaénich lymfocytd. Svou roli hraje také existence prozanétlivé-
ho prostfedi, které mU0ze reflektovat obecnou zanétlivou odpovéd, ale mize
byt potencovéno i polymorfismem v genech nékterych prozanétlivych cyto-
kin0. Pro takové prostfedi je typicky posun v populacich CD4+Th lymfocy-
td smérem k Th17 a zvySeni hladiny IL-17 stejné jako zvy$ené hladiny TGFB,
IL-2, IL-4, IL-6 a IL-21 a snizend hladina IFNy. Polymorfismy CTLA-4 (Cytotoxic
T lymphocyte antigen 4), gend pro proteiny LRBA, STAT3 a dalSich mohou

vést k humoralnimu i buné&nému imunitnimu deficitu, zaroven ale k benig-
ni i maligni lymfoproliferaci a k projevim autoimunity, zejména autoimunit-
nim cytopeniim. Pfimym dukazem je zvySeny vyskyt autoimunitnich cytopenii
v souvislosti s Ié¢bou inhibitory regulator imunitni odpovédi (CTLA-4, PD-1)."
Z hlediska toho, na které Urovni hematopoezy pUsobi vysledny efektorovy au-
toimunitni mechanismus, mdzeme v $ir§im slova smyslu rozliSovat perifer-
ni a centralni imunitni cytopenie, byt hranice mezi témito dvéma skupinami
nemusi byt vzdy ostra. Primarni ziskané aplastické anémie (AA), ¢ista aplazie
Cervené fady (PRCA) a agranulocytézy patfi mezi centralni imunitné podminé-
né cytopenie a tvofi samostatnou kapitolu hematologie.

Autoimunitni hemolytické anémie (AIHA) jsou skupinou onemocnéni, ktera
vétsinou vznikaji jako dUsledek existence protilatek proti nékterému z povr-
chovych antigent erytrocytu. Incidence AIHA je 0,8-3/100.000 a prevalence
17/100.000, zhruba 75% tvori wAIHA (viz nize).

mi (WAIHA), u niz dominuji autoprotilatky tfidy 1gG, nékdy IgM, vzacné IgA
a vazou se optimdlné k antigenu pfi teploté 37 °C. V pfipadé wAIHA hraje
na konci patogenetického fetézce hlavni Ulohu slezina, kde monocytomak-
rofagovy systém likviduje opsonizované erytrocyty, jde o nejcastéjsi, extra-
vaskularni typ hemolyzy. Méné Casto dochazi u wAIHA k aktivaci C5 slozky
komplementu a v jejim dUsledku k vytvoreni tzv. komplexu atakujiciho mem-
branu a k hemolyze intravaskularni. Primarni wAIHA je onemocnéni z definice
idiopatické, v 50-60 % pripady vznikd wAIHA jako symptom jiného onemoc-
néni. M0Ze provazet $irsi autoimunitni onemocnéni, jako je systémovy lupus
erythematodes (SLE), nékteré malignity, zejména z fady lymfoproliferaci
(chronicka lymfocytarni leukémie) nebo nékteré imunodeficientni stavy (na-
priklad CVID - bézna variabilni imunodeficience). Diagnostika wAIHA se typic-
ky opira o anamnézu, klinicky stav (ikterus, anemicky syndrom) a laboratorni
nélez anémie, nekonjugované hyperbilirubinemie, zvyené hladiny LDH, retiku-
locytdzy, snizené hladiny haptoglobinu a zvySeného mnoZzstvi urobilinogenu
v moci. V krevnim natéru je obvykle, ale ne vzdy (40%), patrna anisocyt6-
za, sférocytédza, polychromazie a pfitomnost mladsich forem vyvoje erytrocy-
tu. Zakladem diagnostiky wAIHA je pfimy antiglobulinovy test (DAT -, pfimy
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Coombsuyv test”), ktery je pozitivni v 90-97% pfipadech. V poloviné pfipa-
do je také detekovana C3d slozka komplementu. PFicinou fale$né negativni-
ho DAT muze byt nizk& denzita autoprotilatky nebo komplementu na povrchu
erytrocytu, vzacné autoprotilatka typu IgA. Naopak faleSné pozitvni DAT se
muUZe vyskytovat u nékterych hypergamaglobulinemii, monoklonalni gamapa-
tie nebo pfi 1é€bé daratumumabem. Také aloprotilatky v souvislosti s recentni
transfuzi mohou zpUsobovat pozitivitu DAT.

Zvlastni kapitolou je léky indukovana AIHA (DIIHA), u niz jsou autoprotilat-
ky aktivni jen za pfitomnosti vyvolavajiciho 1éku nebo i bez ného. V praxi je
nejCastéji zpusobena antibiotiky (cefalosporiny, peniciliny), sulfonamidy, dale
nékterymi léky uzivanymi protinddorové 1é¢bé, jakymi jsou fludarabin a nové
tzv. checkpoint inhibitory. Pokud je DIIHA zpUsobena autoprotilatkami, které
od primarni AIHA obtizné.

Diferencidlni diagnéza wAIHA pred provedenim DAT nebo s pozitivnim DAT
v nizkém titru je Sirokd, v praxi zahrnuje zejména stavy s inefektivni erytropoé-
zou, jako je deficit vit B12 nebo folatu, a myelodysplastické syndromy. Evansdv
syndrom je stav, kdy probiha sou€asné AIHA a imunitni trombocytopenie.

U nemoci s chladovymi protilatkami (CAD - cold agglutinin disease) neni
pfitomno 2adné definované onemocnéni které je spjato s tvorbou téch-
to tzv. chladovych aglutinind. Nicméné, u fady z téchto stav0 Ize proka-
zat pfitomnost malého klonu B lymfocytd. Incidence CAD se pohybuje mezi
0.05-0,2/100.000, castéjSi je u starSich jedincy, mirmé prevazuji zeny.
Chladové protilatky reaguji s erytrocytarnim antigenem optimalné za teploty
0-4 °C, ale mohou reagovat i pfi teplotach vysSich. Fenotyp zahrnuje kromé
projev0 hemolytické anémie zhorSujici se v chladu také poruchy mikrocirku-
lace napf. chladovou akrocyan6zu nebo Raynaudiv fenomén. Protilatky jsou
nejCastéji tfidy IgM, hemolyza je zavisld na komplementu aktivovaném nej-
Castéji klasickou cestou, je extravaskularni, probihd intrahepatdlng, v pfipa-
dé akutni ataky m0ze probihat také intravaskularné. VysSetfeni DAT za teploty
37°C prokaze obvykle vysoky titr monoklondlnich aglutinind tfidy IgM, vzac-
né IgG, cilovou strukturou je obvykle antigen |, je pfitomna také C3d slozka
komplementu.

Syndromem z chladovych aglutinind (CAS) se nazyvd vzacna AIHA s chla-
dovymi protilatkami, kterd je soucasti jiného onemocnéni, nejcastdji infek-
ce (Mycoplasma pneumoniae, EBV, CMV a také infekce SARS-CoV-2) nebo
maligni lymfoproliferace vcéetné agresivnich nehodgkinskych lymfomd.
Autoprotilatky tridy IgM nebo IgG jsou namifeny proti antigenu | nebo i, jsou
polyklonalni nebo monoklonalni.?

Lécba wAIHA je v prvni linii stdle zalozena na kortikosteroidech s celkovou
odpovédi 80%. Kortikosteroidy ve vysSi davce je nutné podavat 2-3 tydny
a po dosazeni odpovédi davku pomalu snizovat a vysadit az po 4-6 mési-
cich lé¢by. U pfipadd tézSich wAIHA (Hb<60 g/L nebo Hb<80 g/L u pa-
cient0 >75 let véku a/nebo s vyznamnymi komorbiditami, atypickd AIHA
DAT negativni nebo IgA wWAIHA) Ize také v prvni linii zvazit podani Rituximabu
(4 x 375mg/m?) spolu s kortikosteroidy. Rituximab je jisté indikovan ve druhé
linii po selhani kortikosteroidu, dlouhodobou odpovéd navodiu 70 % pacient0.
Nizk4 davka Rituximabu (4 x 100mg) m0ze mit podobny efekt. Splenektomie
je stale soucasti dalSich linii [é¢by wAIHA s celkovou odpovédi 50 - 60 %,
v soucasnosti se doporucuje az po selhani konvenénich imunosupresiv (aza-
thioprin nebo mykofenolat mofetil, event. cyklosporin). U fulminantnich
refrakternich forem primarni wAIHA je ovéem indikovana &asné. Uginnost po-
dani vysokych davek IVIG se v pfipadé wAIHA pohybuje pouze kolem 30%,
podobné je tomu s U&innosti vyménné plazmaferézy, viceméné anekdotické
zpravy jsou o Uc¢innosti kombinace bortezomibu s dexamethasonem u rafrak-
terni wAIHA. Ve vyvoji pro 1écbu wAIHA jsou dalSi molekuly jejichz cile jsou
C1s slozka komplementu (Riliprubart), B lymfocyty (lanalumab, Rilzabrutinib),
nebo plasmocyty (Daratumumab).?3

Lécba sekundarni wAIHA je ovlivnéna zadkladnim onemocnénim, v pfipadé
CLL je pfi neUcinnosti kortikosteroidd indikovana protinddorova Ié¢ba, obvykle
chemo-imunoterapie (napf. kombinace Rituximab, cyklofosfamid, dexametha-
son) nebo BTKi event. venetoclax. Rituximab je velmi U¢inny v pfipadé AIHA
U SLE nebo CVID. U téchto onemocnéni neni indikovand splenektomie.

Lécba CAD se opird v prvni linii o podani Rituximabu, kortikosteroidy nejsou
U tohoto onemocnéni prili§ U¢inné. Vysoky pocet dlouhodobych odpovédi
byl dosazen po podani kombinace Rituximabu s bendamustinem. Po selhani
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chemo-imunoterapie a/nebo u fulminantni hemolyzy pfi CAD je indikovan in-
hibitor C1s slozky komplementu sutimlimab, pokud je k dispozici.*

Soucasti podpUrné lécby AIHA je transfuze erytrocytU a antitromboticka pro-
fylaxe (LMWH). Vybéru pfipravku k transfuzi pfedchazi optimalné vysyceni
autoprotilatek ze séra pacienta. Transfuze erytrocytd by neméla byt odkla-
déna u pacient0 s Hb < 60g/L, u pacientU starSich 70 let s komorbiditami pfi
Hb < 80g/L. V nékterych pfipadech (neadekvatni odpovéd’ erytropoezy) se
osvédCilo i podani ESA (rekombinantni erytropoetin, darbepoetin).®

Imunitni trombocytopenie (ITP) je definovana izolovanym snizenim poctu
krevnich desti¢ek pod 100 x 10°/L a naslednym zvySenym rizikem krvace-
ni. Incidence ITP v populaci jako celku je 2-5/100.000. Patogeneze ITP zahr-
nuje predéasnou destrukci trombocytd v obéhu na imunitnim podkladé, podili
se na ni také nedostatecnd aktivita megakaryocyt0 v kostni dfeni. Trombocyty
opsonizované protildtkami jsou vychytavany fagocyty monocytomakrofagove-
ho systému prostfednictvim Fc receptoru a predcasné odstrarovany z obéhu,
nejCastéji ve slezingé, méné v jatrech. Zde mohou byt vychytavany i pfimo he-
patocyty (Ashwell-Morellovy receptory). ITP je i nadale diagnézou stanovenou
per exclusionem.

Zahdjeni 1é¢by u dospélych pacient s ITP se doporucuje pfi poctu krevnich
desti¢ek (PLT) < 20 - 30 x 10%/ L, pfitom lé¢ba nové diagnostikovanych pa-
cientd s PLT < 20 x 10%/ L by méla byt vedena za hospitalizace. V prvni linii
léCby ITP jsou standardem stale kortikosteroidy. Inicialné Ize pouzit napf. pred-
nison v Uvodni davce 0,5 — 2 mg/kg/den (maximalni davka 80mg) po dobu
maximalné 1-2 tydn0 a davku poté postupné snizovat. Odpovéd' je vysoka,
ovSem dospélych pacient0, ktefi po terapii kortikoidy dosdhnou dlouhodobé
remise, je pouze 25 - 29 %. Pulzni podani vysokych davek dexamethasonu
muUZe nastup UCinku urychlit. Nejrychlejsi opoveéd' Ize dosahnout podanim in-
travendznich imunoglobulint (IVIG). V pfipadé Zivot ohrozujiciho krvaceni jsou
indikovany spole¢né i.v. kortikosteroidy, IVIG a také transfuze trombocytu.
Pro l1éCbu ITP ve druhé linii jsou obecné k dispozici dvé modality: TPO-RA
(romiplostim nebo eltrombopag, v pfipadé tzv. chronické ITP avatrombopag)
a rituximab (off label) s tim, Ze by se méla respektovat oekavani pacienta.

Pacienti, ktefi preferuji kratky nechirurgicky zakrok, mohou volit rituximab,
pro pacienty, ktefi pozaduji vysokou pravdépodobnost U¢inku i za cenu nut-
nosti dlouhodobé terapie, jsou optimdlni TPO-RA. Na rozdil od TPO-RA je
dlouhodobé odpovéd na Rituximab spiSe vyjimkou (21% ve 3 letech), o néco
Castéjsi je u mladych Zen. U pacientU refrakternich i na TPO-RA mulze byt
U&inny inhibitor Syk fostamatinib.® Splenektomii dnes zvazujeme az v pfipa-
dé ITP refrakterni na Iécbu véetné TPO-RA, obecné se ji snazime co nejvice
odkladat, minimalné 1 rok od stanoveni diagnézy. De facto se tim splenekto-
mie odsouva do treti, resp. dalsi linie [éCby, stale plati, Ze 60 - 66% pacientd
nepotfebuje po splenektomii dalsi [é¢bu ITP.” U pacientd s ITP refrakterni
na predchozi modality Ize zvazit tzv. ,konvenéni” latky s imunosupresivnim
Ucinkem nebo s nejasnym mechanismem U¢inku jako jsou azathioprin, cyklo-
fosfamid, cyklosporin A, danazol, mykofenolat mofetil (MMF), vincristin, bor-
tezomib. Nékteré z nich Ize UspéSné pouzit i v kombinaci s TPO-RA, napf.
MMF.8 U pacientU s refrakterni ITP je vzdy nutno také myslet na pfehodnoceni
puvodni diagndézy, zejména u starSich pacient0 provést vySetreni kostni dfené
a vyloucit napf. MDS.

V rbznych fazich klinického zkous$eni a/nebo registrace pro Iécbu ITP jsou
dal§i latky, napf. inhibitory neonatélnich Fc receptord (Rozanolixizumab), inhi-
bitory Brutonovy kinazy (Rilzabrutinib) a dalsi.

Autoimunitni neutropenie (AIN) vznika diky aktivité autoprotilatek proti spe-
cifickym neutrofilnim antigendm (nej¢astéji HNA-1 a 2), vazbé imunokom-
plexd na Fc receptory neutrofild nebo inhibici neutrofild T bunkami (pfimo
nebo prostfednictvim IFNy). Primarni AIN se vyskytuji zejména v détském
véku, ¢asto jde ale o AIN navozenou infekci, mUze také provéazet fadu vro-
zenych imunodefictd (napf. CVID, ALPS). V dospélosti je primarni AIN raritni.
Sekundarni AIN vznika& napf. v souvislosti s infekci a mUze provazet nejriznéj-
§i typy imunitnich dysregulacii a deficitd.® AIN je ¢asta u SLE (az 25%), rev-
matoidni artritidy a také u Fady thyreopatii.’® Do skupiny sekundarni AIN patfi
polékova neutropenie (DIN), kterd ma obvykle chronicky charakter, ale akut-
ni a Zivot ohrozujici m0ze byt idiosynkratickd polékova agranulocytéza, napfi-
klad pfi thyreostatické nebo antipsychotické 1é¢bé. Imunitni dysregulace pfi
|éEbé tzv. checkpoint inhibitory, po Iécbé CAR-T lymfocyty nebo po alogenni
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transplantaci krvetvornych bunék je specifickym mechanismem vzniku AIN.
Opozdéna AIN mUze provazet Iécbu rituximabem, alemtuzumabem a anti —
TNF terapii. Zrala T- LGL (T- cell large granular lymphocyte leukemia) byva
spojena s AIN, vyskytuje se navic ¢astéji u pacientd s revmatologickymi au-
toimunitnimi chorobami. LGL musi vzdy figurovat v diferencidlni diagnéze
neutropenie nejasné etiologie. AIN je také diagnézou pre exclusionem, sta-
noveni autoprotilatek proti neutrofilOm (GIFT, event. MAIGA) je velmi naro¢-
né, specifita je nizka, interpretace Casto obtizna. V Ié¢bé se uplatriuje G-CSF
a/nebo imunosuprese, u sekundarni AIN je navic indikovana Ié¢ba zakladniho
onemocnéni, resp. eliminace vyvolavajici pficiny.
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| WALDENSTROMOVA MAKROGLOBULINEMIE V ROCE 2024

Michal Kascak
FN Ostrava

Uvod

Waldenstrémova makroglobulinémie (WM) patfi k vzacnym indoletnim B lym-
fomdm s s plasmocelularni diferenciaci s incidenci 3-6/milion obyvatel za rok.
Onemocnéni je charakterizované infiltraci kostni dfené lymfoplasmocytar-
nim lymfomem s produkci monoklonalniho imunoglobulinu tfidy IgM (migM).
Vyznamna ¢ast projevd nemoci je zpUsobena unikatnimi biologickymi, imuno-
logickymi a chemickymi vlastnostmi molekuly migM, které se projevuji napfi-
klad hyperviskozitou, kryoglobulinémii, neuropatii, asociovanou amyloidézou
a nemoci chladovych aglutinind. Molekularné geneticky je WM charakterizo-
vana pfitomnosti bodové mutace L265P v genu MYD88 a mutacemi v genu
CXCR4 (>90 % a = 30 % pfiipadl), které maji vliv na biologické chovani ne-
moci a efekt protinddorové lécby. Uvedené mutace samotné ale pIné ne-
vysveétluji rdznorodé klinické chovani WM. Chemoimunoterapie a inhibitory
Brutonovy tyrosinkinazy tvori zakladni pilife 1é€by WM, avSak navzdory jejich
vysoké Ucinnosti dochazi u vétsiny pacientU k relapsu onemocnéni (Kas¢ak et
al. 2022).

V pribéhu roku 2024 probéhly mimo kongresy Evropské a Americké hema-
tologické spolecnosti dva vyznamné kongresy zaméfené specidlné na WM -
Meeting Evropského konsorcia pro WM (ECWM) v Mnichové a International
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Workshop on Waldenstrom macroglobulinemia (IWWM)v Praze. Tento pre-
hled poskytuje pohled na sou€asné poznatky o biologii, diagnostice a tera-
pii WM.

Biologie

V letoSnim roce byli prezentovany zejména klicové objevy v oblasti sekve-
novani, single-cell a epigenetickych analyz a v oblasti nadorového mikro-
prostfedi. Recentni pokroky v oblasti single-cell a multiomics technologii
identifikovali dvé hlavni subpopulace malignich bunék s odliSnym vyuzitim
transkripcnich faktor jako je SPI1, SPIB, BCL11A a XBP1 a schopnosti dife-
renciace: MBC-like subtyp (pamétové B-buriky) a PC-like subtyp (plazmatické
buriky). MBC-like podtyp byl charakterizovan aberantni signalizaci B bunéc¢-
ného receptoru s ¢astéjsi mutaci MYD88, CXCR4 a ARID1A a PC-like subtyp
zase zvySenou aktivitou NF-kB a del6q (Morgan G et al. IWWM 2024). V ramci
multiomics analyz byla potvrzena vyznamna pozitivni asociace hladin WNK2
s rychlosti nastupu, hloubkou a trvanim IéCebnych odpovédi pfi 1é¢bé ibru-
tinibem (Guerrera M L et al. IWWM 2024, Richardson K et al. IWWM 2024).
Dal$im potenciondlné informativnim biomarkerem a potencionalnim terape-
utickym cilem je LYN — komponenta B receptorové signalizace (Sun H et al.
IWWM 2024). Ddkazy naznacuji, Ze epigeneticka regulace, zejména DNA me-
tylace, je klicovou slozkou patogeneze WM. Hypermetylace promotord genU
CCND1 a CD79B hraji vyznamnou roli v maligni transformaci (Ansell S et al.
IWWM 2024). Nadorové mikroprostfedi (TME) hraje vyznamnou roli v pato-
genezi WM. Interakce mezi malignimi lymfoplazmocytarnimi bufikami a imu-
nitnimi slozkami TME podporuji imunitni Utek a odolnost vi¢&i terapii. Imunitni
buriky v TME, vCetné makrofagud, regulacnich T-bunék (Tregs) a myeloidnich
supresorovych bunék (MDSCs) metabolické prostiedi potlacuji protinddoro-
vou imunitni odpovéd. Signdlni drahy jako CD27-CD70 a OX40-OX40L osy
moduluji aktivitu cytotoxickych T-lymfocytd a NK bunék, coz vede ke snize-
né schopnosti eliminace malignich bunék a podporuje rist nadoru (Valuskova
Z et al. IWWM 2024). Tyto poznatky oteviraji nové moznosti pro cilenou
terapii.

Diagnostika

Hodnoceni |é¢ebné odpovédi prostrednictvim monitorace IgM je standardni
a nezbytnou soucasti péce o pacienty s WM. Jejich prognostickd hodnota je
vSak omezend a ma jen minimalni vliiv na dalsi Ié¢ebny postup. Ani dosaze-
ni hluboké Ié¢ebné odpovédi véetné kompletnich remisi nedokaze spolehlivé
identifikovat pacienty s dlouhodobym pfezitim. Proto se dostava do popredi
monitorace efektu léCby pomoci ultra-senzitivnich molekularné genetickych
a imunoflowcytometrickych metod. Digital droplet PCR (ddPCR) je vyso-
ce citlivy nastroj, ktery umoznuje detekci mutace MYD88 L265P. Tato meto-
da ma velky potencidl pro monitorovani minimalni reziduaini nemoci (MRD)
a zlepSuje moZnosti detekce mutaci v kostni dieni, periferni krvi a volné mimo-
bunécné DNA (cell free DNA/cf-DNA) (Drandi D et al. IWWM 2024). V klinic-
ké studii BIOWM (NCT03524596) hodnotici efekt chemoimunoterapie u nové
l[écené WM bylo u pacientU, ktefi dosahli MRD negativity hodnocené pomoci
ddPCR po dokonéené 1é¢bé zaznamenano lepsi bezpfiznakové preziti ve srov-
nani s pacienty s detekovatelnym MRD (4year PFS 91 % vs 62 %, P=0.010)
(Varettoni et al. IWWM 2024). Spektrdlni pritokova cytometrie predstavuje
dal$i potenciondlni ultra senzitivni metodu detekce klonalnich WM bunék, a to
i U pacient0 bez pfitomné mutace MYD88 (Paiva B et al. IWWM 2024).

Lééba

Kombinaéni rezimy imunochemoterapie, jako jsou rezimy DRC
(dexamethason-rituximab-cyklofosfamid) a BR (bendamustin-rituximab), na-
déle tvofi zaklad lé¢ebné strategie. Retrospektivni analyza s dlouhodobym
sledovanim autor0 Autore et al. 2024 potvrdila del$i bezpriznakové prezi-
ti u pacientd léCenych v prvni linii rezZimem BR ve srovnani s DRC (4leté PFS
80 % versus 60 %) (Autore F et al 2024). Je vSak dulezité zdlraznit, Ze v jiné
prospektivni studii dosahl kumulativni vyskyt sekundarnich malignit v pa-
cientd lécenych rezimem BR az 17,6 % béhem 96 mésicU. Lécba inhibitory
BTK (BTKi) je vhodna pro pacienty s nové diagnostikovanou WM, ktefi nejsou
schopni podstoupit imunochemoterapie. B&2néa indikace BTKi je v 1é¢bé re-
lapsu nemoci (RR-WM). Terapie je kontinualni a pokracuje do progrese one-
mocnéni nebo vyskytu neakceptovatelné toxicity. K registrovanym BTKi patfi



A SVETOVE HEMATOLOGIE

25. PRAZSKE HEMATOLOGICKE DNY >> KAM NAS POSOUVA TO NEJLEPSI Z CESKE

Hematologie 2025

OBSAH

SBORNIK ABSTRAKTU

ibrutinib, zanubrutinib a tirabrutinib jako BTKi druhé generace. Dle finalni ana-
lyzy studie ASPEN faze 3 srovnavajici ibrutinib a zanubrutinib u nové i opako-
vané lé¢ené WM nebyl dosazen median PFS a celkového preziti pfi mediané
sledovani 44 mésicl. Zanubrutinib dosahuje hlubsich 1é¢ebnych odpovédi,
véetné pacientd s mutacemi CXCR a nemutovanym MYD88, a zaroven na-
bizi pfiznivéjsi profil toxicity s nizSim rizikem prfed€asného ukonceni 1écby
(Dimopoulos MA et al. 2023).

V rdmci snahy zvysit efektivitu imunochemoterapie probéhlo a stéle probi-
ha nékolik klinickych studii, které kombinuji imunochemoterapii s proteaso-
movymi inhibitory (ECWM-1: DRC + bortezomib, FIL-BRB: BR + bortezomib)
a inhibitory BTK (BRAWN: BR + acalabrutinib, ZBZ: zanubrutinib + BR). Studie
ECWM-1 u nové léCené WM ukazala, ze pridani bortezomibu k rezimu DRC
zlepSuje hloubku [é&ebnych odpoveédi pfi zachovani nizké toxicity, av§ak nepro-
dluzuje dobu bez progrese onemocnéni (PFS) (Buske et al., 2024). V prospek-
tivni studii FIL-BRB u pacientd s RR WM [é¢enych kombinaci BR + bortezomib
doséahla lIécebnd odpoveéd 84 %, pricemz PFS Cinilo 79 % za 30 mésicU. V ne-
pfimém srovnani s retrospektivnimi vysledky 1é¢by BR u RR-WM bylo 2leté
PFS 66 % (Benevolo G et al., 2024; Paludo J et al., 2018). V probihajici stu-
dii BRAWN u nové léc¢ené WM pomoci 6 cykld rezimu BR s acalbrutinibem po-
davanym po dobu jednoho roku, bylo dosazeno 100 % lécebnych odpovédi
po 7 cyklech |écby (Berinstein N et al. IWWM 2024).

Moderni pfistup v Iécbé WM predstavuji cilené Iéky a jejich kombinace. Tyto
jsou studovéany v probihajicich klinickych hodnocenich u RR WM: loncastuxi-
mab teserine, sonrotoclax, ipofosine, kombinace carfilzomib,ibrutinib, kombi-
nace pirtobrutinib, venetoclax, kombinace rituximab, pemrolizumab (Sarosik
S et al. IWWM 2024; Matous J et al IWWM 2024; Shustov A et al. IWWM
2024; Dimopoulos M et al. IWWM 2024; Castillo J et al. IWWM 2024).

U pacientd s WM jsou zkoumané i nové inovativni léky ze skupiny bifunké-
nich proteolytickych cilenych chimérickych molekul (PROTACs) a degra-
dacnich 1ék0 vyuzivajici systém ubiquitinace cilenych na kli¢ové molekuly

drahy B bunécného receptoru u MYD88 mutované WM. (Buhrlage S et al.
IWWM 2024, O’Conor P et al. IWWM 2024, Seymour J et al. ASH 2024).

Bunécna terapie pomoci geneticky modifikovanych T lymfocytd chimérickym
antigennim receptorem (CAR-T) si naSla cestu i k pacientdm s WM. V retro-
spektivni analyze u pacientd s histologicky transformovanou WM, ktefi pod-
stoupili intenzivni pfedchozi Ié¢bu (median 3 linii pfed transformaci a 2 po ni),
bylo pouzitim komeréné dostupnych produktd axi-cel a tisa-cel dosazeno
95 % léCebnych odpoveédi, pficemz kompletni remise tvofily 86 %. Trvaly efekt
byl pozorovan ve 12 mésicich, s PFS 70 % a OS 84 % (Durot E et al. Blood
2024). V prospektivni klinické studii faze 1 s CD20 cilenym CAR-T 3.genera-
ce MB-106 bylo lé¢eno 10 pacientd s WM (Shadman M et al. IWWM 2024).
Median pfedchozich linii 1é¢by byl 9 (rozptyl 1-12) a vSichni byli refrakterni
k 1é¢bé BTKi vcetné kovalentnich a nekovalentnich/reversibilnich inhibitord.
Specificka toxicita [éCby byla zvladnutelna (9/10 Ié€enych rozvinula syndrom
z uvolnéni cytokin® z toho Zadny >2 stupné, 1 pfipad neurotoxicity 1.stup-
né). Devét z deseti pacientd dosahlo 1é¢ebné odpovédi (3 kompletni remise,
2 velmi dobré parciélni a 4 parcialni remise). Na zakladé predbéznych vysled-
kU je pfipravovéna registracni multicentricka studie.

Zavér

Rok 2024 byl pro pacienty s diagnézou Waldenstrémovy makroglobulinémie
vyznamny diky rozvoji znalosti na molekularni Grovni onemocnéni, rychlému
pokroku v moderni diagnostice a sledovani nemoci, pozitivnim vysledkdm kli-
nickych studii, dostupnosti U¢innych a bezpecnych cilenych 1ékd a slibné per-
spektivé novych terapii.

Uvod - anotace:

Kaséak, M, Hajek, R., Minarik, J., et al.: Diagnostika a lé¢ba Waldenstromovy
makroglobulinemie. Diagnostika a lé¢ba systémové AL amyloidézy:
Doporué&eni vypracovana Ceskou myelomovou skupinou, Myelomovou sekci
Ceské hematologické spolecnosti, Kooperativni lymfomovou skupinou,
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Lymfomovou sekci Ceské hematologické spoleénosti. Transfuze a hematolo-
gie dnes 2022; 19 (Supplementum 1): 71 s.

Biologie — anotace:

Morgan G et al. Using Mutographs to Define the Molecular Landscape and
Cell of Origin of WM; oral presentation at 12th International Workshop on
Waldenstrom’s Macroglobulinemia October 17-19, 2024, Prague, Czech
Republic

Guerrera M L et al. Aberrant Expression of Spliced WNK2 Is an Early
event in MYD88-Mutated WM that Activates ERK 1/2 and supports
Tumor Growth; oral presentation at 12th International Workshop on
Waldenstrom’s Macroglobulinemia October 17-19, 2024, Prague, Czech
Republic

Sun H et al. Genomic evolution by serial single-cell sequencing iden-
tifies high tumor expression of LYN as a promoter of resistance in
Waldenstrom’s Macroglobulinemia undergoing ibrutinib monotherapy; oral pre-
sentation at 12th International Workshop on Waldenstrom’s Macroglobulinemia
October 17-19, 2024, Prague, Czech Republic

Ansell S et al. Genome-Wide DNA Methylation Analysis Reveals Epigenetic
Influence on Intracellular and Cytokine Signaling Pathways in WM Compared
to IgM-MGUS; oral presentation at 12th International Workshop on
Waldenstrom’s Macroglobulinemia October 17-19, 2024, Prague, Czech
Republic

Oakes Ch et al. Harnessing Epigenetic Signatures for Classification
of WM, oral presentation at 12th International Workshop on
Waldenstrom’s Macroglobulinemia October 17-19, 2024, Prague, Czech
Republic

Richardson K et al.; Identification of robust predictors for ibrutinib respon-
se by multiomics in MYD88-mutated Waldenstrém macroglobulinemia. Blood
Adv 2024, 8 (9): 2133-2137.

Valuskova Z et al. Mapping Immune Regulators in the Tumor Microenvironment
of Waldenstrém Macroglobulinemia; oral presentation at 12th International
Workshop on Waldenstrom’s Macroglobulinemia October 17-19, 2024,
Prague, Czech Republic

Diagnostika — anotace:

Varettoni M et al. Molecular remission is an independent predictor
of PFS in WM, oral presentation at 12th International Workshop on
Waldenstrom’s Macroglobulinemia October 17-19, 2024, Prague, Czech
Republic

Drandi D et al. Digital Droplet (ddPCR) for Detection of MYD88
L265P Variants;, oral presentation at 12th International Workshop on
Waldenstrom’s Macroglobulinemia October 17-19, 2024, Prague, Czech
Republic

Paiva B et al. Single Cell multi-omics for minimally invasive assessment of
Treatment efficacy in WM; oral presentation at 12th International Workshop
on Waldenstrom’s Macroglobulinemia October 17-19, 2024, Prague, Czech
Republic

Lécba — anotace:

Autore, F. et al. (2025), First-line treatment of Waldenstrom‘s macroglobu-
linemia in Italy: A multicenter real-life study on 547 patients to evaluate the
long-term efficacy and tolerability of different chemoimmunotherapy strate-
gies. Am J Hematol, 100: 189-191.
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Dimopoulos MA et al. Zanubrutinib Versus Ibrutinib in Symptomatic
Waldenstréom Macroglobulinemia: Final Analysis From the Randomized
Phase Ill ASPEN Study. J Clin Oncol. 2023;41(33):5099-5106. doi:10.1200/
JC0.22.02830

Benevolo G etal. Efficacy and safety of bendamustine, rituximab and bortezomib
treatment in relapsed/refractory Waldenstrom Macroglobulinaemia: results of
phase 2 single-arm FIL-BRB trial. Br J Haematol. 2024; 00: 1-9.

Paludo, J. et al. Bendamustine and rituximab (BR) versus dexamethasone,
rituximab, and cyclophosphamide (DRC) in patients with Waldenstrom
macroglobulinemia. Ann Hematol 97, 1417-1425 (2018).

Berinstein N et al. A phase Il trial of Bendamustine, Rituximab and
Acalabrutinib in previously untreated Waldenstrém’s Macroglobulinemia
(BRAWM), oral presentation at 12th International Workshop on Waldenstrom’s
Macroglobulinemia October 17-19, 2024, Prague, Czech Republic

Sarosiek S et al. Loncastuximab in Relapsed/Refractory WM; oral presentation
at 12th International Workshop on Waldenstrom’s Macroglobulinemia October
17-19, 2024, Prague, Czech Republic

Matous J et al. Sonrotoclax for Relapsed/Refractory WM; oral presentation at
12th International Workshop on Waldenstrom’s Macroglobulinemia October
17-19, 2024, Prague, Czech Republic

Shustov A et al. Multi-center Trial of Ipofosine in Relapsed/Refractory
WM; oral presentation at 12th International Workshop on Waldenstrom’s
Macroglobulinemia October 17-19, 2024, Prague, Czech Republic

Dimopoulos MA et al. Carfilzomib With and Without Ibrutinib in Frontline and
Relapsed/Refractory WM (CZAR-1); oral presentation at 12th International

Workshop on Waldenstrom’s Macroglobulinemia October 17-19, 2024,
Prague, Czech Republic

Castillo J et al. Pirtobrutinib and Venetoclax in Relapsed or Refractory
WM; oral presentation at 12th International Workshop on Waldenstrom’s
Macroglobulinemia October 17-19, 2024, Prague, Czech Republic

Buhrlage S et al. Development of IRAK1/IRAK4 Bifunctional PROTACs
(Proteolysis-Targeting Chimeras) for MYD88 mutated WM; oral presentation
at 12th International Workshop on Waldenstrom’s Macroglobulinemia October
17-19, 2024, Prague, Czech Republic

O’Conor P et al. Development of BTK/BTK -IKZF Protacs for B-Cell
Malignancies; oral presentation at 12th International Workshop on
Waldenstrom’s Macroglobulinemia October 17-19, 2024, Prague, Czech
Republic

Preliminary Efficacy and Safety of the Bruton Tyrosine Kinase Degrader
BGB-16673 in Patients with Relapsed or Refractory Waldenstrom
Macroglobulinemia: Results from the Phase 1 CaDAnCe-101 Study, oral
presentation at 66th ASH Annual Meeting and Exposition San Diego,
California, and online, December 7-10, 2024

Durot E et al.; High efficacy of CD19 CAR T cells in patients with transformed
Waldenstrém macroglobulinemia. Blood 2024; 143 (26): 2804-2807.

Sadman et al. IWWM 2024, High Efficacy and Favorable Safety of
CD20-targeted CAR-T Therapy for BTK Inhibitor-refractory Waldenstrém
Macroglobulinemia (WM)/ Lymphoplasmacytic Lymphoma (LPL)
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| CO NOVEHO V MYELOMU - OZVENY Z ASH 2024
Jakub Radocha
IV. interni hematologicka klinika LF UK a FN Hradec Krélové

Vyzkum na poli mnohocetného myelomu je v soucasné dobé dramaticky se
vyvijejicim odvétvim hematologie. Jak pfibyvd mimoradné Ucinnych terapeu-
tickych moZznosti, je studium na biologie nemoci klade stale vétsi diraz. Vyvoj
a ndzorové pfemény se odehrdvaji i na poli diagnostiky a stratifikace.

Jednou ze zasadnich novinek leto$niho roku je snaha o eliminaci nutnosti 24h
sbéru moci pro uréeni remise onemocnéni. Zasadni analyza (Banerjee et al.)
podporuje vylouceni tohoto parametru z kritérii pro stanoveni remise one-
mocnéni. Stejné tak je v soucasné dobé upousténo od pocetniho kritéria 5%
infiltrace drfené pro stanoveni remise onemocnéni (Puig et al.). Tyto historic-
ky prekonané parametry se jisté budou déle rozSifovat. Stejné tak sekvenéni
stanoveni progrese onemocnéni pro uréeni progrese je jevi jako nadbyte¢né
(Claveau et al.)

Naopak do popfedi se dostdvaji moderni diagnostické pfistupy, predevsim
imunofenotypizaéni vySetfeni periferni krve. To, Ze naprostd vétSina pa-
cientd s myelomem ma v krvi cirkulujici plazmatické buriky je jiz znamy fakt.
Jejich mnozZstvi je pak zcela nezavislym prognostickym faktorem onemocnéni
(Bertamini et al. a Ntanasis-Stathopoulos et al.) a navic, ve spojeni s ostatni-
mi nepfiznivymi parametry onemocnéni mdze predikovat rezistenci k terapii.

Je nesporné, ze moderni UCinna terapie je zatizena i rizikem zavaznych kom-
plikaci. Proto se hledaji cesty, jak omezit toxicitu stvajicich rezimd. Dobrym
prikladem mudze byt omezeni dlouhodobého uzivani steroid0, jako ve fran-
couzské studii, kdy byl ¢asné vysazovan dexamethason u starSich pacient0 se
zachovalou nebo lepsi IéCebnou Ucinnosti (Manier et al.).

Imunoterapeuticka vina dorazila velmi rychle i k mnohocetnému myelomu.
CAR-T i bispecifické protilatky jsou nyni v popredi zajmu v r0znych stadiich
onemocnéni s bezprecedentni Ié¢ebnou U¢innosti. Zasadni pozici pro bispeci-
fické protilatky se zda byt udrzovaci terapie po provedené autologni transplan-
taci. V safety kohorté pacientd s NDMM ve studii EMN30 byla po 6 mésicich
terapie pozorovany MRD negativita u 100 % pacientd, coz jsou zcel bezpre-
cedentni data (Zamagni et al.). Bez zajimavosti nezUstava informace o faktu,
Ze u nékterych CAR-T produktU je jejich efektivita snizend u pacientl po pred-
chozi autologni transplantaci (Gustine et al.).

Myelom i na prahu roku 2025 zUstava atraktivnim vyzkumnym tématem s pro-
storem pro rozvoj védy a klinické praxe.

Reference:

Banerjee, R et al. 24-Hour Urine Testing Does Not Add Value to Multiple
Myeloma Response Assessments: A Secondary Analysis of BMT CTN
0702. Blood 2024; 144 (Supplement 1): 81. doi: https://doi.org/10.1182/
blood-2024-199615

Puig, N et al. Reevaluating the IMWG Multiple Myeloma Complete Response
Criterion in the Era of Mass Spectrometry: A Critical Analysis. Blood 2024;
144 (Supplement 1): 489. doi: https://doi.org/10.1182/blood-2024-210198

Claveau, J-S et al. Eliminating the Need for Sequential Confirmation of
Response in Multiple Myeloma. Blood 2024; 144 (Supplement 1): 83. doi:
https://doi.org/10.1182/blood-2024-202098

Bertamini, L et al. Circulating Tumor Cells As a Biomarker to Identify
High-Risk Transplant Eligible Myeloma Patients Treated with Bortezomib,
Lenalidomide and Dexamethasone with or without Daratumumab during
Induction/Consolidation, and Lenalidomide with or without Daratumumab
during Maintenance: Results from the Perseus Study. Blood 2024; 144
(Supplement 1): 487. doi: https://doi.org/10.1182/blood-2024-199550
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Ntanasis-Stathopoulos, | et al. A Novel Prognostic System Based on
Circulating Tumor Cells for Newly Diagnosed Multiple Myeloma. Blood 2024;
144 (Supplement 1): 490. doi: https://doi.org/10.1182/blood-2024-194090

Manier, S et al. The IFM2017-03 Phase 3 Trial: A Dexamethasone
Sparing-Regimen with Daratumumab and Lenalidomide for Frail Patients with
Newly-Diagnosed Multiple Myeloma. Blood 2024; 144 (Supplement 1): 774.
doi: https://doi.org/10.1182/blood-2024-203045

Zamagni, E et al. Phase 3 Study of Teclistamab (Tec) in Combination with
Lenalidomide (Len) and Tec Alone Versus Len Alone in Newly Diagnosed
Multiple Myeloma (NDMM) As Maintenance Therapy Following Autologous
Stem Cell Transplantation (ASCT): Safety Run-in (SRI) Results from the
Majestec-4/EMN30 Trial. Blood 2024; 144 (Supplement 1): 494. doi:
https://doi.org/10.1182/blood-2024-205608

Gustine, J et al. Previous HDM/ASCT Adversely Impacts PFS with
BCMA-Directed CAR T-Cell Therapy in Multiple Myeloma. Blood 2024; 144
(Supplement 1): 79. doi: https://doi.org/10.1182/blood-2024-212135

E11

| CHRONICKA LYMFOCYTARNI LEUKEMIE A ASH 2024
Martin Spacek
I. interni klinika — hematologie, 1. LF UK a VFN v Praze

Terapie chronické lymfocytarni leukémie prosla v poslednich letech velkou
revoluci. Cilené Iéky jiz i bézné praxi nahradily chemoterapii a pfinesly za-
sadni prodlouzeni preziti bez progrese (PFS) i celkového preziti (0S). Mezi
hlavni skupiny cilenych 1ékd patfi inhibitory Brutonovy tyrozinkinazy (BTK)
a BCL-2 inhibitory. U Fady pacient0 jsme diky témto Iékdm schopni dosdhnout
preziti odpovidajici bézné populaci. Na konferenci ASH 2024 prezentoval J.A.
Burger souhrnnou analyzu pacientd Iécenych BTK inhibitorem ibrutinibem

v prvni linii s celkem 10letym sledovanim." Jednalo se o srovnani 490 pacient0
s CLL Ié€enych ibrutinibem (s nebo bez rituximabu) ve dvou studiich faze
3 a bézné vékové srovnatelné populaci (age-matched). V 9 letech od ran-
domizace bylo OS pacientld s CLL lé€enych ibrutinibem (+rituximab) 81,2%
a u vékové srovnatelné populace bylo OS 82,0%. V podskupiné s pacient0
s rizikovou CLL, definovanou jako nédlez del(11q), del(17p), mutace TP53 a/
nebo nemutovaného IGHV, bylo OS 79,5%.

VétSinu praci prezentovanych na ASH 2024 Ize rozdélit do nékolika tematic-
kych okruht, které odpovidaji i hlavnim trenddm vyvoje 1écby u CLL. V prvé
fadeé je to velky pfiklon k ¢asové omezené terapii v 1. linii, ktera pfina$i mnoho
vyhod, napf. nizké riziko vzniku rezistence na lé¢bu, nehrozi dlouhodoba ku-
mulace nezadoucich U¢inkd apod. MoZnosti je podavat lé¢bu po fixni dobu
(napf. 12 nebo 15 mésicl) u vSech pacientl, jako je tomu u rezimu jiz pou-
Zivanych v bézné praxi (ibrutinib + venetoklax, venetoklax + obinutuzumab),
kdy ale ¢ast pacientd mUze byt zalé¢ena nedostate¢né, nebo naopak muize
byt pro nékteré nemocné Iécba zbyte¢né dlouha. Proto dal$im konceptem je
terapie po ¢asové omezenou dobu, ktera se ale lisi podle dosazeni nedeteko-
vatelné méfitelné (minimalni) rezidualni nemoci (MRD). V fadé klinickych stu-
dii je v souCasnosti tato strategie zkouSena a zda se, Ze by toto mohla byt
vhodna cesta, jak vice personalizovat terapeuticky pFistup k CLL.

Velku vyzvou na poli CLL je v sou¢asné dobé |écba tzv. dvojité exponovanych
a dvojité refrakternich pacientl, tj. po BTK i BCL2 inhibitorech. Prognéza ze-
jména dvojité refrakternich nemocnych je velice nepfiznivd. Nastésti se ob-
jevuji nové moznosti 1éCby i téchto pacientl. Jednak jsou nekovalentni BTKi
(pfi predlécennosti kovalentnim BTKi), dale BTK degradéry a bunécna terapie
(CAR-T, bispecifické protilatky). V nasledujicim textu budou pfedstaveny vy-
brané abstrakty z konference ASH 2024.

Studie faze 3 AMPLIFY porovnavala v 1. linii fixni délku terapie kombinaci
akalabrutinib + venetoklax s nebo bez obinutuzumabu vs. chemoimunoterapie

" Burger JA et al., ASH 2024, abstrakt 4615
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(FCR nebo BR dle vybéru zkousejiciho), prezentovana byla interim analyza
s medidnem sledovani 41 mésic’.? Celkem bylo randomizovéno 867 pacientd
(AV, n=291; AVO, n=286; FCR/BR, n=290) s medidnem véku 61 let. ReZimy
AV i AVO dosahly statisticky vyznamné zlepSeni PFS oproti kontrolnimu rame-
ni (pomér rizik [HR] vs FCR/BR: 0,65 a 0,42, P=0,0038 a P<0,0001); medi-
an PFS nebyl dosazen v ramenech AV ani AVO a ¢&inil 47,6 mésice pro FCR/
BR. Nej¢astéjsi nezadouci udalosti (AE) stupné = 3 byla neutropenie ve vSech
ramenech, kterd byla hldSena u 26,8 % pacientd ve skupiné AV, 35,2 %
ve skupiné AVO a 32,4 % ve skupiné FCR/BR. Z klinicky vyznamnych AE byly
syndrom nadorového rozpadu (TLS), fibrilace sini (jakéhokoli stupné) a hyper-
tenze (stupen 23) hldSeny u 0,3 %, 0,7 % a 2,7 % (AV); 0,4 %, 2,1 % a2,1%
(AV0O); a 3,1 %, 0,8 % a 0,8 % (FCR/BR) pacientl. Nejvyssiho zastoupeni ne-
detekovatelné MRD (UMRD) dosahoval rezim AVO. Studie nebyla postavena
na porovnani rezimd AV a AVO, nicméné z prezentovanych dat Ize predbézné
soudit, ze z pridani obinutuzumabu k AV nejvice profituji pacienti s nemutova-
nym stavem IGHV (uIGHV). U nemocnych s mutovanym IGHV (mIGHV) je pfi-
nos anti-CD20 protilatky sporny.

Rezim venetoklax + obinutuzumab (VO) je s Casové fixni délkou lécby
12 mésicU je jednou z hlavnich moznosti terapie v 1. linii. Meghan C.
Thompson prezentovala data ze studie faze 2 zamérené na moznost Upra-
vy délky terapie VO podle dosazeni hloubky odpovédi na Urovni MRD.3
Délka terapie se pohybovala od 9 do 24 mésicU podle stavu MRD stanovo-
vané pomoci ClonoSEQ v cyklu 7/9 a 12. VSichni pacienti, ktefi méli nede-
tekovatelnou MRD (UMRD) v cyklu 7, ji méli i v cyklu 9 a vétSina pacient0
s detekovatelnou MRD (dMRD) v cyklu 7 méla hlubsi odpovéd v cyklu 12.
Ve 24 mésicich bylo PFS 92% a OS 95%. Dosavadni vysledky studie (pfi rela-
tivné kratkém sledovani) podporuji moznost zkraceni délky terapie venetokla-
xem u skupiny pacient a s ¢asnou a hlubokou odpovédi.

2 Brown JR et al., ASH 2024, abstrakt 1009
3 Thompson MC et al., ASH 2024, abstrakt 1010.

Diskutovanou otdzkou u CLL jsou vyhody a nevyhody pouziti dvojkombina-
ci (BTKi + BCL2i) nebo trojkombinaci (BTKi + BLC2i + anti-CD20 protilatka).
Nitin Jain prezentoval data ze studie faze Il s vyuzitim tripletu pirtobrutinib
+ venetoklax + obinutuzumab v 1. linii terapie CLL.* Lécba se zahajova-
la jednim cyklem pirtobrutinib + obinutuzumab a poté se pfidaval veneto-
klax, pficemz 90% pacientd s vysokym rizikem TLS a 86% se stfednim rizikem
mélo snizeno stupen rizika TLS jiz po tomto prvnim cyklu lé€by. Primarni
cilem bylo dosazeni uMRD (ClonoSEQ) stanovované v cyklu 7 a13. Nemocni
s dMRD na konci cyklu 13 mohli pokracovat dalSich 12 cykl0 s terapii pirto-
brutinib + venetoklax. Celkem 85% pacient0 dosahlo uMRD (<107%) v perifer-
ni krvi a 80% v kostni dfeni na konci cyklu 13. Pfi zatim kratké dobé sledovani
(12 mésicd) zadny pacient neprogredoval/nezemfel.

Novou kombinaci BCL2i a BTKi je sonrotoklax + zanubrutinib, predstave-
na byla data ze studie faze 1/1b BGB-11417-101.° Terapie byla dobfe tolero-
véna pfi davce sonrotoklaxu 160mg nebo 320mg, neobjevil se Zadny pfipad
TLS, nejcastéjSim nezadoucim UCinkem byla neutropenie. V souCasné dobé
je tato slibnd kombinace testovana ve studii faze Il CELESTIAL, kterd probiha
i na vétsiné center v CR.

Jinou strategii vyuziti MRD v |é¢bé CLL predstavila studie faze 2 HOVON158/
Next STEP.® Zkousela v 1. linii intenzifikaci 6 cykly obinutuzumab + ibrutinib
(I+0) po indukéni 1écbé ibrutinib + venetoklax (1+V) u pacientU, ktefi nedo-
sahli kompletni remise (CR) a/nebo méli detekovatelnou MRD v kostni dfeni.
Celkem 60% pacientU (33/55) dosahlo CR a UMRD v kostni dieni 9 mésicU
po intenzifikaci 1+0. Zajimavé je, ze nebyly pozorovany zadné s infuzi spoje-
né reakce (IRR) na podani obinutuzumabu. Zda se, Ze toto by mohla byt dalsi
moznd cesta vyuziti MRD, tedy neprodluZovat stejnou terapii pfi nedosazeni
UMRD, ale zvolit intenzifikaci (konsolidaci) jinou Ié¢ebnou modalitou.

4 Jain N et al., ASH 2024, abstrakt 1011.
5 Soumerai JD et al., ASH 2024, abstrakt 1012.
8 Levin MD et al., ASH 2024, abstrakt 1013.
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Novou analyzu stran MRD ze studie FLAIR prezentoval Talha Munir.” Jednalo
se o studii 1. linie s randomizaci FCR (standardné 6 cykl0) vs. rezim [+V po-
davany po dobu 2 aZ 6 let podle MRD (délka terapie byla dvojndsobkem ¢asu
do dosazeni UMRD) s moznosti restartu pfi MRD relapsu. V této analyze pfi
medianu sledovani 60 mésiclU se autofi zaméfili na vyhledani pacientl s Cas-
nou MRD odpovédi a dale ukazali délku udrzeni uMRD po jejim dosaze-
ni po 1+V. Co se tyCe bezpecnosti, nebyla v dlouhém sledovani pozorovana
Zadné nova toxicita, ale u rezimu FCR bylo dvakrat vice sekundarnich malignit
oproti I+V. Jediné faktory, které predikovaly ¢asné dosazeni uMRD byly ulIGHV
a nizké riziko TLS. Pouze 8,2% (13/159) pacientl znovu zahdjilo 1+V kvuli
MRD relapsu, z toho pouze 1 pacient s mIGHV, zbylych 12 s uIGHV, median
¢asu do MRD relapsu byl u téchto pacientd 20 mésicU.

DUlezitou otdzkou je prognosticky a prediktivni vyznam mutaci genu
TP53 v éfe cilené terapie. Obecné je mutace TP53 povazovana z CLL za ne-
gativni prognosticky faktor. Pfichod novych metod sekvenovani dal§i gene-
race (NGS) zvysil senzitivitu a umoznil spolehlivé detekovat i mutace s ,low
variant allele frequency” (low-VAF), tedy pod dfive (arbitrdrné) zavedenym
cut-off 10%. Nova doporuceni skupiny ERIC (Malc¢ikovd J et al., Leukemia
2024) jiz nadale nespecifikuji zadny cut-off pro VAF a laboratofe tak mohou
reportovat i vyrazné niz§i VAF pod 10%. Klinicky dopad téchto low-VAF mutaci
v éfe cilené [éCby je nejasny. Prace z Dana Farber Cancer Institute ukdzala, ze
low-VAF mutace jsou ¢astym nédlezem (cca tfetina pacientd s mutaci TP53).8
Celkoveé byly aberace TP53 spojeny s krat$im OS (ale median 9,3 roku Ize po-
vazovat u téchto pacient0 za velky Uspéch cilené 1é¢by oproti éfe chemote-
rapie) a asociovany s krat$im ¢asem do prvni [éCby. AvSak pacienti s low-VAF
mutacemi TP53 méli stejné OS jako pacienti bez mutace (wt). Toto pozorova-
ni bude jisté nutné potvrdit na vétsich multicentrickych souborech, resp. v kli-
nickych studiich, nicméné naznacuje, ze low-VAF mutace nemusi mit zadny
negativni dopad pfi pouziti cilené 1écby.

7 Munir T et al., ASH 2024, abstrakt 585.
8 Sungchul DC et al., ASH 2024, abstrakt 587.

Co se ty¢e novych Iéku v terapii CLL, velmi slibné vypadaji data z klinickych
studii fdze 1 BTK degradérd BGB-16673 i NX-5948.° '° V praxi zac¢ind priby-
vat pacientU se vzniklou rezistenci na BTKi a/nebo BCL2i, u nichz jsou sou-
¢asné terapeutické moznosti zna¢né limitované. Nové BTK degradéry mohou
prekonat vniklou rezistenci (véetné BTK a PLCG2 mutaci) s vysokou U&innosti
a jsou dobre tolerované. Chystaji se proto nyni dalSi faze klinického testovani,
kter4 by méla probihat i v CR.

Bunécna terapie pomoci CAR-T lymfocytU byla dosud u CLL —i v kontextu do-
stupné jiné vysoce UCinné lécby — spiSe zklamanim. Nicméné se ukazuje, ze
minimalné ¢ast pacientd s CLL mUZe z této |1écby i dlouhodobé profitovat, jak
ukazal ve své praci B.F. Frost."" Jednalo se o soubor 31 pacientd s R/R CLL
léCenych ve dvou studiich CAR-T nebo CAR-T s ibrutinibem a analyzovani byli
pouze pacienti, ktefi dosahli alespori parcidlni remise a byli minimalné 1 rok
bez progrese. Pfi medianu sledovani byl 6,5 roku nebyl u téchto nemocnych
dosazen median PFS ani OS. Signifikantné lepSi OS a PFS méli pacienti, ktefi
dosahli kompletni remise béhem 1 roku od infuze.

W. Wierda prezentoval prvni analyzu ze studie faze 1 terapie CAR-T liso-cel
s ibrutinibem u pacientd s E/R CLL."? Kompletni remise byla dosaZena
v 45%, celkova odpovéd byla 86%, uMRD4 v periferni krvi 86% a median
délky odpovédi byl 41,4 mésice. Ukazuje se tak, ze kombinace CAR-T s BTKi
mUzZe zvySovat U¢innost této terapie a snizovat toxicitu a Ze by to mohla byt
vhodnd cesta, jak CAR-T u CLL vyuZivat.

Dal§i moznosti 1é¢by zejména R/R CLL jsou bispecifické protilatky, konkrét-
né epcoritamab (CD3xCD20). Byly prezentovany vysledky ze studie EPCORE
CLL-1 (expanze a optimizace) u vyrazné predléCenych pacientd s CLL (medi-
an 4 predchozi linie).”®* Celkova odpovéd byla 61%, kompletni remise 39%,

® Thompson MC et al., ASH 2024, abstrakt 885.
°Shan NN et al., ASH 2024, abstrakt 884.
""Frost BF et al., ASH 2024, abstrakt 588.
2Wierda W et al., ASH 2024, abstrakt 887.
3Danilov A et al., ASH 2024, absrakt 883.
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median PFS byl 12,8 mésicd a medan OS nebyl dosazen. Diky postupnému
zvySovani davky, adekvatni hydrataci a pouzZiti dexamethasonu byl snizen vy-
skyt neZzadoucich U¢inkd (CRS prevazné stupen 1, Zadné pripady ICANS nebo
TLS).

U velké ¢asti nemocnych s CLL jsme jiz v sou¢asné dobé schopni diky cilené
terapii dosahovat preziti na Urovni bézné populace. Vyzvou zUstavaji zejména
mlads$i pacienti, u kterych je pochopitelné vétsi pravdépodobnost, Ze se po-
stupné stanou na dosavadni [é¢bu refrakterni, byt to mUze byt otazka fady let
i desetileti. Nejvice limitované jsou aktualni moznosti IéCby dvojité refrakter-
nich pacientd. Nastésti — jak ukazal kongres ASH 2024 - jsou i zde na dohled
nové Uc¢inné terapeutické strategie, jako jsou nekovalentni BTKi, BTK degra-
déry, bispecifické protilatky ¢i CAR-T.
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LECBA PONATINIBEM A V KOMBINACI S VENETOCLAXEM
SIGNIFIKANTNE PRODLOUZILA CELKOVE PREZITI
NA PREKLINICKEM MODELU CHRONICKE MYELOIDNI
LEUKEMIE S REZISTENCI K ASICMINIBU
Nikola Curik! 2, Adam Laznicka' 2, Jitka Kiizkova", Pavla Suchankova,
Adéla Vavrova®, Vaclava Polivkova", Eva Pokorna?, Pavel Semerak",
Pavel Burda' ?, Daniela Kuzilkova®, Tomas Kalina®, Andreas Hochhaus?,
Katefina Machova Polakova'" ?
Oddéleni molekularni genetiky, Ustav hematologie

a krevni transfuze, Praha 2, Cesko
2stav patologické fyziologie, 1. Iékal'ské fakulta

Univerzity Karlovy, Praha 2, Cesko
392, lékal'ské fakulta Univerzity Karlovy, Praha 5, Cesko
“Klinika détské onkologie a hematologie CLIP, 2. Iékal'ska

fakulta Univerzity Karlovy a FN Motol, Praha 5, Cesko
SKlinik fUr Innere Medizin Il, Friedrich-Schiller Universitidt Jena, Jena, Némecko

Uvod: Asciminib vyznamné obohatil repertoar lé&ebnych moznosti u vyraz-
né predlécenych pacientd s chronickou myeloidni leukemii (CML). V soucas-
nosti probiha klinicky vyzkum jeho vyuziti u nové diagnostikovanych pacientd
s CML se slibnymi pfedbéznymi vysledky. VOCi asciminibu v8ak mUze vznikat
rezistence spojena s mutacemi v BCR::ABL1, jejichz spektrum dosud neni pfi-
[i§ zndmé a pro které bude potfeba nalézt vhodné terapeutické feseni vCetné
moznosti kombinacni |éCby.

Cil: Cilem této EUTOS 2022 (European Treatment and Outcome Study) prace
bylo studium mutaci v BCR::ABL1 a dalSich genech spojenych s aciminibovou
rezistenci klon0 myeloblastické bunééné linie CML a stanoveni jejich citlivosti
k testované écbé in vitro a na preklinickém mysim modelu.

Metody: Sortovanim po jedné burice bylo ustaveno 8 klond linie KCL-22 s re-
zistenci k asciminibu. Klony byly charakterizovany pomoci NGS na mutace

v BCR::ABL1 a v dalSich genech asociovanych s leukemii. Testovanim jsme
u jednotlivych klond stanovili hodnoty IC, pro asciminib, ponatinib a vene-
toclax (48 hod.). Citlivost k venetoclaxu byla asociovana s hladinami vybra-
nych 17 protein0 zapojenych do apoptézy a signalizace leukemickych bunék
stanovenych metodou hmotnostni cytometrie (CyTOF). Vybrané klony (n=5)
s rdznymi mutacemi BCR::ABL1 byly pouZity na vytvofeni CDX modelu po-
lyklondlni CML s rezistenci k asciminibu. Subkutanné xenotransplantované
mysi byly ndhodné rozdéleny do 7 skupin (n=7 na skupinu) podle zpUdsobu
[écby: 1) neléCené kontroly; 2) asciminib (ASCI) 30 mg/kg t.v.; 3) ponatinib
(PONA) 25 mg/kg t.v.; 4) venetoclax (VEN) 50 mg/kg t.v.; 5) ASCI+PONA; 6)
ASCI+VEN; 7) PONA+VEN. Léc¢ba byla podavana od prvniho zachytu tumoru
peroralné 1x denné po 7 dni. Po ukonc€eni experimentu byly izolovany nado-
rové bunky a pomoci NGS analyzovany na zastoupeni jednotlivych leukemic-
kych klon0.

Vysledky: NGS analyza ustavenych asiminib-rezistentnich klon0 odhali-
la pfitomnost mutaci v kindzové doméné BCR::ABL1 u 7/8 klond: Klon B73
(A337V v myristoylové kapse), Klony B91 a D31 (K294E v misté kontaktu
s SH3 doménou), Klon C22 (L510P v myristoylové kapse), Klon C102 (E509G
v myristoylové kapse + F317L ve vazebném misté pro ATP), Klon C113 (D276G
v N-lobe) a Klon D62 (A337T v myristoylové kapse). 5/8 klond mélo specific-
ké mutace v dalSich genech asociovanych s leukemii (ASXL1, EZH1, GATAZ2,
NOTCH1, TET2, TP53, ZRSR2). Pri testovani citlivosti k vybranym lékdm in
vitro byla u v8ech klonU zjisténa rezistence k asciminibu a senzitivita k ponati-
nibu s rozdily IC_, hodnot u jednotlivych klond v rozmezi dvou Fadd. 6/8 klond
bylo rezistentnich a 2/8 senzitivni na venetoclax. Venetoclax-senzitivni klony
(C113 a D62) nesly mutace v genu ZRSR2. V senzitivnich klonech byla zjis-
téna signifikantné zvy$end hladina proteinu BCL2 a naopak signifikantné
snizené poméry hladin BCL-XL v0¢&i BCL2, BAX a NOXA. Po vystaveni vene-
toclaxu doslo v rezistentnich klonech k signifikantnimu nardstu hladiny MYC
a narUstu poméru MCL1/BCL2. Pro ustaveni CDX modelu byla vyuzita smés
klond B73, B91, C22, C113 a D62. Lécba samotnym ponatinibem a kombi-
nace PONA+VEN zpUsobily redukci tumor® pod hranici méfitelnosti od dne
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7 resp. 4 s naslednym relapsem ve dni 17 resp. 24. Oba |écebné rezimy sig-
nifikantné prodlouzily celkové prezivani (OS) mysi ve srovnani s neléenymi
kontrolami s mediany OS 34, 44 a 12 dni (p<0,001) (Obrazek 1). Kombinace
PONA+VEN signifikantné prodlouzila OS i ve srovnani se samotnym vene-
toclaxem (p<0,001) a samotnym ponatinibem (p<0,01). Analyzou néador{
zrelabovanych po vysazeni efektivnich l1é¢ebnych rezim0 byla zjisténa domi-
nantni pfitomnost klon0 D62 (A337T) a B91 (K294E). Naopak v nelécenych
a neefektivné IéCenych nadorech previadal klon C22 (L510P).

Shrnuti: Rezistence k asciminibu byla prevazné asociovana se ziskanim r0z-
nych mutaci lokalizovanych po celé kindzové doméné BCR::ABL1 proteinu.
V8echny mutace zachovavaly citlivost bunék k ponatinibu in vitro. Citlivost
bunék k venetoclaxu byla spojena s mutacemi ZRSR2, vysokou hladinou pro-
teinu BCL2 a nizkymi poméry hladin BCL-XL vO¢&i BAX, BCL2 a NOXA. Testovani
na preklinickém mysim modelu ukézalo, Ze kombinace PONA+VEN efektivné
potlacovala r0st nadoru in vivo se signifikantné zlepSenym OS jak ve srovnani
s kontrolami, tak obéma Iéky podavanymi samostatné.

Podpora: EUTOS 2022, MZCR - IPO (UHKT, 00023736), GA UK 492222, AZV
NW24-03-00056
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CLINICAL EFFICACY AND SAFETY OF FIRST-LINE
NILOTINIB OR IMATINIB THERAPY IN PATIENTS
WITH CHRONIC MYELOID LEUKAEMIA
- NATIONWIDE REAL LIFE DATA
Petra Bé&lohlavkova", Daniela Za¢kova?, Hana Klamova®, Edgar Faber?,
Michal Karas®, Luka$ Stejskal®, Eduard Cmunt”, Olga Cernd®,
lvana JeZi$kova?, Katefina Machovéa Polakova?, Pavel Zak",
Tereza Jurkova®, Marika Chrapava®, Jifi Mayer'®
"University Hospital Hradec Kralove and Charles University,
Prague, Czech Republic, Hradec Kralove, Cesko
2University Hospital Brno and Masaryk University,
Brno, Czech Republic, Brno, Cesko
3Institute of Haematology and Blood Transfusion,
Prague, Czech Republic, Prague, Cesko
“University Hospital Olomouc and Palacky University,
Olomouc, Czech Republic, Olomouc, Cesko
®University Hospital Plzen and Charles University,
Plzen, Czech Republic, Plzen, Cesko
®University Hospital Ostrava and Ostrava University,
Ostrava, Czech Republic, Ostrava, Cesko
"General University Hospital and Charles University,
Prague, Czech Republic, Prague, Cesko
8University Hospital Kralovske Vinohrady and Charles
University, Prague, Czech Republic, Prague, Cesko
YInstitute of Biostatistics and Analyses, Masaryk
University, Brno, Czech Republic, Brno, Cesko
"9University Hospital Brno and Masaryk University, Brno, Czech
Republic, Brno, Cesko and Central European Institute of Technology
(CEITEC) Masaryk University, Brno, Czech Republic, Brno, Cesko

Background:

Currently, four types of TKls (imatinib, nilotinib, dasatinib, and bosutinib) are
used as the first-line treatment for patients with newly diagnosed chronic
myeloid leukaemia- chronic phase (CML-CP). Selection of an appropriate
first-line therapy can be difficult as both the unique characteristics of each
TKI and patient needs to be taken into account to find the optimal match.

Aims:

To better understand possible advantages and disadvantages of front line
treatment options, we analysed the real-life, Czech nationwide CML patients
database INFINITY.

Methods:

A total of 984 CML-CP patients were retrospectively evaluated: 821 (83.4%)
received first-line imatinib therapy, while 163 (16.6%) initiated treatment with
nilotinib. A propensity score analysis was performed to eliminate imbalances
(age, sex, performance status, disease stage, and comorbidities) between
the treatment groups (Table; Imatinib all, n=821; Nilotinib, n=163; Imatinib
matched, n=163; Imatinib unmatched, n=658 patients).

Results:

Patients treated with nilotinib achieved complete cytogenetic response (CCyR)
and major molecular response (MMR) faster than those matched imatinib
treated patients (p < 0.001; p < 0.001). We found that first-line nilotinib
treatment did not confer a benefit on 5-year overall survival (OS) between the
matched imatinib and nilotinib groups (90.5% vs. 94.4%, p = 0.602. Patients
in the imatinib-unmatched group had the worst survival (86.3%) (Figure).
However, regarding the disease-specific survival, there was no difference
between the imatinib-matched and the nilotinib cohorts, nor there was
a difference between all the four groups evaluated. The explanation lies in the
older age and comorbidities in imatinib unmatched groups. Nilotinib-treated
patients had better failure-free survival (FFS) and event-free survival (EFS)
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than imatinib-matched patients (FFS: 71.7% vs. 54.3%, p = 0.040; EFS:
71.7% vs. 53.5%, p = 0.025).

Conclusion:

This retrospective, real-world analysis, with long-term follow up did not
show any benefit of frontline nilotinib treatment with respect to OS and PFS,
but it demonstrated a higher FFS and EFS, and faster achievement of CCyR
and MMR in the nilotinib cohort. The results showed that imatinib is still
a preferred and effective choice for the first-line TKI treatment of CML-CP in
the Czech Republic, especially for older patients with comorbidities.

This work was supported by DRO (UHHK, 00179906) and the Cooperatio
Program.

The project National Institute for Cancer Research (Programme EXCELES,
ID Project No. LX22NP0O5102) is funded by the European Union - Next
Generation EU.
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DIFFERENTIAL RESPONSE TO ATR/CHK1 INHIBITION
IN PRELEUKEMIA AND TRANSFORMED LEUKEMIA IN
AN MLL-ENL MODEL OF LEUKEMOGENESIS REFLECTS
ENRICHMENT FOR MYC-TRANSCRIPTIONAL PROGRAM
Pavla Chaloupkova', Lubos Janotka®, Jan Gursky", Nikola Niederlova®,
Monika Horvathova", Zuzana Jurtik Korbasova", Pavla Koralkova®,
Jiri Bartek? ®, Vladimir Divoky"

""Department of Biology, Palacky University Olomouc, Olomouc, Cesko
2Department of Medical Biochemistry and Biophysics,

Karolinska Institute, Stockholm, Svédsko
3Danish Cancer Institute, Copenhagen, Dansko

We study a dual role of ATR/Chk1 signaling in preleukemia and fully
transformed AML and their vulnerability to specific inhibitors (i). We previously
reported oncogeneinducible MII-ENL mouse model, with AML evolving from
preleukemia after a long latency period (Takacova et al, PMID: 22516260),
where the activation of ATR/Chk1- and ATM/Chk2-mediated checkpoints
contributed to an intrinsic DDR barrier preventing full leukemia development.
Experimental suppression of this barrier by ATR/ATMi caffeine promoted the
progression of preleukemia to leukemia. We hypothesize that in preleukemia,
ATR/Chk1 DNA damage response (DDR) checkpoint activation serves as part
of intrinsic anti-cancer barrier, while in leukemia, ATRdependent signaling is
essential for leukemia cell proliferation and survival.

We tested the consequences of ATR/Chk1 inhibition during MII-ENL
leukemogenesis, using ceralasertib (ATRi1, p.o. 25 mg/kg), elimusertib
(ATRi2, p.o. 50 mg/kg) and AZD7762 (Chk1i, i.v. 25 mg/kg), 3-5 times weekly,
1-6 months, using the preleukemic mice. We also created a cell culture model
(MEER) by obtaining c-kit cells from bone marrow (BM) of MII-ENL mice and
adapting these cells to FLT3 ligand for growth.

Transcriptome of cells isolated from spleens of MII-ENL mice during early
preleukemia, late preleukemia (progression) and transformed leukemia
revealed an enrichment for E2F target genes in early preleukemia. The DNA
repair program was significantly activated in the late preleukemia stage, with
the beginning of switch from E2F to Myc signature. Ambra1, a regulator of
G1/S phase transition and genomic integrity in tumorigenesis (Maiani et al,
PMID: 33854232), was downregulated compared to early preleukemia. In
transformed leukemia, the most significantly enriched gene set was the Myc
transcriptome; Ambral levels remained low compared to early preleukemia,
implicating therapeutic ATR/Chk1 targeting at this stage (Murga et al, PMID:
221206672; Maiani et al).

Provision of the milder ATRIi1 to preleukemic mice led to an increase of
immature c-kit /Mac-1 cells in BM and spleen, increased rate of leukemic
transformation and shorter survival. Administration of Chk1i also resulted
in an increase of the immature myeloid cell subset. Consistently, our data
revealed the weakening of antiproliferative barrier as a result of DDR
signaling attenuation by ATR/Chk1 inhibition. More potent ATRi2 revealed in
vivo toxicity to hematopoiesis, but did not specifically eliminate preleukemia
MII-ENL cells.

We then tested whether targeting of the DDR pathway in the late preleukemia,
promoting proliferation of immature MII-ENL cells, has the potential to induce
specific synthetic lethality with oncogenic kinase inhibition. In vitro, MEER
cells showed high sensitivity to JAK2i ruxolitinib (RX, IC50 24 nM), higher than
to the tested FLT3i. Addition of RX (p.o. 90 mg/kg, 5 times weekly, 3 months)
to caffeine administration in the late preleukemia did not change the rate of
transformation into AML. Exposing transformed MII-ENL myeloid progenitors
to RX ex-vivo did not affect their survival or plating efficiency, only partially
decreased cellularity of colonies in high RX concentrations.

Finally, an in-vivo model of transformed AML was created by serial
transplantation of MEER cells into SCID mice. Tertiary recipients were treated
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with the above-mentioned DDR inhibitors/doses. Only ATRi2 significantly
extended overall survival compared to ATRi1, Chk1i or vehicle treatment
in transformed leukemic mice. We observed the induction of robust DNA
damage, resulting in leukemia cells failing to proceed through the cell cycle
and arresting in the S phase or dying.

In summary, we show differential response to ATRi/Chk1i in preleukemia vs.
fully transformed AML, reflecting threshold of DDR signaling (Bartek et al,
PMID: 22218289) and extent of enrichment for Myc-driven transcriptional
program. The suprathreshold levels of DNA damage and cell death was
achieved only in Myc-driven transformed cells. In preleukemia, attenuation
of ATR/Chk1 checkpoint promotes the development of leukemia from
preleukemia. Combinatory targeting of DDR components and activated
oncogenic signaling to induce synthetic lethality in preleukemia stage of MLL
remains to be fully elucidated.

Grant support: Czech grant agencies projects NU21-03-00338, GACR-24-11730S,
LX22NPO5102, JG_2023 016.

P.C. and L. J. share co-first authorship.

FLOW - CYTOMETRIC MRD DETECTION IN PEDIATRIC
T-ALL: A CONSENSUS-BASED STANDARDIZED APPROACH
Michaela Reiterova", Saskia Kohlscheen?, Oscar Maglia®, Simona Sala?®,
Angela Schumich®, Margarita Maurer-Granofszky®, Giovanni Faggin®,
Pamela Scarparo®, Zuzana Sestakova®, Peter Svec?”, Tamar Feuerstein®,
Helly Vernitsky®, Barbara Buldini*> ', Michael Dworzak* 12,
Monika Briggemann?, Giuseppe Gaipa®, Tomas Kalina"
CLIP-Department of Pediatric Hematology and Oncology, Second Faculty of
Medicine, Charles University and University Hospital Motol, Prague, Cesko
2Department of Hematology, University of Schleswig-Holstein, Kiel, Némecko
3Tettamanti Center, Fondazione IRCCS San Gerardo dei Tintori, Monza, Italie
4St. Anna Children’s Cancer Research Institute (CCRI), Vienna, Rakousko
Women's and Child Health Department, University of Padova, Division of
Pediatric Hematology, Oncology and Stem Cell Transplant, Padova, Italie
®Department of Laboratory Medicine, National Institute
of Children’s Diseases, Bratislava, Slovensko
"'Department of Pediatric Hematology and Oncology, National
Institute of Children’s Diseases, Bratislava, Slovensko
8The Rina Zaizov Division of Pediatric Hematology-Oncology,
Schneider’s Children‘s Medical Center, Petah Tikva, Izrael
9YHematology Lab, Sheba Medical Center, Tel Hashomer, Izrael
19Pediatric Hematology, Oncology, Hematopoietic Cell and Gene Therapy
Research Area, Istituto di Ricerca Pediatrica (IRP), Padova, Itdlie
"Department of Pediatrics and Adolescent Medicine, St. Anna
Children’s Hospital, Medical University of Vienna, Vienna, Rakousko
12| abdia Labordiagnostik, Vienna, Rakousko

Background:

T-cell acute lymphoblastic leukemia (T-ALL) accounts for 15% of all newly
diagnosed pediatric ALL patients. A risk-based stratification approach is
successful in identifying patients at risk of relapse, whose treatment is very
poor. The most important high-risk factor is measurable residual disease
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(MRD), which is measured by either polymerase chain reaction (PCR) or flow
cytometry (FC).

Aims: Within the international collaboration of AIEOP-BFM Flow laboratories,
we aimed to develop and optimize a standardized approach for MRD
measurement in T-ALL using a fixed analysis strategy. The developed tubes
should be suitable for both 8-color and 12-color cytometers, according to the
available optical configurations.

Methods: Based on the survey among the groups, we reached a consensus
on backbone and additional markers to be included in both 8-color and
12-color tubes for T-ALL MRD. The 8-color panel included 2 tubes with
surface markers only and 1 tube with intracellular CD3, and the 12-color
panel included 1 surface and 1 intracellular tube. Custom-manufactured
tubes with dried antibodies for backbone markers were tested in parallel with
local panels evaluated by a local expert (“local standard”) in 8 laboratories.
Standard operating procedure (SOP) including nucleated cell staining and
lysing methodology was optimized, leading to the validation of the final
third version of the SOP. A total of 64 diagnostic and 67 day 15 (d15)
samples were acquired. We designed 3 fixed gating strategies (“fixed
gating”) to identify blast cells in parallel with global expert evaluation of
T-ALL MRD tubes (“expert gating”). Each strategy consisted of (1) basic
steps to identify T cells and (if possible) excluding NK cells (by e.g. CD7,
CD5, CD16+CD56), (2) identification of atypical blasts with tube specific
aberrant markers (e.g. CD48, CD34, CD99) and (3) fine tuning cluster gating
(with e.g. CD4, CD8, CD5, CD45).

Results: By analyzing the diagnostic samples, we proved that the optimized
tubes allow the identification of blast cells. The proportion of blasts by
expert gating correlated with the local standard value (Spearman R=0.85
for surface tubes of both 8-color and 12- color panels, p<0.0001). We
then applied expert gating and fixed gating strategies to d15 samples
(Figure 1). Expert gating correlated with the local standard (Spearman

R=0.9 for all surface tubes, p<0.001). When we applied the fixed gating
strategies and selected the one that best fitted the case, we reached Spearman
R=0.89 (p<0.0001) for surface tubes. FC MRD results on d15 significantly
correlated with PCR MRD values (n=20) when applying both expert and best
fixed gating strategies (Spearman R=0.74 and R=0.76, respectively). A similar
correlation was observed for PCR MRD with local standard analysis (Spearman
R=0.79). With respect to 3 MRD categories (0-0.1%; 0.1-10%; 10-100%),
91% and 77% of patients would reach the same category as local standard
using expert gating and best of fixed gating strategy, respectively. These
findings could reflect the heterogeneity of the T-ALL immunophenotype,
which cannot always be fully covered by the fixed approach.

Summary/Conclusion: In conclusion, we have successfully developed
a standardized approach for T-ALL MRD measurement to be used in the
frame of BFM-oriented clinical trials. Although T-ALL represents a subgroup
of childhood ALL, thanks to the international collaboration, we were able
to collect a high number of samples suitable for assessment and validation
of the analytical protocol. Our work shows that although the T-ALL is
a heterogeneous disease and some cases still need an expert analytical
approach, in most cases, fixed analysis leads to valid results.

Charles University Research Centre program No. UNCE/24/MED/003
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SIGNIFICANT OUTCOME IMPROVEMENT OF THE
ENTIRE R/R DLBCL POPULATION RECEIVING
THIRD LINE THERAPY IN THE CAR T-CELL ERA
Prokop Vodicka", Andrea Janikova?, Robert Pytlik®, Kamila Polgarova",
Alice Sykorova®, Franti$ek Folber?, Juraj Duras®, Katefina Steinerova®,
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®Hematologicko-onkologické oddéleni, Lékarska fakulta Univerzity
Karlovy a Fakultni nemocnice Plzen, Plzen, Cesko
"Hemato-onkologicka klinika, Lékarska fakulta Univerzity Palackého
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8Interni hematologicka klinika, 3. Iékarska fakulta Univerzity Karlovy
a Fakultni nemocnice Kralovské Vinohrady, Praha, Cesko
9Datacentrum, Kooperativni Lymfomova Skupina, Praha, Cesko

Background.

The prognosis of patients with relapsed/refractory (R/R) diffuse large B-cell
lymphoma (DLBCL) is dismal. Emerging therapy such as T-cell engaging
therapy (CAR T-cell or bispecific antibodies, BiAbs), along with approaches
like antibody-drug conjugates (ADCs) could improve their outcome. The
CAR T-cell therapy for 3 line (L3) and beyond was approved by the EMA in
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2018. Its usage began in Czech Repubilic in selected cases in 2020, and it has
been integrated into clinical practice since 2021. Simultaneously, there has
been growing access to BiAbs and ADCs in clinical trials, through the named
patient programs or via insurance reimbursement.

Aims.

To assess the outcome of the whole R/R DLBCL population treated with L3
therapy in the era immediately preceding and following CAR T-cell treatment
introduction.

Methods.

We conducted a comparative analysis of outcome over a 5.5-year period
divided by the implementation of CAR T-cell therapy consisting of: 3 years
before (2018 to 2020: preCAR-era) and 2.5 years after (2021 to June
2023: CAR-era). Consecutive patients who required L3 therapy within this
timeframe in the referral centers and were treated with R-CHOP-like regimen
as their 1 line treatment were included. Prospectively collected data within
the NiHIL project (NCT03199066) of the Czech Lymphoma Study Group were
used for the analysis. Both the whole cohort as well as CAR T-cell eligible
subpopulation (defined by age <75 years and PS ECOG <2) were analyzed.
Outcomes included response evaluation (overall response or complete
remission rate — ORR or CR-R), event-free survival (EFS; event was defined as
progression, death, or 4™ line treatment) and overall survival (OS).

Results.

A total of 258 patients were evaluated; 135 in the preCAR-era and 123 in the
CAR-era. The median age at L3 initiation was 67 years; 215 (83%) patients
had PS < 2 and 212 (82%) were < 75 years of age. The CAR T-cell eligible
population consisted of 179 patients; 90 in preCAR-era and 89 in CAR-era.

There was a shift in the L3 treatment modalities from the preCAR-era to the
CAR-era. We observed a decrease of “salvage” regimens (usually attenuated)
from 37% to 24% and “other” regimens from 50% to 28%. On the contrary,

there was observed an increase of Pola-BR from 4% to 11%, the “study”
treatment including BiAbs from 4% to 7%, CAR T-cell therapy from 5% to
30% (p<0.01).

The outcome of the entire CAR-era population was significantly improved,
with an ORR increase from 29% to 42% (p<0.02) and CR-R increase from 19%
to 33% (p<0.02), which was translated into a significant event risk reduction
with HR 0.74 (p<0.04; 95%CI 0.56-0.97); median EFS 5.3 vs 3.9 months (Fig.
1A). There was a trend toward better OS (HR 0.81, p=0.16).

The improvement in the CAR-era was notable in the CAR T-cell eligible
population, with an ORR increase from 25% to 45% (p<0.02) and a CR-R
increase from 21% to 34% (p<0.05), with significant event risk reduction
with HR 0.65 (p<0.02); EFS median 6.5. vs 4.1 months (Fig. 1B). A trend
towards a reduced risk of death was observed, with HR 0.71 (p=0.07; 95%ClI
0.49-1.03). The median OS extended numerically from 7.7 to 12.5 months
(Fig. 1C).

Conclusion.

Our analysis demonstrates the significant EFS improvement in the CAR-era
defined as event risk reduction by 26% for the whole R/R DLBCL population
receiving L3 therapy, which is particularly pronounced in the CAR T-cell
eligible subgroup by 35% risk reduction. A notable trend towards OS benefit
(median 12.5 vs. 7.7 months) is present. The CAR T-cell therapy along with
other modalities lead to the significant outcome improvement of the entire
R/R DLBCL population in the recent CAR T-cell era.

Supported by the grant NU21-03-00411, Charles University HemOnco
Cooperatio Program.

SCHEMA PROGRAMU << 79



L , OBSAH SCHEMAPROGRAMU  { 80
25. PRAZSKE HEMATOLOGICKE DNY >> KAM NAS POSOUVA TO NEJLEPS[ Z CESKE

Hematolog ie 202 5 A SVETOVE HEMATOLOGIE

SBORNIK ABSTRAKTU

FIXED-DURATION EPCORITAMAB + R2 DRIVES DEEP AND
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Introduction: Epcoritamab, a CD3xCD20 bispecific antibody, has been
approved as a single agent for the treatment of relapsed or refractory (R/R)
diffuse large B-cell lymphoma and follicular lymphoma (FL) after 22 lines of
systemic therapy based on results from the phase 1/2 EPCORE® NHL-1 trial
(NCT03625037). For patients (pts) with R/R FL, rituximab + lenalidomide
(R2) is an approved and widely accepted regimen based on results from
the AUGMENT trial (overall response rate [ORR], 78%; complete response
[CR] rate, 34%; estimated 2-y progression-free survival [PFS], 58%). There
exists a clear need for improvement of outcomes, especially for pts with
high-risk features, including disease progression within 24 mo of first-line
chemoimmunotherapy (POD24) or primary/double-refractory disease, for
whom there is no established standard of care. Previously, in arm 2 of the
EPCORE NHL 2 trial (phase 1b/2; NCT04663347), fixed-duration epcoritamab
+ R2 showed encouraging antitumor activity and a manageable safety profile
in a large population of pts with R/R FL, including high-risk pts (Merryman
et al, ASCO 2023). Here, we present long-term follow-up beyond 2 y and
minimal residual disease (MRD) analysis for the first time.

Methods: Adults with R/R CD20+ FL received subcutaneous epcoritamab +
R2 for up to 12 cycles (Cs; 28 d each). Epcoritamab was administered with
a 2-step (0.16 and 0.8 mg) step-up dosing (SUD) regimen in C1 and 48-mg
full doses either QW in C1-3, Q2W in C4-9, and Q4W in C=10 (arm 2a) or QW
in C1-2 and Q4W in C23 (arm 2b) for up to 2 y. MRD analysis was performed
on peripheral blood mononuclear cell samples collected at prespecified time
points (clonoSEQ® assay, Adaptive Biotechnologies) and quantified as tumor
clones detected per 1 x 106 nucleated cells. The primary endpoint was ORR
per Lugano criteria.

Results: As of May 15, 2024, 111 pts with R/R FL had received epcoritamab
48 mg + R2. Median age was 65y, 61% had stage IV disease, and 57% had
only 1 line of prior treatment. Most pts had received alkylating agents (93%)
and anthracyclines (64%); 3% had received prior CAR T. At a median follow-up
of 25.3 mo (range, 2.4+ to 34.1), 17 pts (15%) were still on treatment,
41 (37%) completed treatment per protocol, and 53 (48%) discontinued
treatment (progressive disease, n=18; AEs, n=22; pt withdrawal, n=7; death,
n=1; COVID-19 control measure, n=1; and other reason, n=4 [investigator
decision]).

The ORR was 96%, and CR rate was 87%. CR rates were similarly high
regardless of high-risk features: primary refractory (n=39)/non—primary
refractory (n=72), 90%/86%; double refractory (n=39)/non-double refractory
(n=72), 82%/90%; POD24 (n=42)/non-P0OD24 (n=69), 79%/93%. Estimated
24-mo PFS and overall survival rates were 70% and 90%, respectively. At
24 mo, an estimated 69% of responders remained in response (duration of
response; DOR), and an estimated 75% of complete responders remained in
CR (duration of CR; DOCR). MRD status was assessed in 73 evaluable pts; of
these, 64 (88%) became MRD negative.

With the majority of pts being enrolled and treated during the global COVID-19
pandemic, COVID-19 was reported in 57% of pts and led to epcoritamab
discontinuation in 11% of pts; COVID-19 events included 5 grade (G)
5 treatment-emergent AEs (TEAEs; COVID-19, n=3; COVID-19 pneumonia,
n=2). The other most common TEAEs were neutropenia (62%) and CRS
(51%). CRS events with this 2-step SUD regimen were mostly low grade
(38% G1, 12% G2, 2% G=3) and primarily occurred following the first full
dose on C1D15; all resolved, and none led to epcoritamab discontinuation.
ICANS occurred in 1 pt (G1) and resolved.

Conclusions: With more than 2 y of follow-up, fixed-duration epcoritamab +
R2 continued to show deep and durable responses (CR rate, 87%; estimated
24-mo DOCR, 75%) in pts with R/R FL, irrespective of high-risk features.
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Considering limitations of cross-trial comparisons, these results (estimated
2-y PFS, 70%) compare favorably with those reported for R2 alone in the
AUGMENT trial (estimated 2-y PFS, 58%). The depth of responses was
underscored by MRD negativity in 88% of evaluable pts. There were no new
safety findings, and the safety profile remained consistent with previous
reports. Epcoritamab + R2 is being studied further in the ongoing, randomized,
phase 3 EPCORE FL-1 trial (NCT05409066).
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EXPRESSION OF GERMLINE JAK2 R1063H IN MICE POSES
INCREASED RISK OF THROMBOSIS AND INTERFERES
WITH NORMAL HEMATOPOIETIC DEVELOPMENT
Lucie Lanikova", Veronika Zimolova", Monika Burocziova?,
Lubos$ Janotka®, Alena Pecinova®, David Kundrat®, Vladimir Kofinek",
Vladimir Divoky®
"LaboratoF bunééné a vyvojové biologie, Ustav molekularni
genetiky AV CR, v. v. i., Praha 4, Cesko
2 aboratof hematoonkologie, Ustav molekularni
genetiky AV CR, v. v. i., Praha 4, Cesko
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“Bioenergetika, Fyziologicky Ustav AV CR, v. v. i., Praha 4, Cesko
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Background: We have previously described and functionally characterized
the JAK2 R1063H germline variant, cooperating with the JAK2 E846D in
a case of hereditary MPN with erythrocytosis and megakaryocytic atypia
(PMID: 27389715) or with the acquired JAK2 V617F causing increased
JAKZ2 signaling and higher disease severity in patients with essential
thrombocythemia. In 28% of double mutant patients (4/14) there was at least
one thrombotic event during the course of the disease (PMID: 30377194).

Aims:The aim of this study is to investigate germline Jak2 variant’s role
in myeloproliferative disorders and its potential in myeloid malignancy
predisposition.

Methods: The mouse model bearing Jak2 R1063H mutation was created
using microinjection of synthesized R1063H ssODNs, sgRNA mRNA and
Cas9 protein into C57BL6/N-derived zygotes. In order to intensify a possible
effect of the mutation, we bred and analyzed the knock-in Jak2 R1063H
homozygous mice.

Results: In the cohort of Jak2 R1063H mice, we observed a relatively high
frequency of sudden death in mice with median overall survival of 215 days
(5/15) in comparison with the control group (0/15). The level of D-dimers,
as a marker of thrombosis, was found statistically increased in the Jak2
R1063H group. Bioenergetic alterations in Jak2 R1063H platelets (PLT)
suggested elevated basal mitochondrial respiration and demonstrated
strong enrichment of fatty acid metabolism genes, including CD36. The Jak2
R1063H mice display increased PLT counts when compared to wild-type
(wt) mice during lifespan. The observed trend towards increased PLT is fully
transplantable suggesting cell autonomous defect of Jak2 R1063H bone
marrow. Despite increased PLT counts, the plasma thrombopoietin (TPO)
level is normal whereas erythropoietin (EPO) levels are increased without
marked erythrocytosis. The co-immunoprecipitation experiments with
human EPO and TPO receptors (EPOR/TPOR) and JAK2 variants suggest
increased TPOR and decreased EPOR binding with JAK2 R1063H kinase,
possibly explaining the hematological phenotype. Also experiments with
humanized mouse model of EPOR (PMID: 11158582) crossed with Jak2
R1063H mice supported these findings, where anemia due to hypoactivation
of wt human EPOR signaling is more severe in Jak2 R1063H mice and mild
thrombocytosis is still present in the double mutants. The Jak2 R1063H
model displays increased number of long-term hematopoietic stem cells
(HSC) (3 months) and shift to increased short-term HSC and multipotent
progenitors with aging (12 months) suggesting altered HSC function. The
myeloid progenitor cells (LK) are significantly increased in Jak2 R1063H mice
due to disproportionately increased megakaryocytic/erythroid progenitors
over other myeloid progenitors at 3 months of age. The LK compartment
is compromised in old Jak2 R1063H mice due to substantial myeloid bias
by disproportionately increased CMP cells and marked decreased MEP
cells, explaining the more pronounced anemia of aging in these mice. The
RNA-seq profiling of HSC populations showed remodeling of bone marrow
which may contribute to myeloproliferation surprisingly without cell intrinsic
inflammatory signature. The Jak2 R1063H HSC transduced with MLL-AF9
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oncogene showed increased replating capacity and increased sensitivity to
Ruxolitinib.

Summary/Conclusion: In conclusion, our results confirm a direct effect of
germline Jak2 R1063H mutation on platelets behavior, EpoR/TpoR signaling
and HSC biology, suggesting that the variant may represent a risk factor for
BM remodeling in the process of myeloid cell transformation. Grant support:
AZV CR NU21/03/00338.

COMPOSITION AND FITNESS OF T AND NK

CELLS IN EXTRAMEDULLARY MYELOMA

TUMOR MICROENVIRONMENT

David Zihala™ 2, Anjana Anilkumar Sithara' 2, Veronika Kapustova' ?,
Ondrej Venglar" 2, Eva Radova' ?, Lucie Broskevi¢ova' 2, Jan Vrana' ?,
Serafim Nenarokov' 2, Daniel Bilek" 2, Ludmila Murornova' ?,

Tereza Popkova" 2, Jana Mihdlyova' ?, Hana Plonkova?,

Sandra Charvatova' ?, Kamlesh Bisht®, Hongfang Wang?,

Helgi Van de Velde?®, Michal Simicek' 2, Tereza Sevéikova' 2,

Roman Hajek" ?, Tomas Jelinek" ?

"\Ostravska univerzita, Ostrava, Cesko

2Fakultni nemocnice Ostrava, Ostrava, Cesko

¥Sanofi, Massachusetts, Spojené staty

Background:

Extramedullary disease (EMD) is an aggressive manifestation of multiple
myeloma (MM), when clonal plasma cells (PCs) become independent on the
bone marrow (BM) microenvironment and invade distant tissues and organs.
The incidence of EMD is increasing and is associated with drug resistance and
poor prognosis. The efficacy of modern immunotherapy is highly dependent
on the patient’s own immune system. However, there is limited knowledge

about the composition of the EMD microenvironment and the fitness of its
effector immune cells.

Aims:
To investigate the composition and fitness of T and NK cells in extramedullary
tumor and corresponding BM microenvironment

Methods:

Biopsy of EMD soft tissue tumor was performed in relapsed/refractory MM
patients and samples were processed immediately after surgery (Jelinek,
Leukemia, 2024). Single-cell RNAseq was performed using Chromium GEM
Single Cell 3 reagent kit v3.1 (10x Genomics) and cell suspensions from
7 EMD tumors, 5 BM from time of EMD relapse (EMD_BM, 4 paired with EMD
tumors), and 5 unrelated RRMM_BM without EMD. The computational pipeline
combined scanpy python framework and R packages SoupX for ambient RNA
filtering and scDblFinder for doublet removal. Cytotoxicity and dysfunctional
score of T cells were based on Li et al.,, 2019, Cell. For flow cytometry
(FC) assessment, four 8-color panels were used consisting of CD3, CD4,
CD8, CD16, CD27, CD45, CD45RA, CD56, CD57 as backbones (and other
activation or inhibitory molecules) for dissection of T and NK cell subsets in
EMD (N=6) and EMD_BM (N=5).

Results:

Single-cell RNA-seq analysis yielded a median of 3,489, 1,409, and 4,611
cells for EMD, EMD_BM, and RRMM_BM samples, respectively. The median
proportion of PCs was 92% for EMD and 36% for RRMM_BM samples.
Interestingly, the median number of PCs in EMD_BM samples was only 0.2%.
The median proportion of cells in the T/NK cluster was 7% for EMD, 18% for
EMD_BM, and 20% for RRMM_BM.

Semi-automated cell type annotation using Celltypist, the Leiden clustering
algorithm, and literature review resulted in the identification of 7 distinct
T cell and 2 NK cell clusters. We observed a substantially lower number
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of CD4+ T cells in EMD compared to unrelated RRMM_BM (median 2% vs
31% of T cells; p = 0.02) and EMD_BM (12%; p = 0.05). Importantly, this
finding was validated by FC (median 10.7% vs 31.6% for EMD vs EMD_BM;
p = 0.05). The remaining six T cell clusters were all CD8+ with markedly
lower estimated cytotoxicity (e.g. FAM65B, IL7R, PLEK, etc.) and dysfunction
(e.g. LAG3, TIM3, PD1, TIGIT, etc.) scores in EMD compared to EMD_BM
or RRMM_BM. This trend was attributed to different composition of T cells
between the groups. EMD had the highest proportion of cells in clusters
with low cytotoxicity and high dysfunction, including CD8_proliferating_
MKI67 (median 14% vs 2% and 0.2%; p = 0.03 and 0.02 for EMD_BM and
RRMM_BM), CD8_exhausted-like_Tox (3% vs 0% and 0%; p = 0.09 and 0.13),
and in the cluster specific almost exclusively for EMD that we annotated as
CD8_MTRNR2L12 (19% vs 2% and 1%; p = 0.05 and 0.05). Additionally,
using FC we found an increased percentage of T cells positive for exhaustion
marker PD-1 (39.4% vs 15.9%; p = 0.03) in EMD compared to EMD_BM and
higher proportion of central memory CD8+ T cells (61.9% vs 31.9% of CD8+
T cells).

Analysis of NK cell compartment revealed significantly higher proportion
of CD16- NK cells (median 70.3% vs. 7.5% and 6.8%; p=0.007 and 0.003)
compared to CD16+ cytotoxic NK cells (29.7% vs. 92.5% and 93.2%),
a well-known phenomenon in solid oncology (Rebuffet et al. 2024, Nature
Immunology). This finding was further confirmed by FC (37.9% vs 7.6% of
total NK cells; p = 0.016). Importantly, CD16- NK cells from EMD exhibited
significantly higher expression of inhibitory receptor NKG2A compared to
EMD_BM (p < 0.001).

Conclusion:

In this study, we revealed that majority of T cells in EMD tumor
microenvironment are CD8+ T cells with impaired cytotoxicity and increased
exhaustion compared to BM CD8+ T cells. For the first time, we demonstrated
that NK cells infiltrating EMD tumors are represented dominantly by CD16- NK
cells (in contrast to BM) resembling the situation in solid cancers. Moreover,

EMD CD16- NK cells have significantly higher expression of NKG2A checkpoint
compared to BM CD16- NK cells suggesting potential therapeutic opportunity
with NKG2A inhibitors in EMD MM patients.

SINGLE-CELL MULTIOMICS REVEALS A SHARED
MECHANISM OF LINEAGE SWITCH IN DUX4R,

ZNF384R, AND PAXS5 P8OR SUBTYPES OF

PEDIATRIC ACUTE LYMPHOBLASTIC LEUKEMIA

Vojen Sadilek, Barbora Cabalkova, Michaela Reiterovd, Martina Vaskova,
Markéta Zaliov4, Ondrej Hrusak, Jan Trka, Tomas Kalina, Eva Frorikova,
Ester Mejstfikova, Jan Stuchly

Laboratorni centrum CLIP, Klinika détské hematologie a onkologie, 2. Iékarska
fakulta, Univerzita Karlova a Fakultni nemocnice v Motole, Praha, Cesko

Introduction:

In several subtypes of acute lymphoblastic leukemia (ALL), lymphoblasts
often switch to a myeloid (mostly monocytic) lineage during the early
phase of treatment. This unusual but well-documented phenomenon can
cause diagnostic problems, particularly in the assessment of response to
treatment. The cause of the lineage switch and its dynamics are not yet fully
understood. Modern multiomic methods provide a unique opportunity to
elucidate the progression of B-to-myeloid transdifferentiation and to clarify
how different subtypes of ALL with a propensity for lineage instability differ.
Previous studies have focused only on blasts at diagnosis (Dx); in our study,
we also incorporated blasts from peripheral blood (PB) during or after the
initial corticosteroid prephase of treatment.

Methods:

We used 10x Genomics’ Single Cell 5 v2 platform to simultaneously evaluate
gene expression and cell surface protein expression at the single-cell
level from 3 pediatric patients with different subtypes of ALL prone to
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phenotypic instability (DUX4 rearrangement, ZNF384 rearrangement, and
PAX5 P80R mutation). Blasts from bone marrow (BM) or PB from Dx were
analyzed together with PB from day 8 (n=1) or day 5 (n=1) of a BFM-type
treatment protocol. The samples were stained with a panel of TotalSeq-C
antibody-oligonucleotide conjugates and processed using the Single Cell 5°
workflow. Sequencing was conducted on an lllumina NextSeq2000 platform.
A mass cytometry panel combining myeloid and lymphoid markers was
used to measure protein expression in paired samples (Dx and on-treatment
sample) from patients with a B-to-myeloid switch with DUX4r (n=3), PAX5
P80R (n=1), and ZNF384r (n=1) subtypes.

Both RNA and protein counts were derived with a pipeline based on
The Single-cell Pediatric Cancer Atlas project (Hawkins, bioRxiv, doi:
10.1101/2024.04.19.590243) and further data processing, including
background removal and doublet detection, was carried out in accordance
with current recommendations (Heumos, Nat Rev Genet 2023). Our
trajectory inference framework, tviblindi (Stuchly, eLife 2024), was used to
infer dynamic processes from the static snapshots provided by single-cell
measurements.

Results:

In all subtypes, we were able to detect an intermediate population
connecting B- and switched blasts, favoring a model in which the switch
occurs via transdifferentiation. In the PAX5 P80R patient, we observed an
abrupt change to a myeloid phenotype on day 5 of treatment. However,
we identified the intermediate population at Dx on a transcriptomic level.
In the ZNF384r patient, lineage instability was already evident at Dx, with
a portion of the blasts showing differentiation towards the myeloid lineage
while harboring a clonal immunoglobulin heavy chain (IGH) rearrangement on
a DNA level as determined from sorted myeloid blasts. The expression of this
IGH rearrangement decreased in myeloid blasts together with IGHM. In the
DUX4r patient, B-to-myeloid transdifferentiation was detected on day 8 of the
corticoid pre-phase, accompanied by a smaller B lymphoid blast population

showing increased protein expression of CD45 and an altered transcriptome
distinguishing this cluster from B lymphoid blasts at Dx.

The immunophenotype of the intermediate populations was typical of
B-blasts, but a shared set of myeloid genes was upregulated in their
transcriptomes (e.g., CSF2RA, CEBPD, CD86, CD68, CYBB, ST100A4, TYROBP,
SRGN). Trajectory inference analysis was consistent with a transdifferentiation
path through these intermediate populations in all samples, with an expected
lag between transcriptomic and immunophenotypic alterations. Notably,
CD371 was upregulated at the onset of the switch, along with other myeloid
markers.

Summary:

Although the dynamics of the switch varied between subtypes, we observed
an intermediate cellular population of varying size in patients with DUX4r,
ZNF384r, and PAXS5 P80R ALL, which was immunophenotypically consistent
with B-blasts while sharing a common myeloid-primed transcriptomic
signature. Furthermore, pseudotemporal ordering with tviblindi placed these
intermediate populations before the emergence of monocytic cells in all
samples, supporting our transdifferentiation hypothesis.
Supported by NU23-05-00353, NWZ24-07-00264, NU23J-03-00026,
UNCE/24/MED/003, and LX22NPO5102.
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A MURINE PHASE 2 PROOF-OF-CONCEPT STUDY
OF POLATUZUMAB VEDOTIN IN COMBINATION
WITH VENETOCLAX IN EXPERIMENTAL THERAPY
OF BCL2-POSITIVE AGGRESSIVE LYMPHOMAS
Dmitrij Kazancev", Eva Pokorna", Kristyna Nozi¢kova",
Alexandra Dolnikova", Nicol Renesova", Liliana Tuskova' 2,
Marek Trnény?, Pavel Klener' 2
"Institute of Pathological Physiology, First Faculty of
Medicine, Charles University, Praha, Cesko
2First Department of Medicine - Hematology, University General Hospital
Prague and First Faculty of Medicine, Charles University, Praha, Cesko

Mantle cell lymphoma (MCL) is a predominantly aggressive, chronically
relapsing B-cell lymphoma. Majority of MCL cells express B-cell receptor
complex including CD79A/B molecules, as well as the anti-apoptotic protein
BCL2. Prognosis of relapsing and/or treatment-refractory (R/R) MCL after
failure of Bruton tyrosine kinase (BTK) inhibitor (BTKi) ibrutinib remains
dismal and calls for novel treatment options. Polatuzumab-vedotin (POLA), an
anti-CD79B conjugated to monomethyl-auristatin E, revolutionized the therapy
of patients with newly diagnosed and relapsed diffuse large B-cell lymphoma
(DLBCL). Venetoclax (VEN) is a nanomolar inhibitor of anti-apoptotic BCL2
with promising efficacy in DLBCL and mantle cell lymphoma (MCL).

So far, phase 2 proof-of-concept studies have been conducted only on human
patient subjects. Several studies demonstrated that patient-derived xenograft
(PDX) models derived from patients with aggressive lymphomas share majority
of somatic mutations and copy number variants with the primary lymphoma
cells, from which they were derived. In this study, we implemented a murine
proof-of-concept efficacy study of POLA, single agent, and in combination
with VEN, on a panel of 8 cell line-based xenograft (CDX) models of MCL, and
17 PDX models derived from patients with R/R MCL (n=11) and R/R DLBCL
(n=6). In addition, expression of CD79B was quantified using flow cytometry

BD QuantiBRITE assay in the tumors obtained from the untreated mice
(CTRL) and mice after failure of POLA. To get further insight into molecular
mechanisms associated with POLA resistance, bulk transcriptome analyses
were performed on 7 paired tumor samples obtained from POLA-resistant
(POLA-R) tumors compared to respective POLA-sensitive tumors obtained
from untreated mice (CTRL). Briefly, total mMRNA was magnetically isolated,
300-400 bp fragments were selected and amplified; resulting cDNA library
was sequenced on lllumina platform with PE150 mode. Reads were mapped
to hg38 using HISAT2 and differential expression was analyzed using DESeq2.
POLA-R tumors were derived by repeated retreatments of mice xenografted
with tumors obtained from the mice after failure of POLA.

We demonstrated excellent single agent efficacy of POLA in vivo including
PDXs derived from patients with ibrutinib resistant MCL. In most of the tested
PDX models, the combination of POLA and VEN induced anti-tumor synergy
without measurable toxicity. While (complete) lack of expression of CD79B
correlated with POLA resistance, the level of CD79B positivity did not correlate
with the extent of POLA efficacy. After failure of POLA, CD79B downregulation
was observed in several (but not all) of the tested models suggesting
additional mechanisms of acquired resistance. Bulk transcriptome analysis of
paired tumor samples obtained from POLA-R compared to CTRL MCL tumors
(5 PDX, and 2 CDX models) revealed a unique transcriptome signature of
POLA resistance in MCL. Among the most significantly upregulated genes
in the POLA-R compared to CTRL tumors were exportin 5 (XPO5, FC 1.65,
p<0.000001), ETV4, ETV5, PRDM1, and PHLDA1 (all FC>9, and p<0.000001).
Of note, BCLZ was also significantly upregulated across the POLA-R tumors
(FC 2.65, p<0.01) suggesting its potential contributive role in mediating
POLA-resistance. Among the most significantly downregulated genes in
the POLA-R compared to CTRL tumors were transmembrane transporters
TMEM91, TMEM160, TMEM259, TMEMB86B, transcription factors FOSB, JUNB,
JUND, mitochondrial regulator SIRT6 as well as a large array of mitochondrial
genes. Gene set enrichment analysis revealed several upregulated pathways
including JAK-STAT, cytokine-cytokine receptor interaction, PI3K-AKT,
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carbohydrate digestion and absorption, or bacterial invasion of epithelial
cells. Downregulated pathways associated with POLA-R comprised oxidative
phosphorylation and many neurological disease pathways, clearly reflecting
the deregulation of mitochondrial genes. The transcriptome data thus suggest
a complex net of adaptive changes that may contribute to POLA resistance
including metabolic rewiring of POLA-R cells and deregulation of endocytosis
signaling pathways.

Our data strongly support investigation of POLA in combination with VEN
as a BCL2- and MCL1-targeting therapy in R/R MCL and BCL2-positive R/R
DLBCL in the clinical grounds.

Financial Support: This study was supported by Czech Health Research
Council grant number AZV NU21-03-00386, the project National Institute
for Cancer Research (Programme EXCELES, ID Project No. LX22NPO5102) -
Funded by the European Union — Next Generation EU. This work was also
supported by a grant from The Leukemia & Lymphoma Society (LLS), grant
i.d. MCL 7005-24.

DEPLETION OF MATURE B CELLS AND OF NORMAL
PLASMA CELLS (PC) BEHIND THE HIGHER INCIDENCE
OF INFECTIONS AFTER ANTI-BCMA VS ANTI-GPRC5D
BISPECIFIC ANTIBODIES (BSAB) IN RELAPSED
REFRACTORY MULTIPLE MYELOMA (RRMM)

Tomas Jelinek" 2, David Zihala’ 2, Aintzane Zabaleta?®,

loannis V Kostopoulos®, Ondrej Soucek® ®, Ondrej Venglar' 2,
Cristina Moreno®, Despina Fotiou®, Eva Radova' 2,

Luis-Esteban Tamariz-Amador®, Foteini Theodorakakou?,

Ludmila Muronova' ?, Andrea Manubens?®, Ourania Tsitsilonis®,
Tereza Popkova' 2, Lucie Broskevicova' 2, Jana Mihalyova' 2,
Tereza Sevcikova' 2, Jesus San-Miguel®, Meletios Dimopoulos®,
Paula Rodriguez-Otero®, Jakub Radocha® ®, Efstathios Kastritis®,
Bruno Paiva®, Roman Hajek' 2

"\Ostravska univerzita, Ostrava, Cesko

2Fakultni nemocnice Ostrava, Ostrava, Cesko

3Clinica Universidad de Navarra, Pamplona, §panélsko

“National and Kapodistrian University of Athens, Athens, Recko
“University Hospital Hradec Kralove, Hradec Kralove, Cesko

%Charles University, Hradec Kralove, Cesko

Background:

BsAbs have become a standard part of therapy in RRMM with three
approved agents targeting BCMA (teclistamab, elranatamab) and GPRC5D
(talguetamab). However, infections are a key challenge and there is increasing
evidence that bsAb targeting BCMA are associated with higher infections
rate compared to GPRC5D. It is postulated that the different risk of infection
is caused by differential expression of BCMA vs GPRCSD in the B lineage.
However, there are no comparative studies investigating the effect of the two
bsAb in the B and plasma cell (PC) compartments, as well as in other cell
types potentially associated with T cell exhaustion and neutropenia, which in
addition to hypogammaglobinemia may also cause infections.
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Aims:
Investigate the underlying immune mechanisms responsible for different
infection rate during treatment with anti-BCMA vs GPRC5D bsAb.

Methods:

This multi-center study included 75 RRMM patients treated with anti-BCMA
(teclistamab, elranatamab; N=28) or anti-GPRC5D bsAb (talquetamab; N=47)
either as monotherapy (N=16 and N=24 in the BCMA and GPRC5D groups) or
in combination with anti-CD38 mAb and/or IMID (N=12 and N=23). Immune
profiling was performed in bone marrow using next-generation flow cytometry
at baseline (N=70) and at the time of MRD assessment (N=45). The immune
subsets analyzed were B cell precursors, (naive and memory) mature B cells,
normal and clonal PC, T and NK cells, neutrophils and monocytes. Infections
and their grade were evalvuated by CTCAE 5.0. High-risk cytogenetics
included t(4;14), t(14;16) and/or del(17p). Extramedullary disease (EMD) was
considered if involving soft tissues.

Results:

Patients in both groups (BCMA vs GRPC5D) were well balanced regarding the
number of previous lines of therapy (both median of 3), R-ISS distribution and
presence of EMD. The frequency of any grade of infection was significantly
higher in the BCMA vs GPRC5D group (82% vs. 53%; p=0.02) but the
incidence of grade lll or higher infections was comparable (27% vs. 31%,
p=0.12) with one infectious death in each group. There was a significant
decrease in IgM levels (p=0.02) and the frequency of immunoglobulin
replacement was higher (74% vs. 32%; p=0.001) in patients treated with
anti-BCMA bsAb.

Immune profiling at baseline revealed no significant differences between
groups. By contrast, during MRD assessment (BCMA: N=19 vs. GRPC5D:
N=26) there were differences observed in mature B cells, normal PC and
neutrophils. The percentage of total B cells was significantly lower in patients
treated with anti-BCMA vs GPRC5D bsAb (mean 2% vs. 9%; p=0.001). Of

note, the percentage of B cell precursors within the B cell compartment
remained unchanged (p=0.7), while mature B cells were depleted in the
BCMA group (0% vs. 5.7%; p<0.001). Similarly, the percentage of normal
PC was significantly lower in the BCMA group (0% vs. 0.01%; p<0.001),
with no difference in clonal PCs (p=0.16). In addition, neutrophils were also
significantly reduced in patients treated with anti-BCMA vs. GPRC5D bsAb
(mean: 55% vs. 67%; p=0.015).

Next, we analyzed immune dynamics by comparing baseline and MRD profiles
in 40 paired samples (BCMA: N=16 vs. GPRC5D: N=24). In the BCMA group
there was a significant reduction of mature B cells from 7.2% at baseline to
0% at MRD (p<0.001), while in the GPRC5D group mature B cells remained
unchanged (6.8 vs. 5.4%; p=0.66). Normal PCs were significantly reduced
in both groups, but in patients treated with anti-BCMA bsAb these became
undetectable (0.16% vs. <0.0001%, p<0.001) while anti-GPRC5D bsAb
induced a less profound reduction (0.17% vs. 0.01%, p=0.03). Importantly,
we noticed a trend linking a decreased number of mature B-cells and
increased rate of infections in patients treated with anti-BCMA or GPRC5D
in monotherapy (p=0.08). This association was significant when zoomed in
memory B-cells (p=0.045).

Conclusion:

We showed for the first time how treatment with anti-BCMA bsAb induces
greater depletion of mature B cells and normal PC as well as of neutrophils
compared to anti-GPRC5D bsAb. These immune dynamics may explain the
higher incidence of infections with anti-BCMA bsAb. These data, which
can be collected simultaneously to MRD assessment, may potentially help
in treatment individualization of RRMM patients to reduce the risk of severe
infections.
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PREDICTIVE VALUE OF CLONAL PLASMA CELLS IN
AUTOGRAFTS ASSESSED BY NEXT GENERATION
FLOW CYTOMETRY ON PRE-TRANSPLANT BONE
MARROW MRD IN MULTIPLE MYELOMA PATIENTS
Ondrej Venglar'" 2, Eva Radova' ?, David Zihala" ?, lvana Tvrda",
Ludmila Muronova' 2, Veronika Kapustova' ?, Lucie Broskevicova' 2,
Jan Vrana, Tereza Popkova' ?, Jana Mihalyova' ?, Hana Plonkova®,
Tereza Sevcikova' 2, Michal Kascak™ 2, Milan Navratil" 2,

Zdenek Koristek" ?, Roman Hajek" 2, Tomas Jelinek' 2

""Department of Hematooncology, University Hospital Ostrava, Ostrava, Cesko
2Faculty of Medicine, University of Ostrava, Ostrava, Cesko

Background: High-dose melphalan followed by autologous stem cell
transplantation (ASCT) represents the standard of care for multiple myeloma
(MM) patients. However, the clinical significance of minimal residual disease
(MRD) in hematopoietic cell grafts (QMRD) remains unclear. Several studies
have associated gMRD positivity with worse progression-free survival
(PFS), overall survival, and post-ASCT response (Kostopoulos et al., 2021;
Pasvolsky et al., 2023). Nonetheless, comparative research investigating the
relationship between gMRD and pre-ASCT MRD levels in bone marrow (BM)
is still missing, although gMRD assessment could potentially spare patients
from this increasingly common and invasive procedure.

Aims: To elucidate the clinical significance of gMRD evaluation using next
generation flow cytometry (NGF) and to compare gMRD with pre-ASCT BM
MRD assessment.

Methods: This single-center study included 99 newly diagnosed MM
patients treated with induction therapy followed by CD34+ cell mobilization,
apheresis, high-dose melphalan, and ASCT between 2019 and 2024. Grafts
and paired pre-ASCT/D+100 BMs were processed according to Euroflow SOP
for bulk lysis, stained for a standardized MM panel, and analyzed according to

NGF MRD standards to reach the limit of detection (LOD) 0.0002% (2 x 107)
(Flores Montero et al., 2017). BMs contaminated with peripheral blood were
excluded from the analysis.

Results: The median age of the cohort was 66 years and 57% were males.
ISS stages: 34% |, 36% Il, 29% lIl. Cytogenetics: 77% standard risk, 18% high
risk, 5% NA. The median LOD was 0.0002% for gMRD (n = 99), as well as
paired pre-ASCT BM (n = 76) and D+100 BM (n = 92). The median follow-up
from the time of gMRD assessment was 29.9 months.

In total, 44% (44/99) of patients were gMRD+ with a median level of
0.0076% (range 0.0003-0.79%) of clonal plasma cells (cPCs). Levels of
gMRD 210%, <10“to 210°®, and <105 to 22 x 10°® were respectively detected
in 48%, 32%, and 20% of positive samples. 79% (60/76) of patients were
MRD+ in pre-ASCT BM and 62% (57/92) were MRD+ at D+100. There were
no significant differences in the main characteristics between gMRD+ and
gMRD- subgroups except for ISS | being more prevalent in gMRD- (p = 0.04).
The median PFS of the whole cohort has not been reached yet; although, in
line with published data, the 2-year PFS was significantly worse for gMRD+
patients compared to gMRD- (64% vs 82%, p = 0.043).

Importantly, patients who were gMRD+ were always MRD+ in the pre-ASCT
BM (100%, 32/32; p < 0.001), and 83% (34/41) of patients with gMRD+
remained MRD+ in BM even at D+100 (p < 0.001). A strong correlation was
confirmed between MRD levels of all (MRD+/-) paired grafts and pre-ASCT
BMs (r = 0.74, p < 0.001), with a median 2-log increase in MRD levels
between paired MRD+ grafts and pre-ASCT BMs (median infiltration, range:
0.01%, 0.0003-0.79% vs 1.1%, 0.0128%-21%; p < 0.001). Moreover, the
gMRD+ group also had a median 2-log higher pre-ASCT MRD level compared
to the gMRD- group (0.021% vs. 1.1%; p < 0.001).

Conclusion: This study, for the first time, outlines the association between
easily accessible and non-invasive gMRD and pre-ASCT BM MRD assessment
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by NGF. Our data suggest that virtually all gMRD+ patients are also MRD+
in the pre-ASCT BM. Moreover, gMRD results provide a reliable estimate of
BM MRD level with a median 2-log increase in cPC infiltration. Overall, our
data imply that invasive pre-ASCT BM MRD evaluation might be omitted in
gMRD+ patients, which is becoming highly relevant in the current era when
the majority of patients reach deep responses after induction.
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Fixed-Duration Epcoritamab + R-CHOP Induces
High Complete Response Rates in Patients
with Previously Untreated Diffuse Large B-Cell
Lymphoma with High-Risk Features: Long-Term
Results from the EPCORE NHL-2 Trial
Lorenzo Falchi, MD," Fritz Offner, MD, PhD,? Sven de Vos, MD, PhD,?
Joshua D. Brody, MD,* Raul Cordoba, MD, PhD,>
Kim M. Linton, MBChB, PhD,® Sylvia Snauwaert, MD, PhD,”
Michael Roost Clausen, MD, PhD,® Toshihiko Oki, MD, PhD,?
Andrew J. Steele, PhD,'® Yi Hao, DrPH,'® Kimberly G. Archer,®
Ali Rana, MD, PhD,'® David Belada, MD, PhD'"
"Lymphoma Service, Memorial Sloan Kettering
Cancer Center, New York, NY, USA;
2Universitair Ziekenhuis Gent, Ghent, Belgium;
¥Ronald Reagan University of California Los Angeles
Medical Center, Los Angeles, CA, USA;
4|cahn School of Medicine at Mount Sinai, New York, NY, USA;
“Fundacion Jimenez Diaz University Hospital, Health
Research Institute IIS-FJD, Madrid, Spain;
8The Christie NHS Foundation Trust, Manchester Cancer Research Centre, and
Division of Cancer Sciences, University of Manchester, Manchester, UK;
"'Department of Hematology, AZ Sint-Jan Hospital, Bruges, Belgium;
8Vejle Hospital, Vejle, Denmark; *AbbVie, North Chicago, IL, USA;
19Genmab, Plainsboro, NJ, USA;
"14th Department of Internal Medicine — Hematology, University Hospital
and Faculty of Medicine, Hradec Krélové, Czech Republic

Introduction: Epcoritamab, a CD3xCD20 bispecific antibody, has been
approved as a single agent for the treatment of adults with relapsed or
refractory diffuse large B-cell lymphoma (DLBCL) and follicular lymphoma
after 22 lines of systemic therapy based on results from the phase
1/2 EPCORE® NHL-1 trial (NCT03625037). Rituximab, cyclophosphamide,

doxorubicin, vincristine, and prednisone (R-CHOP) is an accepted standard
treatment for patients with previously untreated (1L) DLBCL; however, relapse
rates can reach 40%. High-risk patients with International Prognostic Index
(IPl) 3-5 and patients with double-hit/triple-hit lymphoma have suboptimal
complete response (CR) rates and long-term outcomes. Following R-CHOP,
5-y estimates of progression-free/overall survival (OS) decreased from
81%/88% in patients with IPI 0-1 to 67%/76% for IPl 2, 58%/67% for IPI 3,
and 46%/54% for IPl 4-5 (Ruppert et al, Blood 2020), suggesting a need
for novel regimens to increase cure rates for newly diagnosed patients with
DLBCL with high-risk features. Previously, in arm 1 of the EPCORE NHL-2 trial
(phase 1b/2; NCT04663347), the combination of epcoritamab + R-CHOP
showed encouraging response rates and a manageable safety profile in
1L DLBCL, including in high-risk patients (Clausen et al, EHA 2023). Here, we
present long-term follow-up beyond 2 y, including in subgroups, and minimal
residual disease (MRD) analyses for the first time.

Methods: Adults with 1L CD20* DLBCL and IPI 23 received subcutaneous
epcoritamab (QW in cycles 1-4; Q3W in cycles 5-6) + R-CHOP for 6 cycles
(21 d each) followed by epcoritamab monotherapy Q4W in 28-d cycles for
up to 1 y. The primary endpoint was overall response rate (ORR) based on
best overall response per Lugano criteria. MRD negativity was assessed
as a secondary endpoint using the exploratory AVENIO ctDNA method.
Double-hit/triple-hit status was assessed by central lab.

Results: As of May 15, 2024, 47 patients had received epcoritamab 48 mg +
R-CHOP, with a median follow-up of 27.4 mo (range, 0.8-33.9). All patients
had IPI 3-5 at screening, 6 (21%) of 28 patients with evaluable tissue
available had double-hit/triple-hit DLBCL, and 16 patients (34%) had bulky
disease (>10 cm). The median time from diagnosis to first dose was 4 wk
(range, 1.3-60.4). Median relative dose intensity for all R-CHOP components
was 295%.

Among 46 evaluable patients, the ORR was 100%, with a CR rate of 87%.
Most patients (96%; 44/46) completed 6 cycles of R-CHOP; 91% (40/44)
had a CR, and the 2 patients who did not complete 6 cycles of R-CHOP had
a partial response. Notably, patients with double-hit/triple-hit DLBCL had a CR
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rate (83%; 5/6) similar to the overall population. An estimated 74%/87% of
patients remained progression free/alive at 24 mo. Durable responses were
observed, with an estimated 83% of patients with CR remaining in CR at
24 mo. MRD negativity (cutoff, <1 mutant molecule per mL) was observed in
91% of evaluable patients (30/33).

The most common treatment-emergent AEs (TEAEs) of any grade (G) were
neutropenia (70%), anemia (68%), CRS (60%), fatigue (49%), nausea
(47%), pyrexia (43%), and injection-site reaction (40%). Four patients (9%)
discontinued epcoritamab due to TEAEs; G5 TEAEs occurred in 2 patients
(COVID-19 and septic shock). CRS events were mostly low grade (45% G1,
11% G2, 4% G3) and mainly occurred after the first full dose; all resolved,
and none led to discontinuation. ICANS occurred in 2 patients (G1, n=1; G2,
n=1) and resolved in a median of 2.5 d without leading to discontinuation.
Conclusions: Fixed-duration epcoritamab + R-CHOP induced deep, durable
CRs (24-mo estimated duration of CR, 83%) and high rates of MRD negativity
(91% of evaluable patients), leading to long-term remissions (24-mo
estimated OS, 87%) beyond 2 y in patients with 1L DLBCL, including those
with high-risk features, such as double-hit/triple-hit disease. These results
suggest a high curative potential for this potent first-line combination.
The safety profile was manageable, with no new safety signals detected,
underscoring the combinability of epcoritamab with standards of care in
1L DLBCL. These data compare favorably with R-CHOP alone in this setting
and further support the ongoing phase 3 trial of epcoritamab + R-CHOP in 1L

DLBCL (NCT05578976).
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Introduction

Primary CNS lymphomas (PCNSL) are rare hematologic malignancies. In
contrast to systemic lymphomas, patients with PCNSL have poor prognosis
and limited access to novel therapeutic modalities. Subsequent introduction
of rituximab, intensive induction chemotherapy (CHT) including thiotepa
(MATRix), and consolidation by autologous stem cell transplantation (ASCT)
has been shown to improve outcomes of PCNSL patients. Rituximab was
largely implemented into daily practice in our region for these patients since
2009 (used in > 50% of patients), MATRix/ASCT since 2017 (MATRix used
in > 50% of transplant-eligible patients, T-elig.). We aimed to analyze how

access to these modalities has changed outcomes of PCNSL patients in
consecutive periods (regardless of their actual therapy): the pre-rituximab
era (2007-2008), the pre-MATRix era (2009-2016), and the MATRix era
(2017-2022).

Methods

Consecutive patients with PCNSL were prospectively collected in the NiHiL
registry (NCT03199066) between 2007 and 2022. Individuals receiving
systemic therapy were included in the analysis (n = 499). A subpopulation of
T-elig. patients (< 65 years of age with PS ECOG < 3) was analyzed separately
(n = 231). In total, 43 PCNSL patients were diagnosed in the pre-rituximab
era (2007-2008), 229 in the pre-MATRix era (2009-2016), and 227 in the
MATRix era (2017-2022). All data were reviewed, cleaned and completed
from patients’ notes. Patients’ survival was compared using log rank-test.
Multivariate analysis was performed using Cox regression model.

Results

Median age at diagnosis was 65 years (64, 64, and 67 years, respectively,
in the consecutive eras). PS ECOG 0-3 was observed in 409 (82%) patients
(74%, 76%, and 83%, respectively, in the consecutive eras).

Across the entire inclusion period from 2007 to 2022, rituximab was used
in 73% (9% in the pre-rituximab vs 79% in the rituximab era). Patients in
the rituximab era (since 2009) had significantly improved progression-free
survival (PFS) compared to those in the pre-rituximab era (n = 456 vs 43;
36% vs 26% at 3y, HR 0.71, P = 0.037). T-elig. subpopulation diagnosed in
rituximab era had significantly improved both PFS (n = 206 vs 25; 53% vs
40% at 3y, HR 0.63, P = 0.036) and overall survival (OS; 66% vs 56% at 3y,
HR 0.61, P = 0.036).

MATRix chemotherapy was used in 4%/8% of all/T-elig. patients in the
pre-MATRix era (2009-2016) vs 35%/60% in 2017-2022 MATRix era (2017-
2022). Any consolidation therapy (i.e., ASCT / WBRT) was administered
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in 41%/50% in the pre-MATRIx era vs 41%/64% in the MATRIx era, and in
56%/61% vs 57%/73% all/T-elig. patients who responded to induction
chemotherapy. ASCT was provided to 11% vs 46% of T-elig. patients
diagnosed in the pre-MATRix era vs the MATRix era, and to 12% vs 52%
individuals who responded to induction chemotherapy.

T-elig. patients in the MATRix era (n = 94, 60% received MATRix CHT) had
significantly improved PFS compared to pre-MATRix (n = 112, 8% received
the MATRix CHT) with 59% vs 47% at 3y, resp., (HR 0.64, P = 0.016) and
a trend towards improved OS was noted with 70% vs 62% at 3y, HR 0.73,
P = 0.128). The improvement was especially significant in the patient
population with PS ECOG 2-3 (n = 37 vs 48; PFS 55% vs 38% at 3y, HR 0.55,
P =0.028; OS 62% vs 42% at 3y, HR 0.48, P = 0.012). No significant survival
changes were observed among patients < 65 years of age with PS ECOG 0-1
(n =57 vs 63).

Altogether 52% of patients diagnosed in the pre-MATRIx era vs 50% in the
MATRIx era received treatment as initially planned. Reasons for treatment
discontinuation included no response/progression in 24% vs 15%, toxicity in
10% vs 15%, infections 10% vs 16% (mainly due to the COVID-19 pandemic),
and other/unknown reasons in 4% for both eras.

The multivariate analysis revealed that age at diagnosis, PS ECOG, and era of
diagnosis were significant prognostic factors for PFS and OS in all as well as
in T-elig. patients.

Conclusions

The survival of PCNSL patients is improving over time across the consecutive
eras (2007-2008, 2009-2016, 2017-2022). This improvement is attributed
to the implementation of rituximab since 2009 and the MATRix regimen with
ASCT consolidation since 2017. In the current era, the real-world probability
of 5-year PFS and OS for all PCNSL patients is 33% and 39%. For patients

aged < 65 years with PS ECOG < 3, the 5-year probabilities are 51% for PFS
and 62% for OS.

Supported by grant NU21-03-00411.
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Vitreous Body Cell Free DNA Sequencing As a Reliable
Method for Vitreoretinal Lymphoma Diagnostics
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Marek Trneny?, Ondrej Havranek 2
BIOCEV, First Faculty of Medicine, Charles University, Vestec, Cesko
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Charles University and General University Hospital, Praha, Cesko
9Institute of Medical Biochemistry and Laboratory Diagnostics, First Faculty of
Medicine, Charles University and General University Hospital, Praha, Cesko
“Department of Ophthalmology, First Faculty of Medicine, Charles
University and General University Hospital, Praha, Cesko

Introduction. Vitreoretinal lymphomas (VRL) are rare types of extranodal
non-Hodgkin lymphoma. Their diagnostics is frequently complicated by
low numbers of available suspected tumor cells obtained during pars plana
vitrectomy (PPV), which are frequently of low quality and quantity not
sufficient for standard diagnostic by histology, cytology, or flow cytometry
approaches. To overcome this limitation, we have evaluated the suitability
of vitreous cell free DNA (cfDNA) for molecular diagnostics of VRL with the
focus on the yield of different sources of the cfDNA and circulating tumor
DNA.

Methods. We have prospectively analyzed samples from 15 patients with
suspected VRL that undergone unilateral (4 patients) or bilateral (11 patients)
PPV (Caucasians, median age at diagnosis 67 years with range 43-81 years).
6 patients had previous history or concomitant diagnosis of PCNSL or
systemic lymphoma, which was diagnosed in additional 4 patients during
follow-up. For each patient and eye, we collect the vitreous body and the
fluid which was used to wash the vitreous cavity during PPV (PPV wash
fluid) and separated these into cellular and non-cellular fractions for parallel

analysis. Cerebrospinal fluid (CSF) and plasma samples were collected
in 4 and 12 patients at the time of VRL diagnostics, respectively. Custom
panel of 538 genes most frequently altered genes in lymphomas was used
for CAPP-seq (CAncer Personalized Profiling by deep Sequencing)-based
detection of lymphoma specific DNA alterations, using VarScan 2 for variants
calling and buccal swabs as a source of germinal DNA.

Results. Average concentration of cfDNA in vitreous body was 589.2 ng/ml
(ranging from 22.9 to 3303.6 ng/ml; detectable in 18 out of 19 available
vitreous body samples) with average extracted total cfDNA 106.3 ng (2.8 -
509.0 ng). Average total extracted cfDNA in 22 samples of PPV wash fluid
(10 to 60 ml each) was 1124.4 ng (10.1 — 6806.4 ng). Following CAPP-seq,
we first evaluated two hotspot mutations highly frequently present in
VRL, the MYD88 L252P and CD79B Y196. MYD88 L252P mutation was
detected in 11 patients (in 5 cases together with CD79B Y196 mutation),
one patient had only CD79B Y196 mutation, and two patients (negative
for the above-mentioned hotspot mutations) had other lymphoma specific
alterations (NFKBIE + PIM1 and KMT2C + NOTCH2). Except two samples in
two patients, mentioned hotspot mutations were identified in all available
cfDNA samples from one patient (vitreous body + PPV wash fluid from one or
both eyes). CAPP-seq of cellular fractions of vitreous body (n = 19, average
total DNA yield 72.7 ng) and PPV wash fluid (n = 22, average total DNA yield
577.8 ng) confirmed identified DNA alterations. CAPP-seq of vitreous cfDNA
and cellular DNA in 4 non-tumor patients was negative. Importantly, routine
clinical diagnostics confirmed VRL diagnosis only in 8 out of 15 suspected
VRL patients. In contrast, vitreous body sequencing confirmed lymphoma in
14 of them (one negative patient did not consequently develop VRL or other
type of lymphoma). Median variant allele frequency (VAF) of analyzed hotspot
mutations in all vitreous cfDNA samples was 41.2 % (range 9.6 — 66%). This
suggests that almost all vitreous cfDNA is formed by tumor DNA. Similarly
high VAF was detected in vitreous cellular fractions. We were able to
detect MYD88 L252P mutation also in 2 out of 4 patients with available CSF
samples — once in a CSF cellular fraction (VAF 4.19%; patient without history
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of lymphoma) and once in CSF cfDNA (VAF 50.6%; patient with previous
history of CNS lymphoma). Importantly, we were able to detect MYD88 L252P
mutation also in 4 out of 12 available plasma samples at diagnosis (average
VAF 0.29%; all 4 patients without previous lymphoma history, 2 subsequently
developed CNS lymphoma). Full spectrum of DNA alterations in patients with
bilateral VRL showed ~ 85% match with side specific sub clonal fractions.
Further evaluation of biological classification and significance, affected sides
comparison, and clonal evolution is ongoing.

Conclusion. Lymphoma specific panel sequencing of vitreous cfDNA is
a reliable method for VRL diagnostics and interrogation of its biology.
Moreover, it could be applied to PPV wash fluid or supernatant after vitreous
cells separation for conventional diagnostics.

Supported by NU21-03-00411, DRO - VFNOO064165, EXCELES - LX22NPO5102,
Cooperatio (research area Biology and Hematology-Oncology), SVV 260637
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Introduction:

Circulating tumor DNA (ctDNA) could be used as a sensitive biomarker of
treatment response and outcomes in patients (pts) with lymphomas including
diffuse large B-cell lymphoma (DLBCL). However, there is still limited data
on the prognostic significance of ctDNA in a real-world setting. We aimed
to assess the prognostic significance of ctDNA levels at diagnosis, interim
restaging, and end of treatment (EoT), and its correlation with response and
outcome of pts treated in a daily practice.

Methods:

Pts with previously untreated systemic DLBCL who signed the informed
consent with available baseline ctDNA and planned R-CHOP therapy
were eligible for the study. Altogether 32 DLBCL pts entered the analysis.
Out of them, 24 pts were evaluable for ctDNA at interim restaging (after
3 cycles), and 23 pts at the EoT. ctDNA plasma levels were assessed using
a custom panel covering coding regions of 538 genes most frequently
altered in lymphomas. DNA alterations were identified using next generation
sequencing (NGS)-based methodology of CAPP-Seq (CAncer Personalized
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Profiling by deep Sequencing). Following standard NGS data pre-processing,
DNA variants were identified using VarScan 2 using buccal swabs as a source
of germline DNA for more streamline variants calling. To calculate the level
of plasma ctDNA, average variant allele frequency was used to determine
the ctDNA fraction of extracted cell free DNA. ctDNA levels are reported as
human haploid genome equivalents (hGE) per ml of plasma. ctDNA levels
at each timepoints as well as its dynamics were compared with baseline
characteristics and response rates using PET/CT scan and evaluation based
on Deauville score (overall response rate, ORR; complete remission rate, CR),
and survival (progression-free survival, PFS; overall survival, OS).

Results:

Among 32 included pts, median age at diagnosis was 65.5 years (40-80),
clinical stage IlI-IV was observed in 81%, more than one extranodal involved
sites in 59%, PS ECOG 2- 4 in 19%, elevated levels of serum LDH in 81%,
International Prognostic Index (IPI) 3-5 in 60%, non-GCB DLBCL in 53%.
Median number of administered R-CHOP cycles was 6 (range 4-8), with 81%
of pts completing the intended treatment. At interim and EoT, the ORR/CR
rates were 84%/25% and 88%/72%, respectively. Median follow-up of all pts
was 3.5 years. The 2-year PFS was 69%, and the 2-year OS 84%. At diagnosis
(n = 32), median plasma ctDNA level was 1307 hGE/ml. Using the most
sensitive threshold of 5000 hGE/ml, pts with lower ctDNA levels (n = 23) had
significantly better EoT ORR (96% vs 67%, P = 0.026) in comparison to those
with higher ctDNA levels (n = 9), as well as significantly improved PFS (2-year
PFS 83% vs 33%, HR 0.27, P = 0.012) with a trend towards better OS (87% vs
67%, HR 0.36, P = 0.125). Multivariate analysis of dichotomized ctDNA levels
together with IPI showed that the ctDNA level at diagnosis is an independent
prognostic factor for PFS. At interim (n = 24), 9 pts had undetectable minimal
residual disease (MRD). The MRD negative pts presented with a trend
towards improved PFS (89% vs 53% at 2 years, HR 0.30, P = 0.1007), with
a significantly improved OS (100% vs 67% at 2 years, P = 0.034). Pts with
> 3.0-log decrease of ctDNA from baseline (n = 15) had improved ORR
(100% vs 67%, P = 0.042) in comparison to those with < 3.0-log decrease

(n =9). At EoT (n = 23), 13 pts remained MRD positive, and 10 pts achieved
MRD negativity with an improved PFS (90% vs 46% at 2 years, HR 0.26,
P = 0.0650) and significantly better OS (100% vs 69% at 2 years, P = 0.032).
Among pts who achieved metabolic CR (n 16), there were 9 with negative
MRD and 7 remained MRD positive, but the PFS and OS was not statistically
different for the subgroups of CR pts. Pts with > 3.0-log decrease of ctDNA
(n = 14) from baseline presented with improved CR (86% vs 44%, P = 0.036)
in comparison to those with < 3.0-log decrease (n = 9).

Conclusion:

Even on a limited number of real-world-treated DLBCL pts, ctDNA evaluation
confirmed strong independent prognostic significance of ctDNA levels at the
time of Dg and the clearance of ctDNA (MRD negative) as well as its dynamics
clearly correlate with survival and the treatment response.

First two authors contributed equally. Supported by MH CR (NU21-03-00411,
DRO - VFN00064165), National Institute for Cancer Research (EXCELES
- LX22NP0O5102), MEYS CR via Charles University (Cooperatio program -
Biology, Hematology-Oncology, SVV 260637).
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Introduction

Central nervous system (CNS) relapse in diffuse large B-cell lymphoma
(DLBCL) is a rare, but mostly fatal event. The CNS International Prognostic
Index (CNS-IPI) represents widely adopted prognostic model. As previously
shown, there is a different CNS relapse rate in different subgroups defined
by gene expression profiling (GEP; GCB vs ABC; Klanova, 2019), as well as
higher frequency of distinct molecular subtypes (MCD) among patients who
developed CNS relapses (Ollila, 2021). Integration of COO by GEP into the
CNS-IPI led to a modified prognostic CNS-IPI-C model (one point for high
CNS-IPI, and one for ABC/unclassified COO), which identifies patients at high
risk of CNS relapse more accurately (Klanova). However, COO assessed by
GEP and mutational profile-defined DLBCL subtypes are still not available
in daily practice. IHC-assessed COO has been tested as biomarker for CNS
relapse as well (Savage, 2016). We aimed to verify if the GEP-defined COO in
CNS-IPI-C could be replaced by IHC-defined COO in an CNS-IPI-IHC index in
a real-world cohort of DLBCL patients.

Methods

Using the prospective NiHiL project (NCT03199066), we identified 1201
patients with histologically confirmed DLBCL, HG B-NHL, or THRBCL
diagnosed between 2010-2021 who received R-CHOP as frontline regimen at
two academic centers in the Czech Republic. Patients with CNS involvement
at diagnosis were excluded. Out of 1201 patients, 932 (78%) patients had
available COO of DLBCL assessed by IHC-based Hans’ algorithm. The COO
results were reviewed by two hematopathologists; subsequently 11 patients
with unknown COO were excluded resulting in 921 (77%) patients entering
the analysis. CNS-IPI-C was approximated using CNS-IPI (1 point for CNS-IPI
4-6) index and COO by IHC-based Hans’ algorithm (1 point for non-GCB),
resulting in CNS-IPI-IHC model (low-, LR = 0; intermediate-, IR = 1; high-risk,
HIR = 2 points). Univariate analysis (UVA) was performed by log-rank test,
cumulative incidence of CNS relapse by the Kaplan-Meier method, and
multivariate analysis (MVA) by the Cox regression model.

Results

Out of 921 cases, 486 (53%) were classified as GCB and 435 (47%) as
non-GCB DLBCL. According to CNS-IPI, 265 (29%), 398 (43%), and 258
(28%) patients were categorized as LR, IR, and HiR for developing CNS
relapse, resp. According to CNS-IPI-IHC, 354 (38%), 441 (48%), and 126
(14%) were categorized as being at LR, IR, and HiR, resp.

With a median follow-up time of 5.4 years (IQR 2.6-8.9 years), 32 (3.5%)
patients developed CNS relapse (26 isolated CNS, 6 systemic and CNS
relapses). Among these patients, 5 (16%) cases were categorized as LR
for both CNS-IPI and CNS-IPI-C, 8 (25%) and 15 (47%) as IR, and 19 (59%)
and 12 (38%) as HiR, resp. The CNS relapse rate was 3.0% at 2 years, and
3.7% at 5 years, with a median time to CNS relapse of 1.2 years (range
0.4-9.7 years). The 2-year PFS and OS of these 32 patients was 12.5% and
16.1%.
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The 5-year CNS relapse rates in patients with LR, IR, and HiR CNS-IPI vs
CNS-IPI-IHC were 1.2% vs 1.0%, 2.2% vs 3.5%, and 9.8% vs 14.7%, resp. In
UVA, there was trend for non-GCB DLBCL association with a HiR CNS relapse
risk compared to GCB (5.5% vs 2.2% at 5 years, HR 1.96, 95% Cl0.98 -
3.93, P =0.059). HiR subgroups of both indexes were associated with higher
CNS relapse risk in comparison to LR and IR subgroups (P < 0.001), but
statistical significance between IR and LR subgroup was retained only in the
CNS-IPI-IHC (P = 0.048).

In MVA of factors associated with CNS relapse, HiR CNS-IPI was significantly
associated with CNS relapse (HR 5.82, 95% Cl 2.16-15.7, P < 0.001), while
association of non-GCB DLBCL with CNS relapse did not reach statistical
significance (HR 1.98, 95% CI 0.96-4.05, P = 0.063).

Conclusion

High CNS-IPI was associated with significantly higher risk of CNS relapse in
this study. There was a trend towards non-GCB DLBCL to be associated with
high CNS relapse risk. The CNS-IPI-IHC model (in which COO was assessed
by Hans’ algorithm) in comparison to CNS-IPI identifies a smaller subgroup of
HiR patients (14% vs 28% of all DLBCL patients) with cumulative incidence of
CNS relapse at 5 years 14.7% vs 9.8%. The size reduction of HiR group led
to an incorrect classification of 7 (22%) patients who ultimately developed
a CNS relapse to an IR CNS-IPI-IHC group. The implementation of IHC-based
COO to a CNS-IPI prognostic model is limited in a daily practice; thus, using
GEP or mutational analyses will be needed in the future to better stratify
patients at different CNS relapse risk.

Supported by Charles University Cooperatio Program and grant NU23-03-00127.
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Introduction

Identifying optimal treatment for primary CNS lymphoma (PCNSL) patients
is essential to improve their poor survival rates. The addition of rituximab
and thiotepa to a methotrexate/cytarabine-based regimen (i.e., MATRIx),
followed by consolidation therapy, was shown to be effective in the phase II
IELSG 32 trial. The endpoints after induction and consolidation treatment in
the IELSG 32 trial were complete remission (CR) rate and progression-free
survival (PFS). We aimed to compare outcomes of PCNSL patients treated with
the MATRix regimen who met the key inclusion criteria (IC) of the IELSG 32
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trial in the real world (RW) with outcomes in that trial (first presented at ICML,
Lugano, 2015).

Methods

Consecutive patients with PCNSL were prospectively collected in the NiHiL
registry (NCT03199066) between 2015-2022 (n = 290), including 280
individuals receiving systemic chemotherapy (CHT), and 88 (31%) patients
treated with the MATRix regimen. Of them, 78 (89%) met key IC of the
IELSG 32 trial (age 18-70 years, PS ECOG 0-3 and 0-2 for 66-70 years) and
were included in the analysis (MATRix-RW). The remaining 10 patients were
excluded (age > 70 years in 8 cases, PS ECOG 4 in one case, PS ECOG 0-3
with age 66-70 years in one case). Among patients who met the key IC of
the IELSG 32 trial, the proportion of patients treated with MATRix regimen
increased over time from 24% in 2015 to 56% in 2022. Responses to therapy
and survival of MATRix-RW group were compared with the MATRix arm of the
IELSG 32 trial (MATRix-trial).

Results

Median age at diagnosis was 57 years for both MATRix-RW and MATRix-trial
populations. PS ECOG > 1 at diagnosis was observed in 46% vs 32% of the
MATRix-RW vs MATRix-trial patients. A high-risk IELSG index was observed in
10% vs 20% of the MATRix-RW vs MATRix-trial patients.

Induction CHT. The median number of MATRix cycles in the MATRix-RW
group was 4 (range 1-4). In 7 (9%) MATRix-RW patients the MATRix regimen
was substituted by less intensive CHT during induction due to infections or
toxicity (information in the MATRix-trial). A total of 6 (8%) vs 3 (4%) patients
died in MATRix-RW vs MATRIX-trial groups during induction CHT. Following
induction CHT, 67 MATRIix-IC patients had responsive or stable disease
(CR 58%, PR 24%, SD 4%) vs 66 MATRix-trial patients (CR 49%, PR 37%, SD
1%), and were screened for consolidation eligibility.

Consolidation. A total of 52 vs 51 MATRix-RW vs MATRix-trial patients
(out of CR/PR/SD pts) were eligible for consolidation. Reasons for
ineligibility included poor mobilization of peripheral stem cells (n = 2 vs 4
among MATRIix-RW vs MATRix-trial patients), early progression (n = 2 vs 7),
unperformed leukapheresis (n = 1 among MATRix-trial group), and other
(n = 11 vs 3). Among consolidation-eligible patients, two MATRix-RW vs
three MATRIx-trial patients refused further therapy. Consolidation plan
(autologous stem cell transplant, ASCT, vs whole brain radiotherapy, WBRT)
in the MATRix-RW population was based on the treating center algorithm vs
randomization in the MATRix-trial. ASCT was administered in 37 (47%) vs
25 (33%) MATRix-RW vs MATRIX-trial patients, and WBRT in 13 (17%) vs 23
(31%) patients. The CR rate of MATRix-RW vs MATRix-trial patients treated
with ASCT was 84% vs 93%, and with WBRT 85% vs 95%.

Survival. Median follow-up of the MATRiIx-RW vs MATRix-trial patients was
52 vs 88 months. The PFS of the MATRix-RW vs MATRix-trial patients was
58% vs 61% at 2 years, and 47% vs 52% at 7 years; the overall survival (OS)
was 61% vs 69% at 2 years, and 51% vs 56% at 7 years. The PFS of the
MATRIix-RW patients consolidated with ASCT and WBRT was 69% and 84% at
7 years. The OS of the MATRix-RW vs MATRix-trial patients consolidated with
ASCT was 74% vs 70% at 7 years, and with WBRT 84% vs 71% at 7 years.
Notably, patients treated with MATRix who didn’t meet IC for IELSG 32 trial
(n = 10) had significantly worse survival in comparison to the MATRix-RW
patients (2-year OS 30% vs 61%, HR 2.30, P = 0.043).

Conclusions

PCNSL patients who meet key IC for the IELSG 32 trial and receive the MATRix
regimen in the real world have similar survival to those treated in the MATRix
arm of the trial. No significant survival differences were observed among
patients consolidated with ASCT and WBRT. With a larger ASCT-consolidated
population of MATRix-treated PCNSL patients in comparison to the IELSG 32
trial, our analysis confirms the benefit of MATRIix/ASCT treatment approach in
the real world.
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Intensified Imnmunochemotherapy with Autologous
Stem Cell Transplantation for Mantle Cell Lymphoma
- Could It Still Be Considered the Standard of Care?
Liliana Tuskova' 2, Diana Malarikova" 2, Katefina Benesova",
Eva Konifova", Kamila Polgarova", Petra Blahovcova" ¥, Jana Salkova",
Marek Trnény'- %), Pavel Klener' 2
VI. interni klinika - klinika hematologie, 1. Iékarska fakulta, Univerzita
Karlova a Vdeobecna fakultni nemocnice v Praze, Praha 2, Cesko
2(stav patologické fyziologie, 1. lékafska fakulta,
Univerzita Karlova, Praha 2, Cesko
9Kooperativni lymfomova skupina, Praha, Cesko

Background:

Therapy of younger patients (pts) with mantle cell lymphoma (MCL) has been
established as the alternation of R(ituximab)-CHOP, and high-dose cytarabine
(HDA) +/- platinum-based regimen, consolidation with autologous stem cell

transplantation (ASCT) and rituximab maintenance (RM). The role of ASCT
was questioned by the recently published TRIANGLE trial (Dreyling et al.,
2024), but ASCT is still considered as standard of care for younger pts where
ibrutinib in 15t line is not available. We have decided to analyze pts treated in
a single center [real-world (RW) data] to assess the long-term results of this
regimen.

Method:

We retrospectively analyzed the outcome of 114 consecutive newly
diagnosed transplant-eligible pts who started the therapy at the Charles
University General Hospital in Prague between Jan-1 2009 and Dec-31 2022
(14 years). The treatment regimen comprised the induction (R-Maxi-CHOP +
R- HDA / DHAOx [+oxaliplatin] / DHAP [+cisplatin])), 3+3 cycles, ASCT, and
RM for 2-3 years. All pts received at least one cycle of induction therapy in
the intent-to-treat analysis. Lugano classification was used for staging as well
as response assessment.

Results:

The median age at diagnosis was 59 years (37 to 68 years). The cohort
comprised 75% men and 25% women. MIPI was available in 112 pts: 42%,
32%, and 26% for low, intermediate, and high risk MIPI, resp. Proliferation
index Ki-67 (=30%) was present in 53% pts of 81 available. Stage Ill-IV
disease comprised 96% pts - bone marrow involvement (inv.), and other
extranodal inv. was present in 86% and 53% pts, resp. Central nervous
system inv. was documented in 7 (6%) pts at diagnosis (leptomeningeal
infiltration only), these pts received adjuvant intrathecal therapy, and 3 of
them progressed or died. After the induction therapy, 48% pts reached
CT-based complete remission and 84% metabolic complete remission. ASCT
was performed in 92 pts (81%), 22 (20%) pts did not receive ASCT due to
toxicity, therapy failure, stem cell collection failure, and patient’s decision.
RM was initiated in 76 (83%) pts who underwent ASCT, and 14 (64% of
22 pts) pts that did not undergo ASCT. The main reasons RM was not initiated
in 24 (21%) pts were disease progression (n=14), toxicity/infections after
ASCT (n=4), the remaining 6 cases were due to pts” or physicians” decision,
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death, or unknown. Total 67% of pts completed the intended therapy with at
least 1 administration of RM.

With the median follow-up of 8.8 years (alive pts), 42 (37%) pts relapsed/
progressed, and 34 (30%) pts died. For the whole cohort, median PFS and
OS were 9.7 years and not reached, resp (with 8-year PFS and OS 56% and
72%, resp.).

Pretreatment factors that significantly correlated with shorter PFS included
high risk MIPI, TP53 deletion, male sex and diagnosis to treatment
interval < 15 days. Of those, only MIPI and TP53 deletion showed independent
contribution in multivariate analysis for PFS (p < 0.05 and < 0.01, resp.), only
MIPI for OS (p < 0.05). Interim PET-CT positivity significantly correlated with
shorter PFS but not OS. Final PET-CT positivity after induction correlated
with both shorter PFS and OS. The conversion to PET-CT negativity after
ASCT occurred in 57% cases. The progression of disease < 2 years was
the strongest negative post-treatment prognostic factor, with median OS
2 years. There was no PFS plateau observed, with relapses occurring as late
as 10 years after the induction. We have found no outcome improvement
between pts treated in 2009-2012 versus 2019-2022.

Discussion:

Our RW data are comparable to the results of large prospective trials including
Nordic MCL2 (Eskelund et al., 2016, median PFS 8.5 years), MCL2004-2
(NCT00209222) (Hermine et al., 2016, median PFS in R-CHOP/R-DHAP arm
8.4 years), LyMA Trial ([Tessoulin et al., 2021; Sarkozy et al., 2023], 7-year
PFS 55.5% versus 59.1% in our study), and control arm (A) in TRIANGLE trial
(3-year PFS 75% versus 73.5% in our study). Immunochemotherapy induction
followed by ASCT and RM is going to be standard until ibrutinib approval in
1st line. There is however an urgent need to improve the outcome of pts
with high-risk MIPI and/or TP53deletion who do not profit from intensified
immunochemotherapy and ASCT. Beyond the ibrutinib incorporation there

is @ CAR T-cell approach currently tested in high-risk pts (CARMAN study
NCT06482684).

This work was supported by the Charles University Hematology-Oncology
Cooperatio Program.
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The Microenvironment speaks: Soluble Biomarkers
Correlate with Response and Early Treatment
Failure in Classic Hodgkin Lymphoma Patients
Alexandra Kredatusova", Vit Prochazka", Heidi Mécikova?,

Alice Sykorova®, Marie LukaSova", Pavla étépénkové3), Méaria Maco?,
Jana Markovéa?, Lubica Gahérova?, Eva Kriegovd®, Tomas Kozak?,
Tomas Papajik”

"Hemato-onkologicka klinika, LF UP a FN Olomouc, Olomouc, Cesko
2Interni hematologicka klinika, 3. LF UK a FNKV, Praha, Cesko

31V. interni hematologicka klinika, LF UK a FN HK, Hradec Kralové, Cesko
“Ustav imunologie, LF UP a FN Olomouc, Olomouc, Cesko

Objectives

Despite the generally favorable prognosis of classic Hodgkin lymphoma
(cHL), some patients experience poorer outcomes. Previous studies have
identified that patients with disease progression within 24 months (POD24;
Kredatusova, ASH2023; Prochazka, ISHL2024) represent a high-risk group.
Currently, the tumor microenvironment (TME) is emerging as a potential
factor influencing the diverse outcomes in cHL patients. One method
for non-invasive evaluation of the TME is through the analysis of soluble
biomarkers.

Methods
We conducted a prospective serum sampling study (2017-2021) involving
unselected patients from three university hospitals in the Czech Republic.
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Plasma samples were collected prior to treatment and patients were
subsequently treated according to GHSG guidelines. All samples were centrally
analyzed using ELISA to measure lymphoma cell-related biomarkers (TARC,
pg/ml; sCD30, ng/ml), macrophage-related biomarkers (sCD163, ng/ml),
and inflammation-related cytokines (sIL-6, pg/ml). Patient characteristics and
clinical data were obtained from the Czech Hodgkin lymphoma study group
registry (NCT06263530).

Results

We have analyzed 162 consecutive patients with cHL. The median age was
42 (18-83) years, with slight female predominance (84 vs. 78). The patients
have been diagnosed with nodular sclerosis in 51.2%, mixed cellularity in
35.8%, lymphocyte-rich in 4.9 %, and lymphocyte-depleted in 0.6%. In twelve
patients, the subtype classification was not available. Ann Arbor stages were
as follows: | in 17 patients (10.5%), Il in 60 patients (37.0%), Il in 36 patients
(22.2%), IV in 48 patients (29.6 %), leading to assignment of 25 patients into
limited (15.4%), 40 into intermediate (24.7%) and 95 into advanced (58.6 %)
GHSG stages. In two patients the staging was not available. Treatment
response was assessed in 142 patients (87.7%), with CR in 125 patients
(88.0%), PR in 10 patients (7%), SD in one patient (0.7%); and PD in six
patients (4.2%). After a median FU of 41.8 months the 5-y OS reached 89.6%
(95% Cl 0.81-0.98) and 5-y PFS 85.8% (95% CI 0.79-0,92). POD24-event
occurred in 11 patients. These patients had a significantly shorter overall
survival (27.3% vs. 98,4% in nonPOD24 patients, p<0.0001). Lower mean
pretreatment levels of 3 cytokines correlated with achieving of CR: sCD30
(70 vs. 130; p=0.04), sCD163 (783 vs. 1171; p=0.007), sIL-6 (26 vs. 130;
p<0.001). Higher level of 2 cytokines correlated with POD24: sIL-6 (1107.5
vs. 399.5; p=0.01) and sCD30 (1050.5 vs. 456.5; p=0.03). Surprisingly, TARC
did not show any correlation with CR achievement or POD24 risk.

Conclusions
We have demonstrated that pretreatment levels of sCD30, slIL-6, and sCD163
impact the achievement of complete remission after treatment according to

the GHSG policy. Moreover, a higher level of sCD30 and sIL6 before treatment
is associated with a higher risk of POD24 and, therefore, a worse prognosis.

Supported by MH CZ -DRO (FNOL, 00098892), IGA_LF_2024 001 and
NU22-03-00182.
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Nothing breaks like a heart: Managing Aggressive
B-Cell Lymphoma with Cardiac Involvement

Alexandra Kredatusova, Marie Lukasova, Veronika Hanackova, Ales Obr,
Tomas Papajik, Vit Prochazka

Hemato-onkologicka klinika, LF UP a FN Olomouc, Olomouc, Cesko

Objectives

Cardiac involvement in aggressive lymphomas, such as diffuse large B-cell
lymphoma (DLBCL), is a rare severe condition that might be fatal even
with adequate therapy. Selecting adequate treatment is crucial for disease
control and prevention of complications related to this specific disease
site, for example, myocardial rupture with subsequent cardiac tamponade
or malignant arrhythmia. In these case reports, we propose possible
management of this condition in elderly patients using a combined
immuno-chemotherapeutic modality in escalated doses while applying
various methods of disease imaging.

Case presentation

Case 1: A 71-year-old male presented with generalized diffuse large B-cell
lymphoma, not otherwise specified, involving the apex of the heart with
invasion into the myocardium and pericardium.

Case 2: A 69-year-old female was diagnosed with high-grade B-cell
lymphoma, characterized by a large mediastinal tumor mass invading all
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four cardiac chambers, accompanied by pericardial and pleural effusion, and
reactive atrial fibrillation.

An initial investigation included 18-fluorodeoxyglucose (18-FDG) positron
emission tomography combined with computed tomography (PET/CT),
transthoracic echocardiography (TTE), and magnetic resonance imaging (MRI)
to delineate disease extension. To prevent fatal myocardial rupture and other
potential complications, we chose a combined immuno-chemotherapeutic
approach using R-CHOP (rituximab, cyclophosphamide, doxorubicin,
vincristine, and prednisone) with sequential dose escalation. We opted
to administer the first cycle (C1) without an anti-CD20 antibody and divide
it into four days. It included a 50% dose of doxorubicin, an 80% dose of
corticosteroid, and full-dose cyclophosphamide and vincristine. The patients’
vital signs were monitored every 30 minutes during the chemotherapy
administration. Post-C1 TTE showed no residual tumor and confirmed good
cardiac function. C2 was administered over three days and consisted of
a 70% dose of doxorubicin, full-dose cyclophosphamide, vincristine, and
corticosteroid. In this cycle, we introduced full-dose rituximab, divided into
two days. Interim PET/CT after two (Case 1) and three (Case 2) cycles of
immuno-chemotherapy did not show any increased 18-FDG uptake in
the heart, which correlates with the final scan results indicating complete
metabolic remission in both patients. No severe adverse events were
observed during chemotherapy administration.

Conclusions

Initial reduction of immuno-chemotherapy followed by dose escalation with
regular monitoring of cardiac function using imaging methods is an appropriate
treatment approach for even elderly patients with cardiac involvement by
lymphoma.

Supported by MH CZ -DRO (FNOL, 00098892) and IGA_LF_2024_001.
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Prognostic impact of gender in newly diagnosed
MCL is associated with higher prevalence of adverse
genetic events in males compared to females
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Background: Mantle cell ymphoma (MCL) is a subtype of B-cell non-Hodgkin
lymphomas characterized by cyclin D1 overexpression and presence of
other recurrent cytogenetic/molecular aberrations. MCL affects 2-3 times
more males than females and male gender is, according to several studies,
associated with inferior prognosis.

Aims: To evaluate gender-specific prevalence and its potential prognostic
impact of selected recurrent cytogenetic and molecular gene aberrations in
newly diagnosed MCL patients.

Methods: Bone marrow samples obtained from 166 newly diagnosed
consecutive MCL patients with MCL involvement 25% were analysed using
conventional cytogenetics, fluorescent in-situ hybridization, and targeted
next-generation sequencing (NGS). The following aberrations were evaluated:
monosomies of chromosomes 9 and 13; amplifications of CDK4 and BCL2;
deletions of TP53, CDKN2A, ATM, and RB1, rearrangement of MYC; and
pathogenic mutations of TP53, RB1, ATM, CDKN2A, BCL2, KMT2D, NFkB1,
KRAS, BRAF, NRAS, BIRC3, NOTCH1, SF3B1, FBXW7, XPO1, KLHL6, POT1,
EGR2, RPS15, MYD88, BTK, and PLCG2.

& 108 )



25. PRAZSKE HEMATOLOGICKE DNY

Hematologie 2025

»

KAM /V\/As ROSOUVA TO NEJLEPSI Z CESKE
A SVETOVE HEMATOLOGIE

OBSAH SCHEMA PROGRAMU <<

SBORNIK ABSTRAKTU

Results: Male gender was associated with significantly shorter event-free
survival (EFS) and overall survival (OS) compared to female gender. In the
analysed cohort, more males compared to females were diagnosed with
high-risk disease according to MIPI (63% vs 53%), proliferation index Ki-67
2 30% (55% vs 28%) and central nervous system (CNS) involvement (13%
vs 7%). Despite higher percentage of females compared to males received
palliative therapy (13% vs 6%) or only watch and wait strategy (9% vs 3%),
more females achieved complete remission (64% vs 51%) and less females
subsequently relapsed (38% vs 47%) or died (35% vs 56%). A total number of
gene aberrations (either copy number variants by FISH or mutations by NGS)
significantly correlated with OS, with biggest difference observed between 3
and more than 3 aberrations (besides t(11;14)), which was detected more
than twice more frequently in males compared to females. In univariate
analyses following aberrations correlated with EFS: monosomies of 9 and
13, amplification of CDK4, deletions of CDKN2A and RB1, rearrangement of
MYC and mutation of TP53; and with OS: monosomy of 13, amplification of
CDK4 and BCL2, deletion of CDKN2A, RB1, and TP53, rearrangement of MYC
and mutation of TP53 and NOTCH. Besides TP53 mutations and/or deletions,
all aberrations with prognostic impact were detected in significantly higher
frequency in males compared to females. Interestingly, large chromosomal
aberrations like monosomies 9 and 13 were 3-times more frequent in
males compared to females and their prevalence correlated with each
other (p = 0.00005). In multivariate analyses TP53 mutation (HR = 2.064,
p = 0.0178) and CDKNZ2A deletion (HR = 2.607, p < 00001) correlated with
EFS, while BCL2 amplification (HR = 2.726, p = 0.000461) and mutations of
TP53 (HR = 2.377, p = 0.000335) and NOTCH1 (HR = 2.369, p = 0.023235)
correlated with OS.

Summary: Our data suggest that inferior prognosis of males with newly
diagnosed MCL is at least partially caused by a higher prevalence of adverse
genetic factors (with the highest difference observed for CDKN2A deletion).

P11

Are Four Cycles of eBEACOPP Sufficient for Patients
with Advanced Hodgkin Lymphoma and PET-2 DS3?
Heidi Mécikova", Jana Markova", Lubica Gahérova", Méaria Maco",
Eva Maule?, Jozef Michalka?, Andrea Janikova?, Alice Sykorova®,
Pavla Stépankova?, Katarina Hradska®, Juraj Duras?,
Alexandra Kredatusova®, Vit Prochazka®, Zdenék Kral?, Tomas Kozak"
"Hematologicka klinika, Fakultni nemocnice Krdlovské Vinohrady, Praha 10, Cesko
2Interni hematologicka a onkologicka klinika, FN Brno, Brno, Cesko
31V.Interni hematologicka klinika, Fakultni nemocnice

Hradec Kralové, Hradec Kralové, Cesko
“Klinika hematoonkologie, Fakultni nemocnice Ostrava, Ostrava, Cesko
SHemato-onkologicka klinika, Fakultni nemocnice Olomouc, Olomouc, Cesko

Background: The negative predictive value of PET-2 enabled a reduction
from 6 to 4 cycles of eBEACOPP (bleomycin, etoposide, doxorubicin,
cyclophosphamide, vincristine, procarbazine, and prednisone in escalated
doses) without loss of efficacy in the GHSG HD18 trial for advanced stages of
Hodgkin lymphoma (HL). Progression-free survival (PFS) of patients (pts) with
PET-2 Deauville score (DS) 1-3 was comparable; however, pts with DS3 were
treated with 6 to 8 cycles of eBEACOPP.

Methods: We analyzed the prognosis of pts with classical HL in advanced
stages, including clinical stages IIB with massive mediastinal tumor (MMT)
and/or extranodal involvement (EN), prospectively observed in the Czech
Hodgkin Lymphoma Registry and treated with 6 or 4 cycles of eBEACOPP
according to interim PET-2 as defined by the Lugano classification. Overall,
441 pts (aged 18-60 years) were treated with eBEACOPP between 2014 and
2024: 136 pts received 4 cycles and 305 pts received 6 cycles. Radiotherapy
was indicated in 63 (14.3%) pts.

Results: PET-2 DS1-2 was achieved in 159 pts treated with 4 (84) or 6 cycles
(75). PET-2 DS3 was reported in 107 pts treated with 4 (49) or 6 cycles (58),
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and PET-2 DS4-5 was achieved in 64 pts treated with 4 (1) or 6 (63) cycles,
respectively. Interim PET-2 was not performed in 111 pts. Median follow-up
was 59.7 months. There were no significant differences in the 5-year PFS
in pts with PET-2 DS1-2 and DS3 treated with 4 cycles (91% [95% Cl 84-99]
vs. 78% [95% Cl 64-95], p=0.061) or with 6 cycles (93% [95% CI 88-99] vs.
89% [95% CI 81-99], p=0.347). Differences between the 5-year PFS in pts
with PET-2 DS1-2 vs. DS3 treated with 4 cycles or 6 cycles were not significant
in subanalyses with MMT (p=0.858) and with EN disease (p=0.432). The
5-year PFS in pts with PET-2 DS4-5 treated with 6 cycles was 76% (95% Cl
88-99). The 5-year OS in pts with PET-2 DS1-3 was 100% regardless of the
number of treatment cycles, and in DS4-5 it was 96% (95% Cl 92-100%).

Conclusion: There is a trend for 5-year PFS to be higher for PET-2 DS1-2
than for DS3 in pts treated with 4 cycles, but it has not reached statistical
significance. Further evaluation is warranted. Additional data such as
circulating tumor DNA (ongoing trial NCT06263530) and TARC analyses could
help to better stratify pts with PET-2 DS3 into 4 or 6 cycles of eBEACOPP.

This work was supported by grants AZV NU22-03-00182 from the Ministry
of Health of the Czech Republic and by MH CZ DRO (FNOI_00098892) and by
the Cooperatio Program, research area “Oncology and Haematology”
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Katefina Bene$ova, Diana Malarikova, Jana Séalkova Bonaventurova,
Jan Koren, Pavel Klener, Marek Trnény
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Introduction

The association between body mass index (BMI) at the time of diagnosis
(dg) and the outcomes of patients with diffuse large B-cell lymphoma
(DLBCL) remains controversial. As a systemic symptom, BMI loss presumably
reflects the disease aggressivity, while during therapy, therapy failure,
treatment-related complications, nutritional interventions failure and other
factors might contribute to BMI changes. We aimed to investigate the impact
of BMI at the time of dg as well as BMI changes from their pre-illness values
to dg (pre-to-dg) and from dg to the end of first-line therapy (dg-to-EoT) on
prognosis of DLBCL patients.

Methods

Altogether 726 consecutive patients with newly diagnosed systemic DLBCL
between 2010-2021 have received first-line R-CHOP regimen at single
university hospital center in the Czech Republic, Of them, 634 patients with
anthropometric data available at the dg and during the first-line therapy
entered the analysis.

Medical records of each patient were reviewed in detail including height,
weight (i.e., BMI) and its changes (pre-illness BMI before dg; at dg; EoT),
baseline characteristics, treatment-related complications, nutritional
interventions, response rates (overall response rate, ORR; complete remission
rate, CR) and outcomes (PFS, OS).
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Patients were divided into 3 groups based on the BMI at the dg (< 25,
25-29.9, > 30 kg/m?), and based on the BMI changes pre-to-dg as well as
dg-to-EoT. Univariate analysis was performed using log-rank test, multivariate
analysis was performed using Cox regression model.

Results

BMI at diagnosis

Median age at dg of the 634 analyzed patients was 64 years (IQR 52-70 years),
PS ECOG 2 2 was observed in 23%, clinical stage llI-IV in 66%, elevated LDH
in 62%, EN involvement = 2 in 41%, IPlI 3-5 in 53%, and decreased serum
albumin levels in 20%. Median BMI at dg was 27.8 kg/m?.

BMI value < 25 kg/m? at dg was observed in 247 (39%), 25-29.9 kg/m? in
243 (38%), and BMI > 30 kg/m?in 144 (23%) of patients. EoT response rates,
as well as in PFS (P = 0.236) and OS (P = 0.233) between the BMI subgroups
didn’t significantly differ between the subgroups.

BMI trends

ROC analyses revealed the optimal threshold of BMI loss pre-to-dg of 10%,
while dg-to-EoT od 5%. A total of 169 (27%) patients presented with > 10%
pre-to-dg BMI loss were associated inferior CR rate (72% vs 84%, P =0.019),
and survival (PFS HR 1.5, P = 0.003; OS HR 1.4, P = 0.033). Consequently,
195 (31%) patients with dg-to-EoT BMI decrease of 2 5% had inferior CR rate
(70% vs 84%, P = 0.001), and survival (PFS HR 2.0, P < 0.001; OS HR 2.0,
P < 0.001). These results are presumably given by correlation with inferior
baseline characteristics of both BMI losing cohorts.

Combination of BMI at diagnosis with BMI trends

The significantly inferior survival with pre-to-dg BMI loss of = 10% was
observed among all patients, and was mainly driven by the BMI < 25 kg/
m? group (n = 89 vs 158; PFS HR 2.2, P < 0.001; OS HR 2.3, P < 0.001).
Multivariate analysis of systemic BMI trend together with the IPI factors

revealed BMI decrease, age, and clinical stage to be independent prognostic
factors of PFS and OS in the BMI < 25 kg/m? subgroup.

The significance of dg-to-EoT BMI loss of 2 5% was retained among all 3 BMI
groups. These BMI losing patients had significantly inferior response rates to
therapy (CR 69% vs 85%, P < 0.001), more frequent chemotherapy delays/
reductions (25% vs 15%, P = 0.008), nutritional interventions during therapy
(37% vs 17%, P < 0.001), but the incidence of treatment-related complications
didn’t differ in comparison to those with BMI decrease < 5% (52% vs 52%,
P = 0.985). Multivariate analysis revealed the dg-to-EoT BMI trend, response
rates, and chemotherapy delays/reductions to be independent prognostic
factors of PFS and OS.

Conclusion

BMI as a single value at the time of DLBCL dg does not significantly impact
outcomes of DLBCL patients. However, the BMI decrease both as a systemic
symptom and during the first-line therapy identifies higher-risk patients with
worse response rates to the first-line treatment, as well as inferior survival.
These patients might require closer observation and more personalized
approach during therapy.
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Genomic Profiling of Two Successive
PTLDs with Different Morphology in
a Pediatric Lung Transplant Recipient
Markéta Rackova' 2, Andrea Rennerova", Petr Hubacek? 2,
Ester Mejstfikova", Lenka Krskova?®, Vit Campr#, Martina Sukové?,
Markéta Kalinova> ®, Lucie Winkowska", Tereza Dousova”,
Lucie Sramkova?, Jan Trka", Eva Frofikova"
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Pediatric Hematology and Oncology, Second Faculty of Medicine,
Charles University, and University Hospital Motol, Prague, Cesko
2Department of Pediatric Hematology and Oncology, Second Faculty of
Medicine, Charles University, and University Hospital Motol, Prague, Cesko
¥Department of Medical Microbiology, Second Faculty of Medicine,
Charles University, and University Hospital Motol, Prague, Cesko
“Department of Pathology and Molecular Medicine, Second Faculty of
Medicine, Charles University, and University Hospital Motol, Prague, Cesko
“Department of Pathology, Third Faculty of Medicine, Charles University
Prague and University Hospital Kralovske Vinohrady, Prague, Cesko
8Central Laboratories, University Hospital Kralovske Vinohrady, Prague, Cesko
"'Department of Pediatrics, Second Faculty of Medicine, Charles
University, and University Hospital Motol, Prague, Cesko

Post-transplant lymphoproliferative disorders (PTLD) encompass a broad
spectrum of lymphoid proliferations, a consequence of artificially induced
immunosuppression following solid organ or hematopoietic stem cell
transplantation. Ranging from indolent proliferations to malignant lymphomas
resembling those in immunocompetent patients, studying PTLDs could help
to decipher key steps in lymphomagenesis applicable to other lymphomas.
Rare cases of patients with multiple morphologically distinct PTLDs represent
one of the most intriguing models of lymphomagenesis.

We present a case of a patient with cystic fibrosis who underwent lung
transplantation at 16 years of age. Eleven months post-transplant, she was
diagnosed with polymorphic PTLD in the colon (CD20+CD30-EBER+), which
responded well to the reduction of immunosuppression and six doses of
rituximab. Fifteen months post-transplant, she developed a diffuse large
B-cell lymphoma (DLBCL) in the duodenum (CD20+CD30+EBER+), which
was successfully treated with the NHL-BFM 2004 protocol, achieving
a long-lasting remission.

Molecular analysis was conducted using formalin-fixed, paraffin-embedded
samples. An identical monoclonal rearrangement (IGHV4-39-IGHJ4) was
found in both PTLDs, indicating clonal origin. Whole-exome sequencing
(WES) revealed 103 disease-relevant likely pathogenic somatic variants:
32 in polymorphic PTLD, 60 in DLBCL, 11 shared. Of the 26 variants with
the highest predicted pathogenicity, only 5 were present in polymorphic
PTLD and 25 in DLBCL. The progression to DLBCL was most likely driven by
selection of a clone with newly acquired somatic variants in the FAS, KMT2C,
and LRP1B genes that were only detected in DLBCL. Variants in these
genes were previously described in pediatric PTLD-DLBCL, adult refractory
DLBCL and transformed follicular lymphoma, often occurring concurrently,
suggesting synergistic effect.

valuable into

This case highlights that PTLDs

lymphomagenesis in general.

provide insights

Supported by the European Union — Next Generation EU — program
No. LX22NPO5102 and Charles University Research Centre program
No. UNCE/24/MED/003
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Amyloidosis Associated with Localised B-cell

Neoplasia of Undetermined Significance
Patrik Flodr", Martina Navratilova", Tomas Pika?, Dusan Holub?,
Dominik Hrabos", Jifi Minarik?, Jaroslav Michalek", Petr Dzubak®
YDepartment of Clinical and Molecular Pathology, FH and FMD

Palacky University Olomouc, CZ, Olomouc, Cesko
2Department of Hemato-oncology, FH Olomouc, Olomouc, CZ, Olomouc, Cesko
3Department of Molecular and Translational Medicine, FMD

Palacky University Olomouc, CZ, Olomouc, Cesko

Introduction:

The number of human amyloid proteins increased on 42 in October 2022
(ISA 2022), 20 proteins in systemic and 30 proteins in localised amyloidosis
with overlap in 3 amyloids, 4 candidate proteins are under investigation. In
general amyloidosis is a heterogeneous acquired (30 subtypes), hereditary
(17) or both (4), systemic or localised disease that results from an abnormal
deposition of B-pleated sheet fibrillar protein aggregates in various tissues
with variable distribution in extracellular space. Hybrid amyloidosis is rarest
in rare form with variable fibril protein combinations. Different types of B-cell
non-Hodgkin lymphomas (MM, plasmocytoma, MGUS, MZL, LPL, B-CLL/
SLL, FL, MCL, DLBCL) with plasmacytic differentiation and may produce
AL/AH amyloid locally or as a part of systemic AL/AH amyloidosis. Literary
relatively new entities are “AL amyloidosis with a localized B-cell neoplasia
of undetermined significance” and “AL amyloidosis with an associated
predominant kappa or lambda light chain expressing plasma cell population
without evidence for clonality”.

Methods

We analysed more than 800 FFPE and native samples with Congo red and/or
Saturn red as the detection step with the consequent immunohistochemical
analysis (IHC) a proteomic analysis (laser captured microdissection-liquid
chromatography/tandem mass spectrometry - LMD-LC/MS/MS) as a typing

steps. Multiplex fluorescent IHC assay was applied in triple hybrid amyloidosis.
Concurrent B-NHLs were categorised according morphologic features (HE,
PAS, Giemsa), immunohistochemical analysis (PAX5, CD3, CD5, CD10, CD19,
CD20, CD21, CD23, CD30, CD138, Bcl-2, Bcl-6, MUM1/IRF4, PAX5, cyclin
D1, SOX11, c-Myc, kappa, lambda, IgG, IgM, IgD, Ki67) and analysis of clonal
rearrangement of IgVH and IgL genes (PCR, BIOMED-2). New entities “AL
amyloidosis with a localized B-cell neoplasia of undetermined significance”
and “AL amyloidosis with a an associated predominant kappa or lambda light
chain expressing plasma cell population without evidence for clonality” were
establised per exclusionem.
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Results:
Table 1
LBCNUS/Amyloid AL kappa AL lambda Double hybrid AL Triple hybrid AL NA/ND p3
lambda/AH lambda/kappa/AH
Clonal IgVH and IgL lambda | O 0 2 0 0 2
Clonal IgVH and IgL kappa 2 0 0 0 0] 2
Oligoclonal IgVH and clonal | 0 0 0 1 0
kappa
NA/ND 0] 2 0 0 0] 2
Table 2
Deposition site Light chains ratio Proteomic analysis (LC/MS/MS) Clonal rearrangement IgVH/IgL | Amyloid typing
Conjunctiva lambda/kappa 6-10:1 Ig lambda-like polypeptide 5 NA (limited volume) AL lambda
Lung lambda/kappa 3-4:1 IgG1 chain C region, Ig lambda constant 2 IgVH, IgL lambda AL/AH lambda/IgG
Skin lambda/kappa 35-50:1 |1gG1 chain C region, Ig lambda-like polypeptide 5 | IgVH, IgL lambda AL/AH lambda/IgG
Soft tissue kappa/lambda 45-140:1 | Ig kappa chain C region IgVH, IgL kappa AL kappa
Lung lambda/kappa 3-4:1 IgG1 chain C region, Ig lambda-like polypeptide 5, | IgVH oligoclonal, IgL kappa AL/AH lambda/kappa/IgG
Ig kappa chain C region
Large bowel lambda/kappa 4-5:1 NA (limited volume, only IHC lambda+) NA (limited volume) AL lambda
Striated muscle kappa/lambda 5-20:1 Ig kappa chain C region IgVH, IgL kappa AL kappa

Conclusions:

The complex analysis of an amyloid deposits irrespective of the origin and
localization is appealing for a diagnostic precising which brings proper
insights in a particular pathogenesis, correct classification with an appropriate
nomenclature and an eligible therapy due to a occurrence of a combination
or hybrid amyloid deposits in a variable microtopography, both concordant
or discordant to the detected IgVH/IgL (sub)genes clonal rearrangement
(somatic hypermutation may appear). The concurrent B-NHLs, their mimics
or precursors have to be taken into account in a wide differential diagnosis if
pure localised cases or secondary infiltrating systemic processes.
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The genomic landscape of lymphomas invading
the central nervous system inferred from
cell-free DNA by integrative NGS analysis and the
diagnostic benefit compared to flow cytometry
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Introduction: Primary or secondary central nervous system lymphomas
(PCNSL/sCNSL) represent aggressive malignancies with poor prognosis.
Their laboratory diagnosis is based on cerebrospinal fluid (CSF) analysis by

cytology or flow cytometry, unfortunately having a high rate of false negativity
due to limited sensitivity. The analysis of circulating free DNA (cfDNA) in
plasma and CSF is potent to overcome this drawback. We aimed to screen
genomic alterations/markers in cfDNA of various CNSL cases and compare
our findings with FC results.

Methods: We collected biological material (CSF, plasma, tissue) from
56 patients with diagnosed or suspected CNSL (25 pCNSL, 31 sCNSL). When
a sufficient ctDNA/DNA amount was isolated, custom NGS panel LYNX (PMID:
34082072) was applied to detect diverse genomic biomarkers simultaneously:
mutations in 67 genes, genome-wide copy number alterations, antigen
receptor rearrangements, and common lymphoma translocations. If less than
20ng of total cfDNA was isolated, digital PCR was applied to detect hot spot
MYD88 mutation.
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Results: We observed manifold genomic aberrations in the majority of P16
patients. Irrespective of the material, the most frequently mutated genes Second Line Treatment with Bruton Tyrosine Kinase
were PIM1, KMT2D, MYD88, MYC, and TP53; complex karyotype was found Inhibitor (BTKi) or Bcl-2 Inhibitor (Bcl-2i) in Patients
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plasma (2/11). Out of 43 patients with inconclusive/negative flow cytometry, Pavel Vodarek®, Renata Urbanova®, Tereza Shokralla”,
26 were found positive in CSF (19pts.) and/or plasma (7pts.), seven stayed Jitka MalCikovéd* '"’, Marika Chrapava?®, Klara Lan¢ova",
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Background:

Venetoclax in combination with rituximab (VenR) along with either ibrutinib or
acalabrutinib monotherapy, represent the most common regimens currently
used for the treatment of relapsed/refractory (RR) chronic lymphocytic
leukemia (CLL) in the Czech Republic. As all of these regimens are approved



25. PRAZSKE HEMATOLOGICKE DNY

Hematologie 2025

A SVETOVE HEMATOLOGIE

»

KAM NAS POSOUVA TO NEJLEPSI Z CESKE

OBSAH SCHEMA PROGRAMU

SBORNIK ABSTRAKTU

for identical indications in RR CLL, the selection of the most appropriate
treatment depends on the drug toxicity profile and patient’s comorbidities.

Aims:

The primary aim was to compare progression-free survival (PFS) and overall
survival (OS) between Bruton tyrosine kinase inhibitors (BTKi) and Bcl-2
inhibitor (Bcl-2i) in the second-line treatment. Key secondary aim was to
compare safety of these treatment regimens.

Methods:

We conducted a retrospective analysis of data from the Czech National
Registry of CLL patients (CLLEAR). Patients were treated in one of eight Czech
hematological centers between December 2015 and January 2024. Only
those who received chemoimmunotherapy in the first-line and BTKi or Bcl-2i
in the second-line treatment were included in the study. All patients fulfilled
iwCLL diagnostic criteria and had provided informed consent before their
data were captured in the CLLEAR. Key CLL-related clinical and laboratory
parameters were obtained from the database. Ibrutinib and acalabrutinib
monotherapy were given at standard doses until disease progression (PD)
or unacceptable toxicity. The combination of VenR was administrated in the
regular dosing schedule for 24 months.

Results:

Out of 352 patients included in the study, 63.1% (222/352) were treated
with ibrutinib, 10.5% (37/352) received acalabrutinib and 26.4% (93/352)
administered VenR. The median age at the start of the second-line treatment
was 71.3 and 70.0 years, respectively (BTKi and Bcl-2i). There were
no significant differences in sex, clinical stage, CIRS and risk of tumour
lysis syndrome. Bendamustine and rituximab followed by fludarabine,
cyclophosphamide and rituximab were the most common regimens used in
the first-line treatment. TP53 mutation and trisomy 12 were more frequent
in the BTKi cohort, while deletion (del) 17p, del 11q, complex karyotype and
unmutated IGVH gene were presented equally in both groups. The overall

response rate (ORR) was evaluated in 218 patients treated with BTKi and in
69 patients treated for at least six months with Bcl-2i. The ORR was higher
in Bcl-2i cohort than in BTKi group, 95.6% (66/69) vs. 89.9% (196/218)
(p = 0.218). More complete remissions (CR) were seen in Bcl-2i group, 42%
(26/69) vs. 13.3% (29/218) (p<0.001). Median progression-free survival
(mPFS) was 45.4 (34.2-NA) and 37.9 (30.7-46.9) months in Bcl-2i and BTKi
group, respectively (p = 0.265). Median overall survival (mOS) was 83.6
(65.3-NA) and 74.2 (46.9-NA) months in Bcl- 2i and BTKi cohort, respectively
(p=0.291) (Figure 1). In the subgroup with del 17p and/or TP53 mutation,
longer median PFS was observed in the BTKi cohort (37.0 vs. 40.4 months,
Bcl-2i vs BTKi) (p=0.244). In contrast, patients with unmutated IGVH gene had
shorter median PFS in BTKi than in Bcl-2i subgroup (80.5 vs. 64.3 months,
Bcl-2i vs BTKi) (p=0.357). Hematological toxicity of any grade was higher in the
Bcl-2i treated group (65.9% vs. 32.7%, Bcl-2i vs. BTKi) (p<0.001). The most
significant differences were seen in grade llI-IV neutropenia (35,4% vs. 9,6%,
Bcl-2i vs. BTKi) (p<0.001). Serious infectious complications were reported in
7.5% and 14.1% of Bcl-2i and BTKi patients, respectively (p= 0.754). Grade
lI-IV hypertension and other non-hematological toxicity (excluding infections)
prevailed in BTKi cohort (20.1 % vs. 10.7%, BTKi vs. Bcl-2i) (p= 0.348). The
median treatment duration of Bcl-2i and BTKi was 10.4 (0-28) and 12.4 (0-59)
months. Premature discontinuation was observed more frequently with BTKi
compared to the Bcl-2i, 46.7% (121/259) vs. 22.5% (21/93) (p<0.001).

Summary/Conclusion:

Treatment with both, Bcl-2 and BTK inhibitors, was well tolerated in our
retrospective study. A higher prevalence of TP53 aberration and trisomy 12
were observed in the BTKi cohort, but frequency of other high- risk prognostic
markers was comparable in both groups. Difference in median PFS and OS
was not statistically significant within the current follow-up period.
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ROR-1 defines a population of atypical B cells

in peripheral blood phenotypically linked to

malignant cells of chronic lymphocytic leukemia
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Petr Taus®, Jitka Stancikovd®, Jan Stuchly®, Terézia Kurucova®,
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""Department of Experimental Biology, Masaryk University, Brno, Cesko
2Faculty Hospital Bohunice, Brno, Cesko

%Central European Institute of Technology, Brno, Cesko

4Childhood Leukemia Investigation Prague, Faculty Hospital Motol, Prague, Cesko

Chronic lymphocytic leukemia (CLL) is the most common leukemia in the
Western world. It is a hematological malignancy characterized by clonal
expansion of B cells in secondary lymphoid organs and their evasion to the

peripheral blood (PB). It is a heterogeneous disease the origin of which is still
unknown. However, there are several diagnostic markers which unify CLL cell
phenotype among patients. One such marker is the receptor tyrosine kinase
like orphan receptor 1 (ROR-1) which is one of the key players in Wnt/planar
cell polarity (PCP) signalling. In our previous study, we have shown that
CLL cells exhibit increased expression of not only ROR-1 but multiple other
components of the Wnt/PCP signalling as well (Kaucka et al., 2013). This
indicates that ROR-1-mediated signalling might be contributing to malignant
transformation in CLL. This hypothesis was further supported by almost
complete absence of ROR-1+ B cells in PB of healthy donors (HD, 1-5%
from total B cells) and their partial enrichment in individuals with condition
preceding CLL, called monoclonal B lymphocytosis (MBL, 30-98% from total
B cells).

Therefore, in our study, we aim to describe ROR-1+ B cells and elucidate
if there is a specific subpopulation of ROR-1+ B cells that gives rise to CLL
clone. Using spectral flow cytometry, we showed that ROR-1+ B cells of HDs
are enriched mainly in the population of unswitched memory B cells but
they also form clusters of cells phenotypically close to CLL clone. To inspect
ROR-1+ B cell heterogeneity further, we performed CyTOF experiment with
30-marker panel and we found a specific cluster of ROR-1(dim) cells lacking
the expression of CD21 the absence of which has already been linked to
atypical B cells with possible autoreactive potential. Furthermore, trajectory
analysis of CyTOF data (performed using specialized tool, tviblindi) identified
ROR-1(dim) CD21(low) population as the cluster interconnecting normal B cell
development trajectory with the malignant clone. Finally, using scRNAseq
combined with advanced data analysis, we elucidated that ROR-1+ population
of interest displayed increased activity of multiple signalling pathways (NFkB,
MAPK) and transcription factors (STAT3, JUN) supporting proliferation and
survival of CLL cells.
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Advanced cytogenomic approaches for
precise reconstruction of complex karyotype
in chronic lymphocytic leukemia
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Background:

Prognostic and predictive biomarkers have been established for chronic
lymphocytic leukemia (CLL), including highly complex karyotypes (high-CK;
>5 abnormalities) indicating poor disease outcome. Enhanced resolution of
complex structural variants (SV) could improve understanding of CLL biology
and provide hints for risk stratification and treatment. Conventional methods
like chromosomal banding analysis (CBA) and multicolor fluorescence in situ
hybridization (mFISH) show low accuracy for complex SV analysis. On the
contrary, Nanopore sequencing (ONT) and optical genome mapping (OGM)
can be instrumental in achieving high-resolution characterization of complex
SVs.

Aims:
We aimed to decipher high-CK CLL genomes using ONT and OGM and
evaluate the benefits of these methods for routine diagnostics.

Methods:

CK CLL cases were identified and characterized using conventional (IL-2/
CpG-stimulated CBA) and molecular (24xCyte mFISH, CytoScan HD Array)
cytogenomics. For ONT, high molecular weight DNA was isolated and
sequenced on the PromethlON platform. Breakpoints were identified with
the Delly variant caller, with presumably somatic variants =1 kb in size
filtered in, while population variants were excluded using the 1000 Genomes
control dataset. For OGM, ultra-high molecular weight DNA was isolated, and
fluorescent-labeled DNA was loaded and imaged using the Saphyr instrument
(Bionano Genomics). Both ONT and OGM analyses were performed against
the hg38 human genome reference.

Results:

For 36 CK CLL cases, a median 33.8 genome coverage (range 13x to 49x)
was obtained using ONT, with N50 15-25 kb. The median coverage achieved
with OGM was 682 (range 298x to 888x) in 10 analyzed samples.

For a comprehensive comparison, 10 high-CK CLL samples with results
available from all methods were selected. Copy number alterations detected
using genomic microarray, as well as balanced translocations, derivative
chromosomes, and dicentric chromosomes identified using CBA and mFISH,
were evaluated. The number of evaluated interchromosomal breakpoints
ranged from 152 to 402 per sample and the number of intrachromosomal
breakpoints with a distance > 100 kb from each other ranged from 24 to
200. ONT confirmed a median of 63.58 % (46-90 %) of breakpoints defining
the boundaries of copy number alterations from genomic microarrays, with
a tolerance range of +10 kb.
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For the comparison of CBA and mFISH with ONT and OGM, only major
clones with a threshold of 20% were included. Both ONT and OGM
concordantly detected all three reciprocal translocations identified by CBA
and mFISH. Derivative chromosomes were categorized into two groups:
simple and complex, involving 2 or =3 chromosomes according to CBA/
mFISH, respectively. Out of 20 simple derivative chromosomes, 17 were
confirmed by ONT. Similarly, for 5 out of 6 complex derivative chromosomes
at least a part of genomic breakpoints was validated. In these cases, we
have uncovered significantly greater SV complexity by combining ONT and
OGM than identified by CBA and mFISH. Notably, 9 cases carried dicentric
chromosomes, with detection success limited to 5 out of 9 events, likely due
to breakpoints occurring in highly repetitive regions.

Summary/Conclusion:

ONT and OGM have great potential in resolving complex SVs. In this study,
we demonstrated the reliability and limitations of these approaches, including
the low detection rate of breakpoints in highly repetitive regions.

Supported by the grants AZV NU21-08-00237, MUNI/A/1685/2024,
MHCZ-DRO FNBr65269705, and MEYS NPO-NUVR LX22NP0O5102, co-funded
by EU - Next Generation EU.
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Tmaps: Novel surface markers evaluation for

minimal residual disease monitoring of pediatric

T-cell acute lymphoblastic leukemia cells

Adéla Vavrova", Daniela Kuzilkovd?, Michaela Reiterovd?, Tomas Kalina?
CLIP, KDHO, 2.LF UK, Praha, Cesko

2CLIP, KDHO, 2.LF UK a FN Motol, Praha, Cesko

Background:

T-cell acute lymphoblastic leukemia (T-ALL) is an aggressive malignant
disease with a highly heterogeneous genetic and immunophenotypic
background arising from immature T-cells. While T-ALL accounts for only
15% of childhood ALL, and at diagnosis, the prognosis is comparable to
other ALL subtypes, around 30% of patients experience relapse with a dismal
prognosis. The level of minimal residual disease (MRD) during induction
therapy remains one of the crucial prognostic markers; however, due to
partial immunophenotypic overlap with non-malignant T-lymphocytes, its
precise evaluation is still challenging.

T-cell acute lymphoblastic leukemia (T-ALL) is an aggressive malignant
disease with a highly heterogeneous genetic and immunophenotypic
background arising from immature T-cells. While T-ALL accounts for only
15% of childhood ALL, and at diagnosis, the prognosis is comparable to
other ALL subtypes, around 30% of patients experience relapse with a dismal
prognosis. The level of minimal residual disease (MRD) during induction
therapy remains one of the crucial prognostic markers; however, due to
partial immunophenotypic overlap with non-malignant T-lymphocytes, its
precise evaluation is still challenging.

Aims:

This study aims to develop new approaches leading to the possible discovery
of potentially targetable molecules and improvement of flow cytometry-based
MRD monitoring representing the hope for more precise MRD quantification.
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Methods:

In this study, using conventional flow and full-spectrum cytometry, we
mapped surface markers (n=307) on T-ALL cells obtained from pediatric
patients at diagnosis (n=20) and compared their expression to T-cells
obtained from healthy donors (n=12) and various developmental stages of
T-cells in the thymus (n=2). Using the BD Quantitation kit, we recalculated the
fluorescence intensity to antibody bound per cell.

Results:

First, we identified aberrantly expressed markers of T-ALL cells (2-fold over-
or under-expressed compared to healthy donor T-cells) for each patient
individually, ranging from 14 to 38. Moreover, we searched for markers with
utility for a broad spectrum of T-ALL patients. In total, seven markers were
aberrantly expressed in at least 75% of investigated samples: CD44, CD226,
CD48, CD52, and CD6 were under-expressed (or even absent) in 15/20,
18/20, 19/20, 19/20, and 20/20 samples, respectively. On the other hand,
CD38 and CD147 were over-expressed in 14/17 and 18/20 of T-ALL samples.

Next, we compared the expression level to non-malignant T cell counterparts
obtained from pediatric thymus. CD147 expression level in patient samples
reflects the expression level of the most immature CD34+ population from
the human thymus. CD6, CD44, and CD48 expression levels reflect very
immature CD1a+ stages from double-negative and CD4/CD8 single-positive
stages. The absence of the CD226 marker in T-ALL samples correlates
with the absence of CD226 in all developmental stages in the thymus,
including the mature stages. In contrast, we did not find any physiological
subpopulation in pediatric thymus that would reflect the high expression level
of CD38 we observed in pediatric T-ALL samples. Similarly, the absence of
the CD52 antigen on the surface of T-ALL samples does not correlate with
any physiological subpopulation from the human thymus. These data suggest
a true aberration of CD38 and CD52 surface expression in pediatric T-ALL
cells.

Conclusion:

In conclusion, we demonstrated the feasibility of surface mapping of
pediatric T-ALL cells, offering new approaches for precise MRD monitoring.
We identified seven potential markers for MRD monitoring, with two markers
truly aberrant on pediatric T-ALL samples.

This work was supported by Ministry of Health of the Czech Republic, grant
nr NU23J-03-00026, Charles University Research Centre program No.
UNCE/24/MED/003 and European Union — Next Generation EU — program
No. LX22NPO5102. The PE-conjugated antibodies were kindly provided by
Exbio (Vestec, Czech Republic) and Biolegend (San Diego, California, USA).
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Interferon-Related DNA Damage Resistance
Signature Genes Predict Chemoresistance

in Acute Myeloid Leukemia

Ela Cerovska' 2, David Kundrat”, Zdenék Krej¢ik", Cyril Salek",
Jan MusilV, Michaela Dostalova Merkerova", Monika Belickova",
Hana Remesova"

nUstav hematologie a krevni transfuze, Praha, Cesko

2Karlova Univerzita, Pfirodovédecka fakulta, Praha, Cesko

Introduction: Although many prognostic markers for acute myeloid leukemia
(AML) are routinely used, clinical practice still lacks predictive markers of
therapy efficacy to distinguish chemoresistant from chemosensitive AML
patients. Predicting therapy response would be a valuable tool for clinicians
in deciding which patients may benefit from either an intensified curative
protocol or new therapeutic agents in clinical trials. To address this need,
we analyzed the whole transcriptome of AML blasts from responding versus
refractory AML patients to reveal genes and expression signatures capable of
predicting chemoresistance. Our main goal was to develop a new method for
chemoresistance prediction in AML patients.
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Methods: A total of 86 non acute promyelocytic leukemia AML patients
were enrolled in the study. Leukemic blasts (CD%***/CD''"*) were sorted
from peripheral blood (PB) at diagnosis using autoMACS (Miltenyi Biotec).
High-quality, DNAse-treated RNA (RIN>8) was ribodepleted using the
RiboCop rRNA Depletion kit (Lexogen) and used for library preparation with
the NEBNext Ultra Il Directional RNA Library Prep Kit (NEB). Transcriptome of
35 patients was sequenced on NovaSeq (lllumina). For statistical analysis,
patients were divided into responding (n=16) and refractory (n=19) groups
based on a complete remission (CR) achievement after the first cycle
of a standard 3+7 chemotherapy. Gene expression quantification was
performed using StringTie2 software (version 1.3.6) and the resulting data
were analyzed and visualized in R software 4.0.0. The most significant results
were validated in a validation and testing cohorts comprising 46 and 27 PB
samples, respectively, from AML patients using TagMan Gene Expression
assays on StepOne Plus instrument (Applied Biosystems). Next, CR prediction
models were created, initially based on RNA-Seq data. As this model
appeared promising, a new model based on qPCR data was developed and
tested in a testing cohort. A logistic regression prediction model of CR was
constructed based on the expression values of IFIT5, IFI44L, and IFI44 genes.
Model coefficients were used to calculate log odds (IRDS score, combining the
expression of all three genes) and probability of being refractory. Nomogram
prediction models including standard prognostic variables such as white
blood cell count (WBC), and ELN risk, were also created.

Results: Among genes differentially expressed between responding
and refractory AML subgroups, we identified a noticeable cluster of
interferon-related DNA damage resistance signature (IRDS) genes, including
IFIT5, IFI44L, IFIT1, IFI44, IFIT3, IFI6, IFI16, IFITM1, IFIT2, and IFIH1. These
IRDS genes were significantly (p<0.05) overexpressed in refractory patients.
Given that IRDS genes are linked to chemoresistance and poor prognosis
in multiple cancers, we focused on them in a subsequent, more detailed
analysis. When applying FDR correction (<0.05), four genes stood out — IFIT5
(p<0.0001), IFI44L (p<0.0001), IFI44 (p=0.0002), and IFIT1 (p=0.0001). Due

to its very low expression level, IFITT was excluded from further analyses. The
overexpression of IFIT5 (p=0.0426, p=0.0347), IFI44L (p=0.0284, p=0.0590),
and IFl44 (p=0.0042, p=0.0065) was validated in an independent validation
and testing cohorts of PB AML samples, respectively. The concordance
index of a CR achievement prediction model, which included WBC, ELN risk,
and the IRDS score, based on RNA-Seq and gPCR data, was 0.83 and 0.86,
respectively. According to the gPCR-based model, the mean probability of CR
in RES patients in the testing cohort was 0.71, while in non-RES patients it
was 0.31 (p=0.002 for the difference).

Conclusions: Among the upregulated genes in refractory AML, we discovered
adistinct cluster of IRDS genes. These genes are known to drive cell resistance
to DNA damage, leading to resistance against various DNA-damaging drugs,
including anthracyclines. We present the first comprehensive transcriptome
profile of IRDS genes in AML blasts and introduce a model for predicting
AML chemoresistance using the IRDS score measured in PB. This model
demonstrates high accuracy, and relies on a manageable number of genes,
making it accessible for measurement in most laboratories. Although further
validation with larger sample sets is necessary, these initial results are highly
promising.

Funding: This project was supported by MH CZ-DRO (UHKT 00023736) and
by AZV CR (NU20-03-00412).
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Rewired glutamate metabolism diminishes
cytostatic action of L-asparaginase
Katerina Hlozkova'- 2, Maryna Vasylkivska' ?, Adam Boufersaoui®,
Bryan Marzullo®, Matus Kolarik™ 2, Natividad Alquezar-Artieda" ?,
Mehak Shaikh®, Nadia Fatemeh Alaei" 2 %, Marketa Zaliova' 2 ®,
Martina Zwyrtkova'- 2, Violeta Bakardjieva-Mihaylova' ?,
Meritxell Alberich-Jorda®, Jan Trka' 2 ¥, Daniel Tennant®,
Julia Starkova % ®
"Druhé lékar'skd fakulta, Karlova univerzita, Praha, Cesko
2Childhood Leukaemia Investigation Prague, Prague, Cesko
YInstitute of Metabolism and Systems Research, College of Medical and Dental
Sciences, University of Birmingham, Birmingham, Spojené kralovstvi
“Laboratory of Hemato-Oncology, Institute of Molecular Genetics
of the Czech Academy of Sciences, Prague, Cesko
SUniversity Hospital Motol, Prague, Cesko

Tumor cells often adapt to amino acid deprivation through metabolic rewiring,
compensating for the loss with alternative substrates. We have described
such a scenario in leukemic cells treated with L-asparaginase (ASNase).
Clinical effect of ASNase is based on nutrient stress achieved by its dual
enzymatic action which leads to depletion of asparagine and glutamine and is
accompanied with elevated aspartate and glutamate concentrations in serum
of acute lymphoblastic leukemia (ALL) patients. Up until now, high aspartate
and glutamate extracellular concentrations have been considered to be only
a by-product of ASNase treatment without any known consequences.

Using U'*C-aspartate and U'3C-glutamate we discovered that ALL cell lines
and primary cells are able to import aspartate and glutamate from the culture
media after ASNase treatment and by that maintain their intracellular levels.
Next, we found out that high glutamate doses, but not high aspartate doses,
helped leukemia cell lines and also primary cells to survive in asparagine-/
glutamine-depleted conditions (mimicking ASNase effect). Furthermore, we

showed that in asparagine-/glutamine-depleted conditions glutamate uptake
compensates for the loss of glutamine availability. Extracellular glutamate
flux detection confirms its integration into the TCA cycle and its participation
in nucleotide and glutathione synthesis. Importantly, it is glutamate-driven
de novo synthesis of glutathione which is the essential metabolic pathway
necessary for glutamate’s pro-survival effect. In vivo findings support this
effect by showing that inhibition of glutamate transporters enhances the
therapeutic effect of ASNase. In conclusion, ASNase-induced nutrition stress
increases the transport of extracellular glutamate, which leads to a rewiring
of intracellular glutamate metabolism and has an adverse effect on ASNase
treatment.

This work was supported by NU20J-03-00032, NU22-07-00087,
NW24J-03-00069 and Programme EXCELES, ID Project No. LX22NPO5102.
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Vyskyt mykotickych infekci u AML lé¢enych
Venetoclaxem v prvni linii s ohledem na pouziti
antimykotické profylaxe - projekt cell
Barbora Weinbergerova", Tomas Kabut", Wolfgang Sperr?,
Jana Stevkova®, Anna Jonasova®, Martin Cernan®,
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Jifi Mayer?
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3V. interni hematologicka klinika LF UK a FNHK, Hradec Kralové, Cesko
4. Interni klinika — Klinika hematologie, VSeobecna
fakultni nemocnice v Praze, Praha, Cesko
SHemato-onkologicka klinika LF UP a FN Olomouc, Olomouc, Cesko
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"Hematologicko-onkologické oddéleni LF UK a FN, Plzen, Cesko
80ddéleni klinické hematologie 3. LF UK a FNKV, Praha, Cesko

Uvod: Venetoclax+azacitidin (VEN+AZA) prodluZuje preZiti pacientd s AML
nevhodnych k intenzivni chemoterapii s nizsi toxicitou.

Cil: Zhodnoceni vyskytu mykotickych infekci u téchto pacientd a potfeby anti-
mykotické profylaxe (AMP).

Metody: Mezindrodni retrospektivni studie analyzovala vyznam AMP u nové
diagnostikovanych (ND) AML lé¢enych v 1. linii VEN+AZA s ohledem na vy-
skyt mykéz diagnostikovanych na Ceskych, slovenskych a rakouskych cent-
rech v letech 2018-2023.

Vysledky: Zahrnuto bylo 186 pacientd s AML, z nich 46% dostalo AMP
a 54% nemélo AMP. Mykézy se vyskytly u 6 (3%) pacientd (1 invazivni-0,5%
a 5 neinvazivnich-2,5%). Median doby do mykdzy od startu VEN+AZA byl
18 dni (5-20). Jedna invazivni mykoticka infekce (IMI) plic a spojivek byla zp0-
sobena Malassezia sympodialis. Neinvazivni mykdzy predstavovaly 3x soor
a 2x kandidézu jicnu. Mykéza se vyvinula u 1/85 (1%) pacientd s profylaxi
a 5/101 (5%) pacientd bez profylaxe (p=0,222). IMI se vyskytla u 0/85 (0%)
pacientd s profylaxi a 1/101 (1%) pacientd bez profylaxe (p=0,064). Median
doby sledovani od zahajeni VEN+AZA byl 140 dni. Zemrelo 76 pacientd
(41%), z nichz 41% s AMP a 59% bez AMP (p=0,296). Neprokazali jsme signi-
fikantni rozdil v ¢etnosti Umrti (p=0,296) a celkovém prezivani (p=0,844) mezi
kohortou s a bez AMP (Obrazek).

Zavér: Prokazali jsme nizky vyskyt vétSinou nezdvaznych mykédz vzdy v pribé-
hu prvniho cyklu u ND AML lé¢ené v 1. linii VEN+AZA bez rozdilu s ohledem
na pouziti ATM a bez vlivu na celkové prezivani pacient.

Podpora projektu: Podporeno Ceskou leukemickou skupinou pro Zivot, grantem
MZ CR-RVO (FNBr 65269705), programem EXCELES, ID:LX22NPO5102)
a ERN.

Obrazek. Celkové prezivani pacientd s nové diagnostikovanou AML |éce-
nych venetoclaxem a azacytidinem podle soucasného pouziti antimykotické
profylaxe.
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NOVEL CASEIN KINASE 1 ALPHA INHIBITORS FOR THE
TREATMENT OF RESISTANT AML AND SOLID TUMORS
Pavlina Janovska' 2, Tomasz Radaszkiewicz' ?, Ingrid Pristicova”,
Patrik Matusd", Hana Plesingerova", Petra Prochazkova”,
Martin Culen® 4, Michal Smida® ®, Daniel Bua®, Adriana Ladungova®,
Lukas Maier? ®, Stépan Havel? ®, Jif{ Mayer?® 4 3, Kamil Paruch? &7,
Vitézslav Bryja"
""Department of Experimental Biology, Faculty of Science,

Masaryk University, Brno, Cesko
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SCentral European Institute of Technology, Masaryk University, Brno, Cesko
®Department of Chemistry, Faculty of Science, Masaryk University, Brno, Cesko
International Clinical Research Centre,

St. Anne’s University Hospital, Brno, Cesko

Background: Inhibition or degradation of Casein kinase 1 alpha (CKla)
alpha represents an attractive target for therapy of acute myeloid leukemia
(AML). However, none of the heretofore reported small-molecule inhibitors
of CK1a possess sufficient kinome-wide selectivity to be used in studies
addressing the therapeutic potential of selective CK1a inhibition. Targeting
of CK1 kinases in resistant cancers is a novel concept — several preclinical
studies have demonstrated the potential of CK18/¢ inhibition to overcome/
avoid resistance — e.g. to potentiate the efficacy of Gemcitabine in pancreatic
cancer, efficacy of CDK4/6 inhibitors in breast cancer or Enzalutamide in
prostate cancer. The role of CK1a inhibition has not been described in detail,
however knockdown experiments have revealed that CK1a is essential for
survival of most cancer cells and could bring benefit when co-targeted
together with CK16/«.
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We have developed a series of potent and highly selective small-molecule
inhibitors of CK1 kinases, including the most potent CK1a inhibitors known
to date. They inhibit all CK1a/6/¢ isoforms, blocking both CK16/e- and
CK1a-dependent processes, which leads to higher efficacy and good
tolerability in vivo.

Material and Methods: Cellular target engagement assays, in vitro kinase
assays, ADME profiling, testing of in vitro sensitivity to CK1 inhibition and
standard-of-care treatments in cell cultures (cell lines, primary AML samples),
in vivo efficacy and tolerability studies in mice.

Results: We have characterized a set of lead candidate inhibitors in in
vitro assays that quantified their on/off-target efficacy and basic ADME
properties, and evaluated their potential for in vivo use and further (pre-)
clinical development. These newly discovered compounds showed improved
on-target CK1a activity, and the in vitro and in vivo efficacy and safety that
were superior to the previously published BTX-A51 competitor compound,
demonstrating for the first time the potential of selective CK1a inhibition. We
have identified a set of biomarkers that determine the sensitivity to CK1a
inhibition in AML, including resistance to the standard of care BCL-2 inhibitor
Venetoclax. We confirmed the in vivo efficacy in a Venetoclax-resistant AML
model and Gemcitabine-resistant pancreatic cancer model. Data presented
here illustrate that co-targeting of CK1a/6/¢ deepens the response of the
resistant cancer cells.

Conclusions: Our data confirm the attractiveness of the concept based on
selective pharmacological inhibition of the kinase CK1aq, in particular for the
treatment of Venetoclax-resistant AML and Gemcitabine-resistant pancreatic
cancer.

The project was supported by National Institute for Cancer Research
(Programme EXCELES: LX22NP05102), and Casinvent Pharma.
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Characterization of leukemic cell subtypes responsible
for relapse of Ph+ leukemias by single cell analysis
Jitka Krizkova, Véaclava Polivkova, Pavla Suchankovd, Adam Laznicka,
Pavel Semerak, Cyril Salek, Katefina Machova Polakova

Ustav hematologie a krevni transfuze, Praha 2, Cesko

Introduction: Although the biology and clinical course of chronic myeloid
leukemia (CML) and Ph+ acute lymphoblastic leukemia (Ph+ ALL) are
different, both diseases are linked by a common oncogenic factor and the
resistance to treatment with tyrosine kinase inhibitors (TKIs), which can lead
to difficult-to-treat progression. The combination of single-cell RNA-seq
(scRNA-seq) with long-read nanopore sequencing represents an innovative
tool to study the heterogeneity of leukemic cells.

Aim: We aimed to compare CML blast cells (CML-BC) with Ph+ ALL cells
and to characterize the subtypes of cells that are highly likely responsible for
disease progression.

Methods: Mononuclear cells (i) were prepared by gradient centrifugation and
(ii) FACS sorted leukemic blasts, both isolated from CML-BC patient and Ph+
ALL patient. Analyses were conducted from biobanked frozen viable total
leukocytes. To identify and characterize cells bearing mutations, we applied
a custom approach based on combination of single-cell gene expression
profiling sequenced on NovaSeq Illumina (10x Genomics; 10x G) with
long-read sequencing (Oxford Nanopore; ON) of genes enriched by a custom
panel of probes. Data from both methods were quality checked, filtered, and
evaluated by an in-house R pipeline including DropletUtils, scater, bluser,
SingleR, etc.

Results: From a cohort of 15 Ph+ ALL patients and 9 CML-BC patients,
who were well characterized using whole transcriptome sequencing,
targeted panel sequencing, and BCR::ABL1 kinase domain next-generation
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sequencing, we selected two patients for analysis at the single cell level.
Patient #1 (Ph+ ALL) was analyzed at the second relapse on 3rd-line
TKI ponatinib with BCR::ABL1 compound mutations T315] and E255K
(100 %), along with pathogenic mutations PAX5%%¢ (84 %). Patient #2 (mixed
phenotype CML-BC) was analyzed at diagnosis with RUNX1?2%'@ mutation
(43 %), who acquired BCR::ABL1 T315I mutation (undetectable at diagnosis)
9 months after diagnosis. The UMAP plot of gene expression at the single
cell level clearly distinguished sample from Ph+ ALL Patient 1# (Fig. A-E) and
CML-BC Patient 2# (Fig. F-H). In Patient #1, of 4548 cells identified by 10x
G + ON, 1231 cells were PAX5%%¢, 88 E255K+T315l, and 26 cells bore all
three mutations (Fig. I). PAX55%¢ positive cells (Fig. E) were distributed within
all mononuclear cell clusters (lymphoid blasts, monocytes and lymphocytes),
however cells bearing all three mutations (Fig. D) were detected only in
the cluster of lymphoblasts. In Patient #2, in whom clusters of myeloblasts
and more differentiated lymphoblasts were distinguishable, 567/4565 cells
bearing RUNX1R20'@ were detected (Fig. J). These cells were annotated as
myeloid blasts only.

Conclusion: Based on the distinct gene expression profiles at the single
cell level, Ph+ ALL and CML-BC cells can be clearly identified. The approach
combining two methods enabled us to identify cells bearing mutations. We
anticipate improved cell characterization using the newly available sequencing
kit from Oxford Nanopore, which allows for a significantly higher number of
sequenced cells.

Supported by MHCZ NU22-03-00210; DRO (IHBT, 00023736), BBMRI.cz no.
LM2023033.

Figure. UMAP plot illustrates the clustering results of the integrated datasets
comprising PBMCs of Patient #1 (A-E) and blasts of Patient #2 (F-H). Gene
expression analysis clearly distinguished cells from Ph+ ALL Patient #1
(A) and CML-BC Patient #2 (F). Venn diagrams depict the number of cells
identified by 10x Genomics, Oxford Nanopore, their combination and cells

bearing mutations in Patient #1 (I) and Patient #2 (J). PBMC - peripheral
blood mononuclear cells; B - blasts
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Daniel Tennant®, Jan Trka'" %, Katefina Hlozkova", Julia Starkova' ¥
CLIP, Department of Pediatric Hematology and Oncology, Second
Faculty of Medicine, Charles University, Prague, Czech Republic
2First Faculty of Medicine, Charles University, Prague, Czech Republic
dInstitute of Metabolism and Systems Research, College of Medical and
Dental Sciences, University of Birmingham, Birmingham, United Kingdom
“University Hospital Motol, Prague, Czech Republic

Oxidative stress is recognized as a hallmark of various cancers, influencing
both disease progression and treatment response. To cope with redox
imbalances, cancer cells often enhance their antioxidant defenses, which
can lead to chemoresistance development. In acute lymphoblastic leukemia
(ALL), the expression level of the cystine transporter, responsible for
delivering a key substrate for the main antioxidant glutathione, has been
shown to negatively correlate with resistance to cytostatic drug used in
ALL, L-asparaginase. Our aim was to elucidate the role of L-asparaginase in
maintaining redox homeostasis under conditions of altered cystine levels and
impaired transport.

Firstly, we demonstrated that cystine depletion is lethal in a wide range of ALL
cell lines in vitro. However, this effect is not general across all leukemia types,
as shown by the resistance observed in the K562 chronic myeloid leukemia
(CML) cell line. Surprisingly, co-treatment with L-asparaginase mitigated the
effect of cystine depletion. These results were recapitulated using treatment
with erastin, a cystine transporter inhibitor.

We used stable isotope tracing (SIT) to investigate potential metabolic
changes leading to suppression of the negative effects of cystine depletion
by L-asparaginase in ALL cells. We explored de novo cysteine synthesis via

the reverse trans-sulfuration pathway (RTSP). We were asking if active RTSP
may in situ compensate for missing extracellular cystine by redirecting the
faith of methionine and serine. We confirmed this mechanism in the K562 cell
line with a low basal level of RTSP activity, which was further increased after
cystine depletion. On the other hand, ALL cell line, MOLT4 did not have active
RTSP. However, by analyzing SIT data we found another possible mechanism
that could explain a specific interaction between cystine depletion and
L-asparaginase; L-asparaginase treatment led to an increase in total and
de novo synthetized glutathione in MOLT4 cells when cystine was limited.
We also showed by labelled cystine that L-asparaginase increased cystine
influx. Moreover, L-asparaginase treatment reduced ROS levels on its own
and, interestingly, had the same effect even when combined with cystine
depletion, even though cystine depletion alone increases ROS levels. We
propose that increased glutathione levels and cystine influx may explain why
L-asparaginase mitigates the effects of cystine depletion in ALL, warranting
further investigation.

Studying the counterintuitive pro-survival effect of L-asparaginase under
cystine-depleted conditions will reveal the interplay of redox homeostasis, as
one of the key players in chemoresistance and will improve our understanding
of leukemic cell behavior.

Supported by NU22-07-00087, by Czech Health Research Council;
GAUK179624, by Charles University, Research Centre program No.UNCE/24/
MED/003 and EU Programme EXCELES, No.LX22NP0O5102.
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Impact of autophagy inhibition in AML cells
with mutated nucleophosmin

Tereza Koranova, Dana Grebenova, Barbora Brodska,
Kristyna Smilaverova, Katefina Kuzelova

Ustav hematologie a krevni transfuze, Praha, Cesko

Autophagy is a set of physiological processes removing dysfunctional
proteins and organelles. In parallel, autophagic processes serve as a source
of nutrients, building components and antigens displayed on MHC molecules.
The role of autophagy in AML cells with mutated nucleophosmin 1 (mMNPM1)
could be either 1) pro-tumor, by removing potentially harmful mNPM1
aggregates from the cytoplasm, or 2) anti-tumor, by generating mNPM1
antigens. Autophagy inhibition is considered as a potential therapeutic
strategy in various cancers, including AML. We thus analyzed the impact of
autophagy inhibition in AML cells with regard to the presence or absence of
mNPM?1.

Analysis of transcriptomic data from the VizomeBeat AML 2.0 database showed
significant changes in the transcript levels of different autophagy-associated
genes in AML patients with mNPM1. We then confirmed higher autophagy
flux in cells with mNPM1 in a panel of different AML cell lines. Chloroquine
(CQ), a selective autophagy inhibitor, did not substantially affect cell viability
at concentrations up to 20 pM regardless of the presence of mNPM1.
Interestingly, cytotoxic effects of CQ were stronger under stress-inducing
conditions in all AML cell lines. Processing of mNPM1 via macroautophagy
and chaperone-mediated autophagy was tested and revealed mNPM1 is
probably at least partly degraded by both of them. Importantly, CQ treatment
did not impair the cytotoxic activity of NPM1-specific T cells against cells with
mNPM1.

To conclude, autophagy inhibition seems promising if combined with
stress-inducing conditions regardless of NPM1 mutation status, and does

not impair killing of AML cells by NPM1-specific T cells. Approved autophagy
inhibitors, such as CQ, could be considered as an alternative treatment for
relapsed or refractory AML with mNPM1.

The work was supported by the Czech Science Foundation (grant No
22-03875S) and Ministry of Health of the Czech Republic (research
organization No 00023736)
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Analysis of primary AML cells sensitivity
to casein kinase 1 inhibitor in vitro
Hana PleSingerova" 2, Ingrid Pristicovd", Petra Prochdzkova",
Martin Culen?®, Daniel Busa?, Jifi Mayer® 4, Kamil Paruch®®,
Vitézslav Bryja", Pavlina Janovska"
""Department of Experimental Biology, Faculty of
Science, Masaryk University, Brno, Cesko
2Center of Molecular Biology and Genetics, Department of Internal Medicine,
Hematology and Oncology, University Hospital Brno, Brno, Cesko
¥Department of Internal Medicine, Hematology and Oncology, University
Hospital Brno and Faculty of Medicine, Masaryk University, Brno, Cesko
“YCentral European Institute of Technology, Masaryk University, Brno, Cesko
SDepartment of Chemistry, Faculty of Science, Masaryk University, Brno, Cesko
®International Clinical Research Centre,
St. Anne’s University Hospital, Brno, Cesko

Acute myeloid leukaemia (AML) is a rapidly progressing haematological
malignancy characterized by a high relapse rate and poor prognosis. AML
patients benefit significantly from therapy with Venetoclax, a BCL-2 inhibitor,
often in combination with the hypomethylating agent azacitidine. However,
due to the heterogeneous cytogenetic and genetic background of patients,
the response to Venetoclax is variable, and many patients do not achieve
remission and/or relapse later.

<< 128



25. PRAZSKE HEMATOLOGICKE DNY

Hematologie 2025

»

KAM /V\/As ROSOUVA TO NEJLEPSI Z CESKE
A SVETOVE HEMATOLOGIE

OBSAH SCHEMA PROGRAMU

SBORNIK ABSTRAKTU

In this study, we treated in vitro bone marrow samples from 44 AML patients
with Venetoclax and/or a casein kinase 1 inhibitor (CK1i) and correlated
the treatment response, measured as half-maximal inhibitory concentration
(IC50), with mutations detected by a next-generation sequencing (NGS)
panel.

Generally, CK1i and Venetoclax IC50 values were significantly correlated
(R=0.62, P=0.0001, Spearman correlation). Moreover, combined treatment
demonstrated a synergistic effect. Patients with mutations in NPM1, IDH1/2,
or FLT3-ITD showed significantly lower IC50 values (favourable response)
to both CK1i and Venetoclax (P = 0.0006 and P = 0.0081, respectively,
Mann-Whitney test) compared to patients without these mutations.
Conversely, patients with mutations in TET2, TP53, or FLT3-TKD exhibited
significantly higher IC50 values (poor response) to both CK1i and Venetoclax
(P = 0.0027 and P = 0.0083, respectively, Mann-Whitney test) compared to
patients without these mutations. However, several patients with NRAS and
KRAS mutations were sensitive to CK1i despite their unresponsiveness to
Venetoclax.

In conclusion, the combination of CK1i and Venetoclax represents a promising
therapeutic approach for AML patients. Specifically, patients resistant to
Venetoclax may benefit from a CK1i-based treatment regimen.

Supported by National Institute for Cancer Research (Programme EXCELES,
LX22NP0O5102) and MH CZ — DRO (FNBr, 65269705).
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Teclistamab in relapsed and refractory

multiple myeloma patients — Czech

multi-center real world evidence analysis

Martin Stork!, Jakub Radocha?, Tomas Jelinek?, lvan Spicka?,

Tomas Pika®, Alexandra Jungova®, Jan Straub?, Jifi Minarik®,

Ivanna Boichuk", Denisa Novakova?, Tereza Popkova®,

Vladimir Maisnar?, Ludék Pour™, Roman Hajek®

""Department of Internal Medicine, Hematology and Oncology, University
Hospital Brno and Faculty of Medicine, Masaryk University, Brno, Cesko

24th Department of Internal Medicine — Hematology, University Hospital Hradec
Kralove and Faculty of Medicine in Hradec Kralove,, Hradec Kralové, Cesko

9Department of Hematooncology, University Hospital Ostrava and
Faculty of Medicine University of Ostrava, Ostrava, Cesko

41st Medical Department — Clinical Department of Hematology, First Faculty of
Medicine and General Teaching Hospital Charles University, Praha, Cesko

SDepartment of Hemato-Oncology, University Hospital Olomouc and Faculty
of Medicine and Dentistry, Palacky University Olomouc, Olomouc, Cesko

9%Hematology and Oncology Department, Charles
University Hospital, Plzeri, Cesko

Background

Teclistamab is a bispecific antibody designed to target multiple myeloma
(MM) cells by simultaneously binding to B-cell maturation antigen (BCMA) on
MM cells and CD3 on T cells, facilitating a T-cell-mediated anti-tumor immune
response. In the MajesTEC-1 clinical trial, teclistamab demonstrated high
efficacy in heavily pretreated relapsed and refractory MM (RRMM) patients.
As approximately 40% of MM patients are ineligible for clinical trials, the
importance of real-world evidence (RWE) data on the efficacy and safety of
teclistamab becomes increasingly significant.
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Aims

We conducted a RWE analysis of teclistamab monotherapy in heavily
pretreated RRMM patients. Additionally, we evaluated the efficacy of
teclistamab in patients with a reduced dosing frequency.

Patients and methods

A total of 48 RRMM patients were treated with teclistamab between 2023
and 2024 outside clinical trials across all major Czech hematology centers.
Teclistamab was administered either on a standard schedule (weekly for at
least six months) or a reduced frequency schedule (every other week), based
on the physician‘s decision. The response was evaluated according to the
IMWG Response Criteria. Patient data were collected and analyzed from the
Czech Registry of Monoclonal Gammopathies (RMG).

Results

In 25.0% (12/48) of patients, teclistamab dosed every other week. The
estimated proportion of patients without a PFS event at 6 months of follow-up
was comparable regardless of the dosing schedule (weekly: 62.3% (95%
Cl: 47.4-81.9) vs. non-weekly: 81.5% (95% Cl: 61.1-100.0); p=0.226). The
OS data, based on the dosing scheme, were immature.

Conclusion

Our RWE data demonstrate high efficacy of teclistamab monotherapy in
heavily pretreated RRMM population, comparable to MajesTEC-1 registration
trial results. Preliminary data suggest that non-weekly dosing could be
similarly effective compared to the standard protocol.

P29

Insights into biological mechanisms responsible
for egression of circulating tumor plasma
cells (CTCs) in multiple myeloma
Tomas Jelinek", Serafim Nenarokov?, Tereza Sevéikova?, Eva Radova? 2,
Ondrej Venglar?, Veronika Kapustova®, Lucie Broskevi¢ova", Jan Vrana®,
Ludmila Muronova", Tereza Popkova", Jana Mihalyova®,
Hana Plonkova", Michal Simi¢ek", Bachisio Ziccheddu?,
Benjamin Diamond?®, Francesco Maura®, Ola Landren®, David Zihala?,
Roman Hajek"
YKlinika hematoonkologie, Fakultni nemocnice Ostrava, Ostrava, Cesko
2Klinika hematoonkologie, Lékarska fakulta, Ostravska univerzita, Ostrava, Cesko
3University of Miami, Sylvester Comprehensive Cancer

Center, Myeloma Division, Miami, Spojené staty

Background:

CTCs have become powerful prognostic factor in newly diagnosed multiple
myeloma (NDMM). CTCs reflect tumor burden and global capacity for
proliferation and trafficking and thus mirror the biology of underlying disease.
Nevertheless, there is limited knowledge about the mechanisms responsible
for egression of CTCs to peripheral blood (PB), specifically explaining highly
variable levels of CTCs across MM population.

Aim:

Investigate biological differences in clonal bone marrow plasma cells (BMPCs)
across NDMM patients (pts) with variable levels of CTCs from undetectable/
low levels to high levels/plasma cell leukemia (PCL).

Methods:

CTCs were measured in 116 NDMM pts during 3 years at single institution
using NGF according to EuroFlow protocol. Pts were divided into 7 groups
defined by CTC level using logarithmic (log) ranges as follows: undetectable;
0.0002-0.001% (10®); 0.001-0.01% (107%); 0.01-0.1% (10%); 0.1-1%
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(10%); 1-10% (102) and 10-100% (10"). Clonal BMPCs were FACS sorted
followed by isolation of DNA/RNA. In order to represent patients with high
CTCs a cohort of PCL patients (N=7) was added for genomic analysis. FISH
results were available in 113 pts and del 1p, del 17p, t(4;14) and t(14;16)
were considered high risk cytogenetic alterations (HRCA). RNA sequencing
was performed in 40 pts proportionally representing each log range group.
To identify set of key genes for increasing CTC levels we employed a linear
regression model on median gene expression values, combined with pairwise
comparisons and intersected with high/low CTC analysis. To validate the
impact of significant genes, the overall survival (OS) analysis associated with
high/low gene expression was performed on CoMMpass dataset.

Results:

The median CTC level was 0.03% and the distribution of CTC frequencies
across log groups followed a Gaussian pattern with majority of pts included in
the middle groups (10°%, 10 and 1072 logs). Interestingly, MGUS-like phenotype
(<95% clonal BMPCs in PC compartment) had 89% of pts with undetectable
CTCs, 14.3% in 10® and 12% in 10, but no MGUS-like pattern was observed
in pts with 10 or higher CTC level (p=0.005). FISH data showed that HRCA,
1q gain/amp, del 13q and t(11;14) were significantly more frequent in pts
with CTCs above median of 0.03% and their frequency positively correlated
with level of CTCs. This was translated into higher median CTC numbers in pts
with HRCA vs without (0.226 vs 0.023%; p=0.002), 1q gain/amp (0.065 vs
0.008%; p=0.02) and del 13q (0.07 vs 0.01%, p<0.001).

Next, we leveraged this unique cohort with progressively increasing CTC
numbers to identify key genes involved in CTC biology. By focusing on
deregulated genes between high and low CTC groups and examining genes
with the most linear changes across all groups, we identified a set of 41 hub
genes (7 genes decreasing and 34 increasing in CTC high groups). These
genes’ impact on OS was supported by analysis in the CoMMpass dataset,
where 73% (30/41) of hub genes were prognostic, following the same
direction of change observed in the RNAseq analysis.

Interestingly, the majority of 41 identified hub genes are involved in processes
that might enable PCs to become independent on BM microenvironment:

- 11 are linked to the cytoskeleton and adhesion, e.g., RHOC, PECAM1, MAP1B,
TAGLN2, AHNAK, FLNA, with latter 4 already shown to be deregulated in PCL
(Bruinink 2022, Ramberger 2024);

- 11 play roles in protein synthesis and proliferation e.g., MCM2, DCK, AREG

- 4 related to metabolism e.g. ENO1 involved in glycolysis and lactate
production or MTHFD2, both are suggested as potential drug targets

- 4 involved in transcriptional regulation e.g., ZHX2, EZH2, BRCA1

Finally, we observed that more than 24% (10/41) of hub genes were located
on chr1, which might be explained by more frequent presence of 1q gain/
amp in higher CTC level groups.

Conclusion:

NDMM pts with undetectable or low CTCs levels are enriched of MGUS-like
phenotype, while increasing CTC numbers positively correlate with presence
of HRCA, 1q gain/amp, del 13q and t(11;14). Using RNA seq we identified
41 key genes associated with gradually increasing levels of CTCs with 73%
(30/41) of them confirmed as prognostic using the CoMMpass dataset.
These genes including EZH2, BRCA1, ENO1, DCK, PECAM-1, RHOC, FLNA
etc. represent promising therapeutic targets and/or provide insights into the
molecular mechanisms driving CTC egression.
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Risk groups in relapsed and refractory multiple
myeloma treated by lenalidomide based triplets
- analysis of the Czech Myeloma Group
Jiff Minarik?, Ludék Pour?, Tomas Jelinek®, Ivan Spicka®,
Alexandra Jungova®, Jakub Radocha®, Petr Pavlicek”, Tomas Pika",
Martin Stork?, Jan Straub?, Vojtéch Latal”, Dominik Fri¢?,
Vladimir Maisnar®, Roman Hajek®
"Hemato-onkologicka klinika, FN Olomouc, Olomouc, Cesko
2Interni hematoogicka a onkologicka klinika, FN Brno, Brno, Cesko
3Klinika hematoonkologie, FN Ostrava, Ostrava, Cesko
4. interni klinika - klinika hematologie, VSeobecna
fakultni nemocnice v Praze, Praha, Cesko
SHematologicko-onkologické oddéleni, FN Plzer, Plzer, Cesko
91V. interni hematologicka klinika, FN Hradec Krdlové, Hradec Kralové, Cesko
7Interni hematologické klinika, FN Krélovské Vinohrady, Praha, Cesko

Aims:

This study aims to present real-world outcomes of lenalidomide-based triplets
with daratumumab (DRD), carfilzomib (KRD), and ixazomib (IRD) in patients
with relapsed and/or refractory multiple myeloma (RRMM). It also examines
the impact of risk features on prognosis, taking into account the population‘s
heterogeneity.

Patients and Methods:

Our cohort included 538 RRMM patients treated within 1st-3rd relapse. The
patients were divided into three groups: DRD cohort (N = 224), KRD cohort
(N = 143), and IRD cohort. The IRD cohort was further subdivided based on
treatment timing: early IRD (E-IRD, N = 104), patients treated within a Named
Patient Program with no competitive RD triplet or clinical trial, and late IRD
(L-IRD, N = 67), predominantly including patients generally ineligible for
KRD or DRD regimens. Patients from clinical trials and those with follow-ups
shorter than six months were excluded.

We performed Matching-Adjusted Indirect Comparison (MAIC) to account
for differences between patient cohorts, such as age (median 65.5 vs. 64.4
vs. 67.2 vs. 69.9 years), performance status (PS 0 or 1 in 87.9% vs. 92.2%
vs. 83.5% vs. 76.1%), pretreatment (1 previous line in 73.2% vs. 70.6% vs.
62.5% vs. 38.8%), lenalidomide pretreatment (8.5% vs. 8.4% vs. 6.7% vs.
28.4%), ISS stage (ISS 1 in 48.4% vs. 55.5% vs. 42.2% vs. 37.5%), presence
of extraosseous disease (32.5% vs. 45.6% vs. 35.0% vs. 31.6%), and the
presence of high-risk cytogenetics (24.6% vs. 42.7% vs. 32.3% vs. 53.1%).

Risk groups included the presence of cytogenetic abnormalities (del17p13,
t(4;14), t(14;16), gain/amp1g21), International Staging System (ISS)
and Durie-Salmon (DS) groups, refractoriness status (i.e., relapsed vs.
relapsed and refractory vs. primary refractory disease), and the presence of
extraosseous disease.

Results:

The outcomes of the unmatched population were presented earlier and
showed median progression-free survival (mPFS) for DRD, KRD, E-IRD, and
L-IRD as 23.64, 16.52, 19.97, and 11.57 months, respectively (p < 0.001).
After matching for age, line of treatment, ISS stage, and pretreatment by
lenalidomide or IMiDs, DRD remained the most effective regimen (mPFS
17.38-23.63 months), except when matching for high-risk cytogenetics,
which slightly favored proteasome inhibitors over daratumumab, though the
differences were insignificant.

High-risk features negatively impacted PFS in most pre-specified groups:
del17p13 in DRD (mPFS 5.87 vs. 20.69 months, p < 0.001), non-significant
in KRD and IRD; t(4;14) in DRD (mPFS 9.05 vs. 21.57 months, p < 0.001), in
KRD (mPFS 12.62 vs. 17.90 months, p = 0.03), non-significant in IRD; gain/
amp1g21 in DRD (mPFS 11.87 vs. 36.3 months, p = 0.002), in KRD (mPFS
12.62 vs. 23.54 months, p=0.01), and in E-IRD (mPFS 13.25 vs. 30.07 months,
p = 0.003). Low patient counts in t(14;16) precluded valid statistics.
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Similar results were observed in patients with extraosseous disease: DRD
(mPFS NA vs. 36.3 months, p = 0.038), KRD (mPFS 5.15 vs. 23.41 months,
p < 0.001), and E-IRD (mPFS 8.66 vs. 29.67 months, p = 0.002).

Conclusions:

The MAIC analysis confirmed better outcomes with DRD compared to other
lenalidomide-based triplets in RRMM, except in patients with high-risk
cytogenetics. Outcomes for patients with adverse cytogenetics were better
with proteasome inhibitors than daratumumab, though differences were not
significant. The presence of gain/famp1q21 or extraosseous disease were
significant negative prognostic factors across all cohorts. Patients without
gain/amp1qg21 or extraosseous disease achieved significantly longer mPFS,
comparable to outcomes reported in clinical trials.

Supported by MH CZ — DRO (FNOI, 00098892).
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Michaela Bil¢ikova", Johana Mayerova", Dorota Nizfianska®,
Jakub Pawet Porc?, Veronika Navrkalova' 2 ¥, Lucie Bravencova",
Marie Zadrapova", Barbora Sablikova", Martin Stork”, Ludék Pour?,
Sabina Sevéikova®, Marie Jaroova" ¥
Yinterni hematologicka a onkologicka klinika, Fakultni

nemocnice Brno a Lékar'skéd Fakulta MU, Brno, Cesko
2 Stfedoevropsky technologicky institut, Masarykova univerzita, Brno, Cesko
3Ustav lékal'ské genetiky a genomiky, Fakultni nemocnice

Brno a Lékar'ska Fakulta MU, Brno, Cesko
“Babékova myelomova skupina, Ustav patologické fyziologie,

Lékarska Fakulta Masarykovy univerzity, Brno, Cesko

U téméF poloviny pfipadd stoji za vznikem mnohocetného myelomu (MM)
kauzalni translokace s IGH (gen pro tézky fetézec imunoglobulinu). Stavajici
vySetfovaci algoritmus vyuzivd metodu FISH k identifikaci fuzniho partnera
a probiha sekvenéné od nejcastéjSiho partnera k méné castym. Podle dopo-
ruceni a zvyklosti laboratofe se testuje 3 az 5 partnerd. U 5-10 % pacient0
neni identifikace partnera UspéSna. Jednou z rozvijejicich se technik, které by
umoznily identifikovat neznamého translokac¢niho partnera, patfi optické ma-
povani genomu (OGM).

Cilem studie bylo porovnat vystupy OGM s rutinné pouzivanymi metodami
a ovéfit jeho potencidl v diagnostice MM.

Pomoci OGM jsme vysetfili soubor 25 pacientd s MM. Pro analyzu jsme pou-
Zili separované nadorové buriky kostni dfené (CD138+). Do souboru byli za-
fazeni pacienti: (i) s disrupci IGH a zndmou translokaci uréenou pomoci FISH
(n=10); (ii) s disrupci IGH bez nalezeného partnera (n=8), a (iii) kontrolni
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skupina bez disrupce IGH (n=7). Nélezy jsme korelovali s vysledky panelové-
ho sekvenovani (panel LYNX), FISH a vySetfeni karyotypu.

U vSech deseti pacientU s translokaci identifikovanou pomoci FISH jsme meto-
dou OGM nélezy potvrdili. U pacient0 s disrupci IGH, kde se pomoci FISH ne-
podarilo identifikovat partnera, jsme urcili translokacni partnery u 4 pacient0
z osmi. Pomoci OGM jsme u 8 z 25 pacient0 urcili dals$i translokace mimo
lokus IGH. Dale jsme identifikovali Fadu strukturnich variant, které povazujeme
za zavazné. Jednalo se o rozsahlé ztraty heterozygotnosti (LOH), bialelické
defekty nadorovych supresord (CDKN2A/CDKN2B/RB1/TP53) nebo amplifi-
kace onkogend (MYC).

Optické mapovani patfi mezi pokrocilé technologie analyzy strukturnich va-
riant, které si hledaji cestu do diagnostiky. Na nasem souboru jsme potvr-
dili potencidl této metody v diagnostickém pouziti u MM. Pomoci OGM jsme
Uspésné identifikovali nezndmé translokaéni partnery u poloviny pacientd
s disrupci genu IGH. Analyza také odhalila fadu zavaznych aberaci, které z0-
stavaji pri soucasném nastaveni vySetfovaciho algoritmu skryty.

Podporeno MZ-CR AZV NU21-03-00076, MZ-CR RVO 65269705, MUNI/A/1685/2024.
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University Hospital Pilsen, Pilsen, Cesko
8Department of Internal Medicine and Hematology, University
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Background:

Belantamab mafodotin (belamaf) is an antibody-drug conjugate targeting
the B-cell maturation antigen. The interim analysis of the DREAMM-7
trial has recently shown that a combination of belamaf, bortezomib and
dexamethasone (Vd) significantly improved progression-free survival of
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relapsed and/or refractory multiple myeloma (RRMM) patients (pts) compared
to daratumumab with Vd (Mateos, ASCO 2024). However, ocular findings are
still considerable adverse events (AE) and, therefore, the schedule needs to
be adjusted to further optimize its use.

Aims:

This study is designed to assess whether a lower dose of belamaf (1.9 mg/kg)
given less frequently (Q8W) in combination with weekly Vd in RRMM pts can
achieve at least similar efficacy (63% ORR) while improving the toxicity profile
(14% incidence rate of Grade >3 ocular AE) than intensive dosage regimen
used in the DREAMM-6 trial (2.5 mg/kg Q3W) (Popat, ASH 2020); here, we
report the interim results focused on ocular findings.

Methods:

In all, 44 RRMM pts after at least one line of therapy are intended for
enrollment in the study CMGO012022 (EudraCT 2022-002515-34). The
patients receive eight 28-day cycles of bortezomib: 1.3 mg/m2 SC days
1, 8, 15, 22 and dexamethasone: 20mg PO days 1, 2, 8, 9, 15, 16, 22, 23
plus belamaf: 1.9 mg/kg IV every 8 weeks until progression or unacceptable
toxicity. The primary endpoints consist of the overall response rate (ORR) and
the incidence rate of Grade (gr.) 3 ocular AE according to the keratopathy
visual acuity (KVA) scale for treatment-related ocular findings, which
combines grading of corneal events and changes in the best corrected
visual acuity. The data cut-off for this analysis was April 30, 2024. Informed
consents were obtained.

Results:

Thirty-eight pts after a median of 2 (range 1-7) prior lines of therapy had
started the treatment at 7 Czech university hematooncology centers. The
median age at the screening was 71 (44-89) years with male/female ratio of
0.5. High-risk cytogenetics [t(4;14), t(14;16), del(17p)] was revealed in 31%
(11/36) of pts, 5% (2/38) and 32% (12/38) were double and triple-class
refractory, respectively. After a median follow-up of 207 days (IQR 95; 250),

the response was evaluable in 30 patients; 2 pts had died 19 and 36 days
after treatment initiation, respectively, one patient discontinued study due to
hepatopathy and one had withdrawn consent 7 days after treatment initiation,
4 patients were in only first cycle of treatment, all without response evaluation
available. Sixty-one percent of pts (23/38) experienced treatment-related
AEs, nine of whom (35%; 9/23) had any gr. 3/4 AE (thrombocytopenia,
neutropenia, swelling, coldness, weakness, hepatopathy, rash, depression).
Ocular AE developed at 50% (13/26) of pts who were evaluated for ocular
toxicity - maximum gr. 3 in one patient

(4%; 1/26), gr. 2 in seven pts (27%; 7/26). Four pts had dose reduction of
belamaf (15%; 4/26) and 10 pts experienced dose delays to manage ocular
findings (38%; 10/26). No patient discontinued belamaf treatment due to
AEs.

Despite a significantly reduced belamaf intensity, ORR was 60% (18/30) with
complete response in 3 (10%), very good partial response in 7 (23%) and
partial response in 8 (27%) pts. Out of nine pts evaluated for minimal residual
disease (MRD), four were MRD negative. Five patients progressed on therapy,
one withdrew the informed consent, and six pts in total died; none of the
death causes (progression, infection, surgical complication, heart failure) was
related to the treatment.

Summary/Conclusion:

As of preliminary results, the combination of belamaf 1.9 mg/kg Q8W with
Vd demonstrated an acceptable rate (4%) of gr. 3 ocular findings with a high
ORR of 60%. Safety profile was manageable. The recruitment was closed on
June 3rd, 2024.
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Prognostic impact of multi-hit TP53

aberrations in patients with multiple

myeloma treated with novel agents
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Eva Kriegova®

"Department of Immunology, Faculty of Medicine and Dentistry, Palacky
University Olomouc and University Hospital, Olomouc, Cesko

2Department of Hemato-Oncology, Faculty of Medicine and Dentistry,
Palacky University and University Hospital, Olomouc, Cesko

Background:

Despite improved outcomes in patients with multiple myeloma (MM) treated
with novel agents, early disease progression and death occur in patients
with high-risk (HR) abnormalities (t(4;14), t(14;16), t(14;20), 1q gain/amp,
del(1p), and del(17p)/TP53 mutation (TP53mut)). We evaluated the impact
of multi-hit TP53 aberrations, which are considered to be the most adverse
aberrations in MM patients, in the era of novel agents.

Methods:

Progression-free survival (PFS) and overall survival (OS) were evaluated
in 234 MM patients treated with novel agent combinations. Of them, 73
(31.2%) received combinations of single novel agent and 161 (68.8%) two
or more novel agents. Patients were grouped by cytogenetic and molecular
abnormalities into: (1) multi-hit TP53, (2) HR and (3) standard risk (SR).

Results:

Patients with multi-hit TP53 treated with novel agent combinations were
associated with shorter PFS (9 vs 18 months vs not reached, p<0.001) and
OS (20 vs 61 vs 111 months, p<0.001) compared to HR and SR patients.
Compared to combination regimens with one novel agent, treatment with
novel agent combinations resulted in better PFS and OS in all groups: multi-hit

TP53 (PFS: 13 vs 3 months, p=0.023; OS: 39 vs 20 months, p=0.008 ), HR
(25 vs 9 months, p<0.001; not reached vs 33 months, p=0.019) and SR (not
reached vs 12.5 months, p<0.001; 110 vs 111 months, p=0.299).

Conclusions:

Treatment with two or more novel agent combinations resulted in better PFS
and OS in all patients with MM compared to regimens with one novel agent.
Our data revealed that patients with multi-hit TP53 represent ultra-HR group
with poor prognosis even when treated with novel agent combinations.

Grant support: PU_JG_2024_035, IGA_LF 2024 013, and MH CZ - DRO
(FNOL, 00098892).
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Analyza nadorovych subpopulaci u mnohocetného
myelomu pomoci metody CITE-seq
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Ludék Pour", Sabina Sevéikova®, Jana Kotagkova' 3 5
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Masarykova Univerzita, Brno, Cesko
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SUstav lékar'ské genetiky a genomiky, Lékarské fakulta,

Masarykova Univerzita, Brno, Cesko

Rozvoj mnohoc¢etného myelomu (MM) neni podminén jedinou kauzalni abe-
raci. U asi 45 % pacientd nachdzime translokaci s IGH (gen pro tézky fetézec
imunoglobulinu), u dalSich cca 50 % jsou pfitomné tzv. hyperdiploidie (HRD).
Pfitomnost sekundérnich aberaci naznacuje rdzny subklonalni vyvoj onemoc-
néni. Detailni charakterizaci subpopulaci umoZzfuje mj. analyza transkriptomu
na Urovni jednotlivych bunék (SCA).

Cilem naSi studie bylo ziskat detailni informaci o subpopulacich malignich plaz-
mocyt0 (PC) pomoci pfistupu CITE-seq (Cellular Indexing of Transcriptomes
and Epitopes by Sequencing), tj. analyzovat genovou expresi jednotlivych
bunék MM v kombinaci s identifikaci sady 141 povrchovych znakd.

Pro CITE-seq byly pouzity vitdné zamrazené mononuklearni burky (MNC)
izolované z kostni drfené pacientd s nové diagnostikovanym MM. Procento
PC ve vzorcich MNC bylo v rozmezi 41,4 — 72,6. PC jsme tak mohli hodno-
tit v kontextu dalSich bunék kostni dfené. Testovali jsme pét pacient s roz-
nou primarni aberaci detekovanou pomoci FISH: t(4;14), t(6;14), t(11;14),
t(14;16) a HRD. Pro CITE-seq byly MNC inkubovany s TotalSeq™-B Human
Universal Cocktail (Biolegend). SCA probéhla na platformé Chromium
Controller (10x Genomics).

Vysledky CITE-seq ukazaly prekvapivou heterogenitu v expresi gend i po-
vrchovych markerd, jak mezi pacienty, tak mezi subpopulacemi nadoro-
vych bunék. U jednotlivych pacientd bylo identifikovano 4 az 6 subpopulaci
PC s rozdilnou expresi jak gen0, tak povrchovych znak(d. Na druhou stra-
nu ve vzorcich s rozdilnou primarni aberaci jsme nalezli shodné expres-
ni markery definujici nékteré subklony. Jednalo se napf. o zvySenou expresi
gend NUSAP1 u subklond pfitomnych u pacientd s t(4;14) a t(6;14), nebo
GADD45B v subklonech pacientl s t(6;14) a HRD. Vzhledem k heterogeni-
té& mezi subpopulacemi naznacuje exprese stejnych gend jejich moznou roli
v patogenezi onemocnéni.

Pfistup CITE-seq ukazal prekvapivou intraklonalni heterogenitu v nddorovych
bunkach MM a umoznil podrobnou charakteristiku onemocnéni péti pacientC

s rozdilnou primarni aberaci.

Podporeno MZ-CR RVO 65269705, MUNI/A/1685/2024.
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Dysregulation of microRNA in
Waldenstrom macroglobulinemia
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Sabina Sevéikova”
"Babak Myeloma Group, Department of Pathophysiology,

Faculty of Medicine, Masaryk University, Brno, Cesko
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Oncology, University Hospital Brno, Brno, Cesko
9Central European Institute of Technology, Masaryk University, Brno, Cesko
“Department of Clinical Hematology, University Hospital Brno, Brno, Cesko

Waldenstrém macroglobulinemia (WM) and multiple myeloma (MM) are both
B-cell malignancies with distinct clinical and biological characteristics. Our
study aimed to identify differentially expressed microRNAs (miRNAs) between
CD19+ bone marrow cells from WM patients and CD138+ bone marrow
cells from MM patients and explore their potential clinical implications.
Next-generation sequencing (NGS) was employed to profile miRNA expression
in WM and MM patient samples. Differentially expressed miRNAs identified
through NGS were further validated using reverse transcription-quantitative
polymerase chain reaction (RT-gPCR). Correlation analyses were performed
to examine associations between miRNA expression levels and various
clinical parameters in WM and MM patients. Additionally, bone marrow
cells from WM patients were analyzed for gene mutations, CNVs, cnLOH,
deletions, translocations, and rearrangements using the custom LYmphoid
neXt-Generation Sequencing (LYNX) panel (Fig. 1).

NGS identified eight differentially expressed miRNAs (p < 0,01) between WM
and MM bone marrow samples. RT-qPCR validation was performed on a new
dataset of patients. Three out of the eight differentially expressed miRNAs were
chosen for validation. RT-qgPCR confirmed significant differential expression of
two out of three miRNAs between the two groups. Certain miRNA expression

levels showed significant correlations with clinical parameters, suggesting
their potential roles in disease severity and progression.

Furthermore, analysis of bone marrow samples from WM patients revealed
the presence of the MYD88 mutation in a high proportion of samples,
confirming its potential role in disease pathogenesis.

This study highlights the distinct miRNA expression profiles in WM compared
to MM, with specific miRNAs correlating with clinical parameters indicative
of disease severity and progression. The differential expression of certain
miRNAs, alongside their correlations with serum biomarkers and patient
demographics, underscores their potential as diagnostic or prognostic
biomarkers. Additionally, the frequent occurrence of the MYD88 mutation in
WM patients further differentiates WM from MM at the molecular level and
may offer insights into targeted therapeutic strategies. The findings suggest
that miRNA profiling, in conjunction with genetic mutation analysis, can
enhance the understanding of the molecular mechanisms underlying WM
and MM. This could lead to improved diagnostic accuracy and personalized
treatment approaches for patients with these B-cell malignancies.
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Treatment and Survival Outcomes of Symptomatic
Waldenstrom‘s Macroglobulinemia in the Czech Republic
Over the Last 10 Years: A Retrospective Analysis

from the Registry of Monoclonal Gammopathies

Michal Kas¢ak

Klinika hematoonkologie Fakultni nemocnice Ostrava, Ostrava, Cesko

Introduction

Waldenstrém’s macroglobulinemia (WM) is a rare lymphoplasmacytic
lymphoma with unique biological and clinical features. The treatment
landscape of WM has changed significantly in the last ten years with the
approval of Bruton tyrosine kinase (BTK) inhibitors as an alternative option
to anti-CD20 monoclonal antibody-based chemoimmunotherapy. However,
there is no universal consensus on the choice of therapy, and real-world
treatment patterns may differ. We explore the treatment choices and survival
outcomes of symptomatic WM in the Czech Republic over the last ten years.

Methods

A retrospective analysis was performed in a cohort of symptomatic WM
patients with clinical and biological data who began treatment between
January 2014 and January 2024. Data were analysed retrospectively from
the Registry of Monoclonal Gammopathies of the Czech Myeloma Group.
All patients signed the written consent before entrance to the registry. The
primary endpoints were treatment indication, preferred regimens, response
rates, progression-free survival (PFS), time to next treatment (TTNT), and
overall survival (0OS). The new simplified 11th International Workshop on
WM criteria was used for response assessment. Statistical analyses were
performed using R software (version 4.4.0).

Results
Intotal, 109 patients (median age 68.9 years, minimum-maximum 38-90 years,
4.6% <50 and 6.4% >80 years old, 58% male) were selected for analysis.
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The International Prognostic Scoring System for WM (IPSSWM) was known
for 78 (72%) patients: low risk 15%, intermediate risk 27%, and high risk
58%. Molecular genetic testing data was available for 71 (65%) patients, with
90% and 30% tested for MYD88 and CXCR4 mutations, respectively. Among
the patients evaluated for mutations, 90% tested positive for the MYD881265P
variant, and concurrently, 28.6% tested positive for mutations in the CXCR4
gene. Cytopenia, IgM-associated complications, and B symptoms were the
most frequent indications for treatment initiation. In the front-line setting,
84% of patients received chemoimmunotherapy (54% cyclophosphamide,
22% bendamustine, and 8% bortezomib-based combinations), 8% received
other combinations, and 3% received monotherapy. Dexamethasone,
rituximab, cyclophosphamide (DRC), and bendamustine, rituximab (BR) were
the most commonly used regimens. Only 3 (3%) patients received rituximab
maintenance, and one patient had an autologous transplant as consolidation.
With a median follow-up of 52 months, the overall response rate was 86%
(complete response 1,1%, very good partial response 30,1%, partial response
51,6%), median PFS was 52.8 months (42-74.4 months, 95% Cl), and median
TTNT was not reached after first-line treatment. Second-line and third-line
therapies were administered to 29 and 5 patients, respectively (71% received
combination regimens and 21% received ibrutinib). The 3-year and 5-year
OS rates from beginning of first line treatment were 89.2% (83.0-95.8%,
95% CI) and 79.3% (70.4-89.3%, 95% Cl), respectively. High-risk patients
according to the IPSSWM had worse overall survival compared to low-risk
patients, 3-year OS rate 87,7% (78.1-98.5, 95% CI) versus 100% (100.0-
100.0, 95% CI).

Conclusion

In the last decade, immunochemotherapy was the main WM treatment
option in the Czech Republic. Broader use of BTK inhibitors is limited by
reimbursement needs. More mutation testing is needed to optimize BTK
inhibitor use and further enhance patient outcomes.
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Mouse PDX models to explore dual resistance of
progressing MDS/AML to 5-Azacytidine and Venetoclax
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Background: Progressing myelodysplastic syndrome (MDS) into acute
myeloid leukemia (AML) is an indication for hypomethylating therapy (HMA,
AZA) and a BCL2 inhibitor (Venetoclax, VEN) for intensive chemotherapy
ineligible patients. Genetic predictors of a favorable response include IDH1/2
or DDX41 mutations, while negative ones include monosomy 7, EZH2
mutations or activating mutations of N/KRAS. Although AZA and VEN have
different mode of action, most patients develop dual resistance leading to
relapse with an expected survival of 2.4 Mo (Maiti A. et al. 2021). Recently,
cellular models of stable dual resistance to AZA/VEN have been generated
without altering their proliferation properties (Carter J.L. et al. 2023). Mouse
models that engraft primary AML samples may further advance VEN+AZA
resistance research.

Aims: 1) to create a set of patient derived xenograft (PDX) mouse models
that stably engraft MDS/AML patients with resistance to VEN and AZA. 2) to
compare PDX leukemia with the primary source of cells at genetic level. 3) to
validate the resistance to VEN and AZA and test other compounds.

Methods: BMMCs from MDS/AML patients treated with VEN+AZA were
infected with luciferase-encoding Lentivirus and transplanted into irradiated
NSGS mouse recipients and monitored using bioluminescence and flow

cytometry (FACS). PDX AML was analyzed with NGS and FACS. WST-1 assay
was used for drug sensitivity testing.

Results: To determine whether the development of AML in PDX mice is
a common or rare event, we monitored tumor growth once a week and
found that all 12 MDS/AML patients (using 30 NSGS mice) engrafted at
5 weeks. However, after 10 weeks, there was an abrupt decline in growing
bioluminescence to 55% percent of patient samples. To confirm translatability
of PDX-AML, we performed a set of additional transplantations. The number
of engrafted AML decreased to 17% (2/12). The PDXAML-1 model was
generated from a sample of female patient with secondary AML following ET
who achieved complete remission (CR) and completed 15 cycles of VEN+AZA
until progression. Compared to the primary sample, this PDX model showed
a loss of AML-associated monocytes, but the pathogenic mutations in ASXL1,
CUX1, DNMT3A, GATA2 and IDH2 persisted unlike those in NPM1. FACS
profile confirmed the loss of monocytes. The PDX-AML-2 model was derived
from a male-patient with secondary/therapy-related AML following Blastic
Plasmacytoid Dendritic Cell Neoplasm (BPDCN) who underwent 5 cycles of
VEN+AZA until progression followed by 1 cycle of VEN+LDAC. Compared
to the patient sample, the cytological and FACS profiles were preserved in
this PDX model, and pathogenic mutations of ASXL1, CBL, TET2 and ZRSR2
persisted alongside deletion of a chromosome 7. New mutations of NRAS
and PTPN11 were found. Next, we validated resistance to AZA (in the
PDX-AML-1 model) and AZA-VEN (in the PDX-AML-2 model) in PDX-derived
cells and tested additional agents. We observed co-resistance to Sorafenib,
while we also found significant sensitivity to Dinaciclib (CDKi 1/2/5/9) and
Panabinostat (pan HDACI).

Summary/Conclusion: Transplantable PDX models for MDS/AML arise with
17% frequency. Apparently, this is not related to peritransplant ingrowth, but
rather of late rejection at 5-10 weeks. There exist subtle changes between
primary and PDX-AML samples. The models of resistance to AZA and VEN
allowed us to test compounds in bypassing this resistance. Specifically,
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Panabinostat and Dinaclicib are among candidate agents that overcome dual
AZA-VEN resistance.

P38

SF3B1 Gene mutations and their significance for
patients with myelodysplastic neoplasias (MDS)
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Hematology, General University Hospital and First Faculty of
Medicine, Charles University in Prague, Prague 2, Cesko
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Background: The mutations of splicing factor genes (e.g., SF3B1, SRSF2,
U2AF1, ZRSR2) are found in approximately 60% of MDS patients and lead
to the accumulation of R-loops and associated DNA damage, resulting in
activation of the ATR pathway in affected cells. The most commonly mutated
gene is SF3B1. These are hotspot mutations, mostly missense substitutions,
with K700E being the most common variant. SF3B71 mutations are strongly
associated with MDS with ring sideroblasts, which has a relatively slower
progression. However, the results are heterogeneous, so identifying
additional features that may affect the prognosis of MDS patients with an
SF3B1 mutations could lead to a better understanding of the disease and
improved treatment.

Aims: To assess the frequency SF3B71 mutations, the prognostic value of
different mutation variants, and the association of SF3B7 mutations with
cytogenomic findings and co-mutations with other genes.

Methods: Bone marrow cells of 386 MDS patients were investigated using
a combination of cytogenomic methods (G-banding, I-FISH, mFISH/mBAND,
aCGH/SNP) and next-generation sequencing (NGS) with the Archer Myeloid
VariantPlex gene panel (Invitae), covering 75 genes associated with myeloid
malignancies.

Results: SF3B7 mutations were confirmed in 60/386 patients (15.5%).
Among these, 29/60 cases (48.3%) had a normal karyotype, 8/60
(13.3%) had isolated del(5q), 9/60 (15.0%) had a complex karyotype, and
14/60 patients (23.3%) had other chromosomal aberrations. In accordance
with previously published data, patients with mutated SF3B7 had better
overall survival than patients with SF3B71 wildtype (p=0,018). K700E was the
most common variant, detected in 34/60 cases (46.7%). The most common
genes co-mutated with SF3B1 were TET2 (19 cases), DNMT3A (13 cases),
RUNX1 (13 cases), ASXL1 (7 cases), TP53 (6 cases), and JAK2 (6 cases).
For further analyses, patients with an SF3B7 mutation were divided into four
groups based on cytogenomic and molecular findings: group SF3B1¢ [other
co-mutation than SF3B17F; 30 cases], group SF3B1° [the co-mutation with any
gene from BCOR, BCORL1, NRAS, RUNX1, SRSF2, STAG2; 18 cases], group
SF3B1%ka [the presence with isolated del(5q) without other co-mutations;
3 cases] and group SF3B7«mrex [the association with complex karyotype;
9 cases]. Patients included in the SF3B7° had the most favorable IPSS-M
prognostic score, while patients in the SF3B7«m category had the worst.
Nine of the 60 SF3B7-mutated cases (15%) fell into the IPSS-M very high-risk
category. Five of these patients had a complex karyotype (in three cases
associated with a TP53 mutation and in one case associated with mutations
of NRAS and RUNXT genes). In two other patients, we detected the K666N
variant of SF3B7 mutation, which is associated with increased progression
of MDS and distinct RNA splicing. Of the nine patients in this group, six have
died. Three are still alive and are undergoing azacitidine treatment at 6.5, 8.5,
and 21 months after their diagnosis.
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Summary/Conclusions: Identification of splicing factor gene mutations is
an important diagnostic tool for stratification of MDS patients. According to
IPSS-M, SF3B1 mutations have a more favorable prognostic score compared
to other splicing genes (e.g., SRSF2 or U2AFT). However, the prognostic
significance of individual variants may differ. Other biological factors such as
the mutation variant, association with complex karyotypes, and mutations in
other genes may also affect the prognosis of patients with mutated SF3B7.
Therefore, a comprehensive view including all cytogenomic, molecular, and
clinical data is important for accurate diagnosis and personalized treatment
of MDS patients.

Supported by MH CZ-DRO 0064165
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Activation of autophagy via the SQSTM1-KEAP1-NRF2
axis induced by Pevonedistat provides

a temporary readjustment of MDS/AML cells

leading to the development of resistance
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Lubomir Minafik", Luka$ Cermak?, Tomas Stopka"

UBIOCEV, 1. LF UK, Vestec, Cesko
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Introduction: Myelodysplastic syndromes (MDS) are difficult-to-treat
myeloid malignancies characterized by dysplasia, peripheral cytopenia, and
progression to acute myeloid leukemia (AML). The standard treatment for
high-risk MDS is inhibition of DNA methyltransferase with 5-azacytidine (AZA).
Pevonedistat (PEVO) is a small molecule inhibitor of the activating enzyme
NEDDS8 that downregulates Cullin ring ligases (CRLs), which interferes with
the trafficking and degradation of proteins in the proteasome and leads to
the accumulation of CRL substrates. One of the CRL substrates is Nuclear
factor erythroid 2-related factor 2 (NRF2) which represents a first line of

antioxidant defense and has been previously implicated in drug resistance.
The combination of AZA with PEVO was compared to AZA arm in patients
with MDS in phase 2, multicenter, global, randomized, controlled, open-label
PANTHER trial (NCT02610777, L. Ades 2022). AZA+PEVO arm was as safe
as AZA alone and provided benefits in the OS and ORR among patients with
higher-risk MDS. However, the primary endpoint, EFS, was not met, which
also may implicate the emergence of therapeutic resistance. In the present
study, we investigated the role of the NRF2 antioxidant pathway in the
development of resistance to PEVO.

Methods: We derived a PEVO-resistant (PEVO-R) clone from AZA-resistant
cells (PEVO-S) developed in our lab (Minarik et al., 2022) by sequentially
treating the human OCI-M2 MDS/AML cell line with PEVO and analyzed them
using whole exome sequencing, transcriptomic, and proteomic analyses.
We applied a quantitative mass spectrometry-based proteomic approach
to identify protein targets of NRF2-driven redox changes in PEVO-S and
PEVO-R clones. Autophagy was determined using flow cytometry and
immunodetection.

Results: DNA sequencing revealed mutation of the PEVO target such as
Ubiquitin activating enzyme 3 UBA3'227Val gt the site of interaction with
NEDDS8, which resulted in loss of response to PEVO. The transcriptomic
analysis identified 14,484 protein-coding genes, of which 6,097 were
significantly differentially expressed in PEVO-treated PEVO-S compared to
untreated control. Resistance to PEVO displayed 2241 differentially expressed
genes in comparison to PEVO-S. We identified 148 out of 353 (42%)
overexpressed NRF2-targets in PEVO-treated PEVO-S in contrast to 48 genes
in PEVO-R. Neither NRF2 nor its upstream regulator Kelch-like associated
protein 1 (KEAP1) was differentially expressed, instead PEVO induced
expression of sequestosome-1 (SQSTM1), providing a positive feedback loop
for NRF2 activation.
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We also found higher accumulation of NRF2 in the nucleus of PEVO-R cells in
comparison to PEVO-S cells. The proteome of PEVO-R cells was significantly
more oxidized compared to PEVO-S. Out of 6,367 identified and quantified
cysteine peptides the PEVO-R cells displayed 275 significantly more oxidized
cysteines compared to PEVO-S. Moreover, PEVO-R cells had significantly
oxidized CYS?° and CYS*° of SQSTM1. The S-acylation of those cysteines
was linked to autophagy promotion. Indeed PEVO-R cells had markedly
active autophagy and were sensitive to autophagy inhibitors in comparison
to PEVO-S.

Conclusions: Our data suggest that PEVO induces accumulation of
SQSTM1, thereby activating autophagy and NRF2, and placing cells in
a transient state that protects them from oxidative damage associated with
PEVO administration. This allows mutagenesis to occur which results in
complete loss of PEVO responsiveness possibly via mutating UBA. Thus, the
SQSTM1-KEAP1-NRF2 pathway appears to be a major checkpoint during the
treatment of MDS with PEVO and could stay behind the loss of therapeutic
efficacy in MDS patients.
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Experience with luspatercept therapy in
transfusion-dependent low-risk myelodysplastic
syndromes patients in real-world clinical practice,
positive effect of combination with erythropoietin alfa.
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Zuzana Zemanova®
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24. interni klinika, klinika hematologie, FN UK, Hradec Kralové, Cesko
3IBIOCEV, Universita Karlova I. Iékaf'ské fakulta, Praha, Cesko
“University College of London, University College

of London, London, Spojené kralovstvi
®Centrum onkocytogenetiky, Institut klinické biochemie

a laboratorni diagnostiky FN Praha, Praha, Cesko

Background. Luspatercept, an inhibitor of the TGF-beta pathway, represents
a new treatment option for anemic patients with lower-risk myelodysplastic
syndromes (MDS) with transfusion dependence (TD) that do not respond to
erythropoiesis stimulating agents (ESA) therapy or are not suitable candidates
for this treatment. We present real-world experience with luspatercept
therapy from two hematology centers in the Czech Republic.

Methods. By January 2024, 54 MDS patients (pts) (M/F - 33/21) with median
age 74 (range 55-95) were treated with luspatercept + ESA at two Charles
University hematology centers in Prague and Hradec Kralove. Characteristics
of patients are in Table 1.

Median follow-up was 17 months (range 1-54). All pts were transfusion
dependent. Thirty-five (64,8%) pts belonged to a high transfusion burden
group (HTB) with 34 transfusion units (TU)/8 weeks, 35,2% to a LTB (low
transfusion burden) group (<4TU/8 weeks). The median time between
diagnosis and initiation of luspatercept was 27 months (range 4-156). ESA
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were used prior luspatercept in 45 pts. Luspatercept as a first line treatment
applied only in 9 pts. One third of pts had several previous lines of therapy.
Thirty-one (61%) pts were treated simultaneously with ESA.

Results. Only pts who received luspatercept for 38 weeks (51 pts) were
assessed. We evaluated the achievement of Tl lasting 8,12,16 and 24 weeks.
Thirty-two (62,7 %) pts reached TI during the luspatercept treatment
lasting 38weeks, 31(60,7) 312 weeks, 29 (56,8%) 3 16 weeks and finally
25 (49%) pts reached TI lasting 3 24 weeks (Figure 1). Only hematologic
improvement (HI) without Tl was achieved in 6 pts (11.7%). Overall, however,
HI + Tl was achieved in 38 pts (74.5%). Epoetin alfa was used simultaneously
in 31 (60,7%) patients. In 21 (55,2%) of all responding patients, concomitant
therapy with epoetin alfa led to improved response, 16 of whom reached TI.
There were 13 (25,5%) non-responders. Eight (21%) patients experienced
therapy failure and became again TD. To achieve an optimal response, we
had to gradually increase the dose of luspatercept to 1.75 mg/kg in up to
35 pts with 23 responders (TI+HI). There were differences in the response
according to transfusion burden: in LTB pts 79% and in HTB 50% reached
Tl (Figure 2). Seventy percent RS+ reached TI, from small RS- group only
1/5 evaluated pts reached TI. Among 39 SF3B17 positive pts 61,6% reached
Tl (Figure 3) Responses among WHO classification are showen in figure 4.
In the low and very low IPSS-M group 86% pts responded (TI+ HI) and in
moderate low group 62% ( Figure 5). Luspatercept, was very well tolerated
without any adverse event higher then Gr Il toxicity.

Conclusion. We have demonstrated in real-world clinical practice that
luspatercept is a very effective agent, even in an unselected pretreated
significantly TD MDS population. The effect was particularly high in the IPSS-M
low and very low group. We believe that the relatively high response rate in
our patients was influenced by the frequent use of a higher dose (1.75mg/kg)
and especially by adding ESA to luspatercept in poorly responding patients.

This work was supported: Grants: Grant Agency of Ministry of health CZ
(NU21-08-00312) and Grant Agency of the Czech Rep. (24-10353S), Ministry
of Health, Czech Republic — conceptual development of research organization
00064165, General University Hospital in Prague.
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9Laboratory of Anemias, Institute of Hematology
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YFirst Department of Medicine, General University Hospital, Prague, Cesko

Myelodysplastic neoplasms (MDS) are a heterogenous group of malignant
hematopoietic stem cell (HSC) disorders characterized by genomic instability,
resulting in aberrant differentiation of HSCs, peripheral blood cytopenia, and
a tendency toward leukemic transformation. Transposable elements (TEs) are
common in the human genome, and their mobilization may represent one
of the sources of this instability. TEs are thought to be suppressed, among
others, by small noncoding PIWI-interacting RNAs (piRNAs). Although TE
and piRNA dysregulation has already been individually described in different
hematological malignancies, information on their expression in MDS is still
limited. Therefore, our aim was to measure and compare both TE and piRNA
expression profiles in parallel in HSCs of different MDS subtypes.

The study was performed on bone marrow CD34* HSCs from 80 MDS
patients and 17 healthy donors as controls (CTRs). The MDS diagnoses
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were established based on the standard WHO 2016 classification criteria,
and patients’ prognoses were estimated using the IPSS-R system. For TE
expression, RNA-seq libraries were prepared from rRNA-depleted RNA, and
after NGS sequencing, TEs were identified and counted by the SalmonTE tool.
For piRNA expression, smallRNA-seq libraries were prepared from total RNA,
and piRNA reads were mapped to the piRNABank database.

Overall, we identified 687 TEs and 257 piRNAs across the cohort. Although
differential expression analysis between MDS patients and CTRs revealed
similar expression profiles (13 TEs and 3 piRNAs differentially expressed,
FDR < 0.05), there was significant difference between lower risk (LR, IPSS-R
< 3.5) and higher risk (HR, IPSS-R > 4) MDS patients (106 TEs and 17 piRNAs
dysregulated). Further, we found significantly lower total TE (p = 0.005) and
higher total piRNA (p = 0.003) expression in HR-MDS compared to LR-MDS
and CTRs, and these two variables negatively correlated (Pearson r = -0.380,
p = 0.001). High total piRNA expression also showed a strong association
with adverse outcome; median overall survival (OS) of the MDS patients with
normal and high piRNA expression reached 64.5 and 18.4 months, and median
progression free survival (PFS) was 51.4 and 10.1 months, respectively. In
accordance with high piRNA levels, we observed significantly elevated levels
of the PIWIL2 gene in HR-MDS patients, and a strong correlation between
PIWIL2 and total piRNA levels (Pearson r = 0.624, p < 0.001).

We focused on expression of selected individual molecules: FAM (highly
expressed TEs, reduced in LR-MDS), HERV-Fc1 (the most significantly
increased TE in MDS compared to CTRs), piR_018780 (highly expressed piRNA,
increased in HR-MDS), and PIWIL2. Levels of these molecules correlated with
patient outcome; patients with increased piR_018780 and reduced FAM had
inferior survival, while lower HERV-Fc1 levels suggested better survival. High
level of PIWIL2 was strongly adversely associated with both, OS and PFS, and
Cox multivariate analysis proved that a high PIWILZ2 level was one of the most
significant independent variables predicting survival.

Gene Set Enrichment Analysis showed strong suppression of multiple cellular
processes in patients with concurrent low TE and high piRNA expression.
These processes included OXPHOS, glycolysis, DNA repair, ROS pathway,
G2M cell cycle checkpoint, PI3BK/AKT/mTOR signaling, and targets of the MYC
transcription factor. Analysis of Biological Processes and GO terms associated
with TE and piRNA dysregulation discovered strong suppression of processes
connected with immune response: regulation of immune system process,
immunoglobulin production, inflammation, and complement activation.

This is the first study to examine dysregulation of TEs and piRNAs in parallel
in a large cohort of MDS patients, revealing their potential importance,
particularly for the disease progression. It showed significantly reduced
TEs and increased piRNA levels in MDS patients with adverse outcome.
Dysregulated levels of several TE/piRNA related molecules were significantly
associated with shorter patient survival with high PIWIL2 gene expression
being an independent prognostic marker. Suppression of key biological
processes associated with this dysregulation suggested that MDS cells with
low TE and high piRNA levels undergo substantial changes in cellular activity.

Supported by AZV CR (NU20-03-00412) and MH CZ-DRO (UHKT 00023736).
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Lécba myelodysplastického syndromu kombinaci
azacitidinu a venetoclaxu, zkusenosti centra
Barbora DIuho$ova'" 2, Petra Richterova'”, Ondrej Susol" 2,
Roman Hajek™ 2, Zdenék Kofistek' 2
YKlinika hematoonkologie, Klinika hematoonkologie,
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Uvod: Prognéza pacientd s myelodysplastickym syndromem (MDS) vysokého
rizika je vysoce nepfizniva, median celkového preziti (OS) nedosahuje ani
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20 mésicl. Podle souc¢asnych doporuc¢eni (ELN 2022) je u téchto pacientd
vhodné zvazit 1écbu kombinaci azacitidinu s venetoclaxem (AZA/VEN),
zejména v pripadé >10% myeloblastd v kostni dfeni. U mladSich pacientU
mUze byt AZA/VEN vhodnym bridgingem k alogenni transplantaci krvetvorby
(HSCT) jako jediné kurativni Ié¢bé. Prezentujeme data z naSeho centra.

Soubor pacientt a metody: Od roku 2021 jsme kombinaci AZA/VEN pouzi-
li u 19 pacientd s MDS IPSS-R >3. Charakteristika souboru je uvedena v ta-
bulce. Z deviti pacientd sméfovanych do HSCT mélo 5 komplexni karyotyp
(u 3 pacientd s mutaci/deleci TP53). Celkova mira odpovédi (ORR) byla hod-
nocena jako kompletni kompozitni remise (CCR, CR + CR). OS je uveden
od zahajeni AZA/VEN.

Vysledky: VSichni pacienti zahdjili [écbu AZA/VEN v rezimu 7+14 (AZA
75mg/m2 den 1-7 + VEN 400mg den 1-14). LéCebna odpovéd byla hodno-
cena u 17 pacientd, ORR doséhlo 82 % (14/17), z toho CR 57 % (8/14) a CR,
43 % (6/14). Median OS celé kohorty je 30,8 mésicy, median OS paliativ-
né lécenych 14,2 mésicu. Ve skupiné sméfované k HSCT doséhla mira ORR
100 % (9/9) a vsichni pacienti ziji s medianem sledovani 23,5 mésicU (6-39).
U méné nez poloviny pacientd (42 %; 8/19) byl prvni cyklus 1é¢by kompliko-
van infekci, kterd si vyzadala hospitalizaci v 63 % pfipadl (5/8), jeden pacient
zemrel na sepsi (5% mortalita do dne 60). V dalSich cyklech byla tolerance
léCby vyrazné lepsi. Pouze u jednoho pacienta byla Ié¢ba ukoncena pfedcas-
né pro opakované infekéni komplikace.

Zaveér: Kombinace AZA/VEN je vysoce U&inny a dobfe tolerovany rezim vhod-
ny rovnéz jako bridging k HSCT pro mladsi pacienty s velmi vysokym rizikem.
Vyznamné nezadouci U¢inky se u vétsiny pacientd omezovaly na prvni dva
cykly 1é€by a vyplyvaly z neutropenie.
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Clonal Hematopoiesis in Myeloid and
Lymphoid Lineages in VEXAS Syndrome
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Cyril Salek" 2
nUstav hematologie a krevni transfuze, Praha, Cesko
2Ustav klinické a experimentalni hematologie, 1. Iékai'ska
fakulta Univerzity Karlovy, Praha, Cesko

Objectives

Clonal hematopoiesis (CH) of blood cells arises from somatic genomic
alterations that promote clonal expansion, and it is more commonly seen
in patients with autoimmune or inflammatory diseases. While somatic point
mutations are often linked to myeloid malignancies, mosaic chromosomal
alterations (mCAs) are primarily associated with lymphoid malignancies. Here,
, we present a case of a 69-year-old male patient with VEXAS (vacuoles,
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E1 enzyme, X-linked, autoinflammatory, somatic) syndrome, in whom CH was
detected in both the myeloid and lymphoid lineages.

Methods

We conducted a retrospective analysis of bone marrow (BM) and peripheral
blood (PB) samples, using bulk next-generation sequencing for a panel
of genes associated with myeloid malignancies, including the UBA1
gene. The genetic findings were correlated with clinical and cytogenetic data.

Results

In December 2012, flow cytometry identified a PB clone with an
immunophenotype characteristic of chronic lymphocytic leukemia (CLL)
in the patient. FISH analysis showed a deletion of 13q14.3 in 53% of
interphase nuclei, a typical mCA for CLL. The patient was asymptomatic and
was managed with a watch-and-wait approach. At that time, no mutations
related to myeloid malignancies were detected. Two months following the
CLL diagnosis, a mutation in the UBA1 gene at the most common hotspot,
p.(Met41Thr), was detected with a variant allele frequency (VAF) of 3%.
A bone marrow examination revealed no dysplastic changes; a trephine
biopsy showed mild interstitial lymphoproliferation typical of CLL. The patient
exhibited no phenotypic signs of VEXAS syndrome. Between 2017 and 2021,
the patient began experiencing recurrent symptoms consistent with VEXAS
syndrome. A sample obtained in September 2021 showed an increase in
the VAF of the UBA1 gene variant to 9%, along with new mutations in the
TET2 and U2AF1 genes, with VAFs of 0.7% and 0.4%, respectively. Over
the following 1.5 years, the VAFs of the UBA1, TET2, and U2AF1 variants
increased to 72%, 3%, and 2%, respectively. Additionally, the proportion
of myeloid cells increased to 84%, while the proportion of lymphoid cells
decreased to 16%. A bone marrow examination at that time raised suspicion
of myelodysplastic syndrome with low blast count (MDS-LB). In January 2024,
during six months of prednisone therapy, a significant decrease in the VAF
of the UBA1 mutation from 64% to 38% was observed, along with a slight
increase in the VAFs of TET2 and U2AF1. This treatment appears to reduce

the inflammatory environment, decreasing the VAF of the UBA1 mutation and
improving the patient’s clinical status.

Conclusions

This longitudinal case report of a patient with VEXAS syndrome documented
the development of a UBA1 mutation followed by new mutations in genes
associated with myeloid malignancies. A UBA1 mutation is considered the
initiating event of VEXAS syndrome, but typically, it occurs at a high VAF.
This case illustrates the mutation burden’s evolution in the context of the
emergence of symptoms typical of VEXAS syndrome. Here, we show the
complexity of VEXAS syndrome and the dynamic nature of CH. These findings
may provide insights into disease progression and potential therapeutic
strategies.

Supported by MH CZ (NU23-10-00160) and DRO (UHKT, 00023736).
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Vzacny nalez dvou klonU s deleci 5q rdzného
rozsahu u dvou nemocnych s MDS
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a laboratorni diagnostiky VFN a 1. LF UK, Praha 2, Cesko
3. interni klinika — klinika hematologie, VFN a 1. LF UK v Praze, Praha 2, Cesko

Delece dlouhych ramen chromosomu 5 je nejcastéjsi rekurentni chromoso-
mova aberace v bunkach kostni dfené pacientd s myelodysplastickymi ne-
oplasiemi (MDS). Rozsah intersticidlni delece 5gq se mUze u jednotlivych
nemocnych lisit, nicméné u téhoz pacienta byvaji obvykle ve vSech burikach

& 148 )



25. PRAZSKE HEMATOLOGICKE DNY

Hematologie 2025

»

KAM /V\/As ROSOUVA TO NEJLEPSI Z CESKE
A SVETOVE HEMATOLOGIE

OBSAH SCHEMA PROGRAMU

SBORNIK ABSTRAKTU

delece stejného rozsahu. V literature jsou popisovany dvé spole¢né deletova-
né oblasti (CDR): 5q31.2 a 59q32-g33. Proximalni oblast 5931.2 je spojovana
s vysoce rizikovymi MDS a AML, zatimco distalni oblast 5q32-g33 byva aso-
ciovana s izolovanou del(5q) a lepsi prognézou. Vzacné byly popsany delece
i mimo tyto oblasti.

V nasi praci pfedstavujeme 2 pfipady nemocnych s MDS s multilinearni dy-
splazii (MDS-MLD, WHO 2022), u nichZ jsme nalezly dva rlzné bunécné klony
s odlisnymi rozsahy delece dlouhych ramen chromosomu 5. Nalezy jsme
ovéfili pomoci dostupnych cytogenomickych metod I-FISH, mBAND a array
CGH/SNP.

V prvnim pfipadé se jednalo o 68-letou Zenu, u které jsme prokazali jeden
klon s deleci: 5914.3 az 5q33.2, ktery zahrnoval i oblast 5q31 a druhy klon
s mensi deleci: 5q14.3 az 5923.1, kde zUstala oblast 5q31 zachovéana.

V druhém pfipadé jsme u 77-letého muZe rovnéz prokdazali pfitomnost dvou
klonU s rdznym rozsahem delece: prvni klon s vétsi deleci 5q14.3 az 5g31.1,
kterd zahrnovala oblast 531, a druhy klon s mensi deleci 5q14.3 az 5g23.3,
ve které zUstala oblast 5q31 zachovana.

Pfitomnost dvou klon0 s riznym rozsahem delece 5q patii mezi velmi vzac-
né ndlezy. Ve spole¢ném deletovaném Useku 5q14.3-5923.1, se nachazi vice
nez 150 genu (http://www.ncbi.nim.nih.gov/gene). Mnoho z nich jiz bylo
identifikovano jako kandidatni geny, jejichZz haploinsuficience by mohla vést
k maligni transformaci (napfiklad RASA1, CCNH, CHD atd.). Jedna se o geny,
které se podili na fizeni bunécné proliferace a diferenciace burky nebo mohou
ovlivnit mikroprostredi. Detailni analyza atypickych nalez u MDS je velmi d0-
lezita, protoze muZze prinést novy pohled na patogenezi onemocnéni.

Podporeno MZCR00023736 a RVO-VFN64165.
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Introduction. Although the treatment with tyrosine-kinase inhibitors (TKIs)
radically improved the outcome of patients with chronic myeloid leukaemia,
their efficacy in blast crisis (BC-CML) is limited. BH3-mimetics, mainly
venetoclax (VEN), showed efficacy in the treatment of many haematologic
malignancies and with the support data from small studies also in BC-CML.
We hypothesise, that clones of myeloid BC-CML cell line KCL-22 with different
sensitivity to VEN and mutations in BCR::ABL1 and/or other cancer-related
genes vary in the expression of BCL2 family proteins in naive state and
following VEN-exposure.

Aim. Aim of the study is to analyse basal expression of BCL2 family proteins
and activation of signalling pathways and their changes after VEN-exposure
in TKI-resistant clones of KCL-22 bearing different mutations.

Methods. Imatinib-resistant clones (IM-R; n=4; Clones B8, E4, B10 and F4)
were established after single-cell sorting of KCL-22 cell line into medium
step-by-step increased imatinib concentration up to 4pM. In two clones,
B8 with mutations BCR::ABL1-T315I| and E4 with KRAS-G12D, respectively,
the process was repeated with ponatinib (up to 10nM) and 8 imatinib/
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ponatinib cross-resistant clones (IMP-R; 6/8 B8-derived; 2/8 E4-derived)
were established (Curik, Laznicka, 2024). VEN sensitivity was measured after
48-hour exposure. Analysis using mass cytometry apoptotic panel, containing
17 antibodies targeting proteins of BCL2 family and signalling pathways, was
performed in VEN-naive and exposed clones.

Results. Both IM-R and IMP-R clones developed mutations in BCR::ABL1
(mutBCR::ABL1) and/or other cancer-related genes during their
establishment. Only one IM-R clone (B8) showed sensitivity to VEN with
cut-off IC,; <0.5uM (0.21uM), which was maintained in its 4/6 daughter
IMP-R clones. IC,, in resistant clones varied between 0.86 and 4.05 pM.
Apoptotic panel measured by mass cytometry revealed correlations between
basal expression of proteins and IC . Lower IC,  were significantly associated
with higher BAX expression and high ratios BCL-XL/NOXA, BCL2/NOXA and
BAX/BAK. On the contrary, clones with higher IC, were characterised by high
MCL1/BAX and MCL1/BIM ratios. The data suggest central role of BAX and
MCL1 in VEN sensitivity and resistance, respectively. Based on basal protein
expression, 2 main distant clusters of clones were created — KRAS-driven
clones (E4 and its daughter clones) and mutBCR::ABL1-driven clones (B10,
F4 and B8 with its daughter clones). Within the mutBCR::ABL1-driven clones,
VEN-sensitive and resistant clones were separated into distinct subclusters.
As expected, BCR::ABL1-driven clones were characterised by high BCR::ABL1
activity (represented by pCRKL/CRKL ratio) and STAT5 activation, on the
contrary, in KRAS-driven clones the BCR::ABL1 activity was subtle and clones
showed high activation of ERK and AKT pathways. After VEN-exposure, in
resistant clones increased MCL1 and other antiapoptotic-protein expression
and activation of STATS5, ERK, AKT and BCR::ABL1 was observed, oppositely
to VEN-sensitive clones.

Conclusion. Apoptotic mass cytometry panel revealed correlations between
IC,, for VEN and basal expression of BCL2 proteins in TKI-resistant KCL-22
clones. Lower IC,, e.g. higher sensitivity, was associated with higher basal
expression of BAX, ratios BCL2/NOXA, BCL-XL/NOXA and BAX/BAK. In

contrast, high MCL1/BAX and MCL1/BIM ratios were observed in clones with
higher IC,,. Based on basal protein expression the cluster analysis grouped
clones based on their driver mutation and within BCR::ABL1-driven clones by
their sensitivity to VEN as well. After VEN-exposure, activation of pro-survival
pathways and increased levels of antiapoptotic proteins, particularly MCL1,
was observed in VEN-resistant clones. We suppose that mass cytometry
analysis will allow the prediction of BC-CML blasts sensitivity to VEN and
other BH3-mimetics.

Support. GAUK 492222, MHCZ — DRO (IHBT, 00023736), NW24-03-00056
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Effect of pathogen reduction using riboflavin and
UV light, subsequent cryopreservation and thawing
on red blood cells and platelets concentrates
Dominik Kutac”, Milos Bohonek" ?, Ludmila Landova", Eva Staskova®,
Marie Blahutova®, Juraj Lovecky?®, Jan M Horacek* ®), Ivana Malikova®,
Miroslav Slouf”, Jerard Seghatchian®, Lynn G Stansbury® 9,
John R Hess® '
OHKT, UVN Praha, Praha 6, Cesko
2Faculty of Biomedical Engineering, Czech Technical

University in Prague, Prague, Cesko
¥Department of Biochemistry, St. Sisters of Mercy

Hospital Karel Boromejsky, Prague, Cesko
“Department of Military Internal Medicine and Military Hygiene, Faculty of

Military Health Sciences, University of Defence, Hradec Kralove, Cesko
“Department of Internal Medicine IV — Hematology, University

Hospital Hradec Kralove, Hradec Kralove, Cesko
9Institute of Medical Biochemistry and Laboratory Diagnostics,

Faculty of Medicine, Charles University of Prague and the

General University Hospital in Prague, Prague, Cesko
Nnstitute of Macromolecular Chemistry, Czech

Academy of Sciences, Prague, Cesko
8International Consultancy in Blood Components Quality/Safety, Audit/

Inspection and DDR Strategy, London, Spojené kralovstvi
9Harborview Injury Prevention Research Center, Harborview

Medical Center, Seattle, Seattle, Spojené staty
"9Department of Anesthesia and Pain Medicine, University

of Washington, Seattle, Spojené staty
""Department of Laboratory Medicine and Pathology,

University of Washington, Sattle, Spojené staty

Background: Pathogen reduction technology (PRT) may improve the safety of
RBCs for transfusion and also PRT is increasingly used in the preparation of
platelets for therapeutic transfusion.

Aims: This work describes the effect of PRT on the recovery and function
of cryopreserved platelets and erythrocytes after thawing. The study
was divided into two parts, the first part describing the cryopreservation
of erythrocytes obtained by collecting whole blood, which was treated
with riboflavin and UV light before being processed into erythrocytes.
The second part of the study describes the cryopreservation of
platelets obtained by apheresis and treated with riboflavin and UV light.
Methods: In the first part of the study, 24 Group O whole blood (WB)
transfusion units (T.U.) were treated with PRT before cryopreservation;
20 similarly-collected units were untreated controls. All TU. were
subsequently processed into erythrocytes, then cryopreserved with
40% glycerol (wt/vol), frozen at -80°C, and long-term stored. After
reconstitution with deglycerolization, the erythrocyte T.U. were resuspended
in AS-3 and stored at 4+2°C for 21 days. Erytrocytes were sampled before
PRT, after PRT and further after thawing on days O, 7, 14 and 21. The following
measurements were taken from the collected samples: hematocrit, volume,
hemoglobin per unit, pH, % hemolysis, hemoglobin in the supernatant,
potassium, phosphorus, NH3, osmolality, ATP, and 2,3-DPG. The findings
show that cryopreserved erythrocytes made from Riboflavin and UV
light-treated fresh whole blood, meet the criteria for clinical use and provide
additional protection against infectious threats during long-term storage. In
the second part of the study, 16 Group O apheresis platelets transfusion units
(T.D.) were treated with PRT before freezing; 15 similarly collected T.D.
of trombocytes were frozen without PRT as controls. 5-6% DMSO was added
to all units and then the supernatant was removed, then frozen at -80°C,
stored for 14 days and then reconstituted in thawed AB plasma. After
reconstitution, all units were assessed for: platelet count, MPV, platelet
recovery, thromboelastography, thrombin generation time, endogenous
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thrombin potential, glucose, lactate, pH, pO2, pCO2, HCO3, CD41, CD42b,
CD62, Annexin V, CCL5, CD62P, Kunicki score, and aggregates >2 mm.

Results: PRT with leukoreduction caused a 5% loss of RBC followed by
a 24% freeze-thaw-wash related loss for a total 28% loss but treated units
contained an average of 45g of hemoglobin, meeting European Union
guidelines for cryopreserved RBC. Treated cryopreserved RBCs displayed
higher post-wash hemolysis, potassium, and ammonia concentrations, and
lower ATP at the end of storage. PRT treated platelet T.D. had lower platelet
number (247 vs 278 x 10°/U), reduced thromboelastographic MA (38 vs
62 mm) and demonstrated aggregates in all units.

Summary / Conclusions: Cryopreserved RBCs from Riboflavin and UV
light-treated WB meet the criteria for clinical use for 7 days after thawing
and provide additional protection against infectious threats. Cryopreserved
platelets from apheresis platelets treated with riboflavin and UV light showed
reduced platelet number, reduced function greater than the reduced number
would cause, and aggregates. While the platelet numbers are sufficient to
meet the European standard, marked platelets activation with weak clot
strength suggest reduced effectiveness.

P47

Molecular Events Contributing to the Immune-Mediated
Bone Marrow Failure in Idiopathic Aplastic Anemia
Zuzana Lenertova’ ?, Hana Votavova", Monika Kaisrlikova®,
David Kundrat", Jitka Vesela", Martin Vostry", lva Trsova' ¥,
Sarka Ransdorfova', Tomas Prochazka®, Daniel Lysak#, Anna Jonasova®,
Jaroslav Cermak”, Monika Belickova' ®
Unstitute of Hematology and Blood Transfusion, Prague, Cesko
2First Faculty of Medicine, Charles University, Prague, Cesko
9Faculty of Science, Charles University, Prague, Cesko
“Department of Hematology and Oncology,
University Hospital Pilsen, Pilsen, Cesko
SFirst Department of Medicine, First Faculty of Medicine, Charles
University and General University Hospital, Prague, Cesko
9Institute of Clinical and Experimental Hematology, First Faculty
of Medicine, Charles University, Prague, Cesko

Background

Idiopathic aplastic anemia (iAA) is a rare bone marrow failure (BMF) syndrome
characterized by pancytopenia and hypocellular bone marrow. The damage of
hematopoietic stem and/or progenitor cells (HSPCs) by cytotoxic T cells plays
a key role in the BMF; however, the molecular events driving the complex
pathogenesis of iAA are still unclear.

Aims

Our study aimed to uncover novel pathogenic acquired and germline gene
mutations contributing to BMF in iAA. Further, the transcriptome of iAA
patient-derived T cells was analyzed to determine molecular mechanisms
underlying aberrant T cell immune response.

Methods
The study included bone marrow (BM) samples from 25 patients with iAA at
diagnosis and matched buccal swab (BS) samples to verify germline origin
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of gene variants. Whole exome sequencing was performed in all samples
and 11 BM samples were also examined by myeloid gene panel sequencing.
Only pathogenic (P) and likely pathogenic (LP) variants were further analyzed.
RNA-Seq method was used for transcriptome profiling of peripheral blood
CD3+ cells from 10 patients and 6 healthy donors. Sequencing data were
analyzed by VarSome Clinical platform and R software.

Results

A total of 49 non-synonymous P/LP (9/40) somatic variants were detected in
BM samples of 19 patients (76%) at variant allele frequency (VAF) of 20.10.
No P/LP somatic variant was found in 6 patients. The average number of
somatic variants per patient was 2.3. The average VAF of somatic variants
was 0.23 with a median of 0.17. This is in keeping with recent findings
that allelic burden of somatic variants in iAA is lower than in overlapped
hypoplastic myelodysplastic neoplasms. The recurrently detected somatic
variants were in PIGA, and HMCN1 genes.

At VAF of 20.35, 177 non-synonymous P/LP (49/128) germline variants
were identified in BM and matched BS samples of all patients. All P/LP
germline variants were heterozygous. The average number of germline
variants per patient was 7.44. Recurrent germline variants were observed
in ABCA1, C2, DLD, TGM1, TGM5, PCDHGA1, and WDR75 genes. Germline
variants associated with inherited BMF syndromes were found in 4 patients.
A significant proportion of the mutated genes (25 %) was functionally
associated with BMF relevant biological processes such as T cell-mediated
immunity, inflammatory response, and DNA repair (Fig.1).

T cell transcriptome comparison between iAA patients and controls identified
202 differentially expressed protein-coding genes (|logFC|>1, FDR<0.05). The
deregulated genes were significantly enriched in immune response-related
processes such as inflammatory response, and positive regulation of tumor
necrosis factor production. Gene set enrichment analysis showed a negative

correlation of Oxidative Phosphorylation and DNA Repair gene sets with
patient phenotype.

Conclusions

The study demonstrates that iAA patients harbor multiple germline gene
variants implicated in adaptive immune response, possibly contributing to
increased susceptibility to immune-mediated BMF. Similarly, acquired variants
accumulate into antigen presentation and T cell-mediated cytotoxicity
processes. Whether these mutations are initial drivers or secondary events
resulting from HSPC damage and/or abnormal clonal expansion of T cells,
needs to be further studied. Notably, the combined effect of specific acquired
and germline variants may alter HSPC/T cell phenotype. Transcriptome
analysis of patient T cells highlighted key dysregulated immune system
processes and metabolic reprogramming necessary for T cell activation and
expansion.

Supported by AZV (NU21-03-00565), and MH CZ-DRO (UHKT, 00023736).
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P48
Hluboka zilni tromboza jako projev
perakutné probihajici smrtici nekrotizujici
pneumonie v divky PVL MRSA pozitivni
Lucia Benova

Détské oddsleni, Oblastni Nemocnice Kolin, a.s., Kolin, Cesko

Pfedstavujeme kazuistiku z détského oddéleni Oblastni nemocnice Kolin u do-
posud zdravé sedmndctileté divky, jez byla odeslana od PLDD k hospitalizaci

pro zhor$eni klinického stavu pfi probihajici tonzilitidé, s rychle se rozvijeji-
ci dusSnosti a bolesti v ky¢€li. Vstupné dominoval klinicky obraz odpovidajici
hluboké Zilni trombdéze dolni koncetiny. Pfekvapivy ndlez na RTG S+P, zavaz-
ny klinicky stav s hypotenzi a nutnosti oxygenoterapie, spolu se septickymi
hodnotami v laboratornich vysledcich si vyzadal preklad na vyS$Si pracovis-
té do nékolika hodin od pfijmu na DO ONK (ad KARIM FN Motol). Pro rychlou
progresi stavu byla pfi transportu RZP jiz nutnd obéhova podpora. U paci-
entky Casné diagnostikovana PVL MRSA pozitivita. | pfes maximalni intenziv-
ni péci (kombinovana ATB terapie, UPV, ECMO, CVVHD) u divky s perakutné
probihajici zAvaZznou nekrotizujici pneumonii doslo 8. den hospitalizace k exitu
z ddvodu intracerebralniho krvaceni.

P49

Vysetfeni maternalniho engraftmentu v Ustavu
hematologie a krevni transfuze v letech 1999 - 2024
Lucie Stefflov4, Monika Leontovycova, Pavla Hrabakov4,

Renata Prerovska, Radka Zizkova, Tatiana Hval&akova, Andrea Zvolska,
Hana Lastovkov4, Martina Stankova, Dagmar Bfezinova

Oddéleni buné&ného chimerizmu, Ustav hematologie

a krevni transfuze, Prague, Cesko

V pribéhu téhotenstvi dochazi k prestupu matefskych krevnich jadernych
bunék pres placentu. V pfipadé, ze ma dité tézkou vrozenou imunodeficien-
ci, nedokaze tyto cizi buniky eliminovat. Maternalni engraftment je stav, kdy
jaderné buniky matky prezivaji v krvi ditéte. Tento stav m0ze byt pficinou
projevd GVHD (Graft Versus Host Disease), kdy matefské T-lymfocyty napa-
daji tkané ditéte. Vrozena tézka kombinovand imunodeficience (SCID) je ve-
lice vzacné onemocnéni, roéné se narodi v Ceské republice 1-2 déti s touto
diagndzou.

V Ustavu hematologie a krevni transfuze je vySetfeni maternalniho en-
graftmentu provadéno od roku 1999. V pribéhu 25 let bylo analyzovano
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rOznymi metodami 38 vzorkd od pacientU s diagnostikovanou tézkou vroze-
nou imunodeficienci, nebo s podezienim na tuto diagnézu.

VySetfeni maternalniho engraftmentu bylo provadéno v letech 1999 -
2005 analyzou variabilnich tandemovych repetic (VNTR = Variable Number
of Tandem Repeats) metodou PCR a néslednou gelovou elektroforézou s citli-
vosti 1-5 % minoritniho genotypu.

V roce 2005 byla zavedena analyza kratkych tandemovych repetic
(STR = Short Tandem Repeats) - metoda PCR s fluorescencné znacenymi pri-
mery a kapilarni elektroforézou PCR produkt0 na genetickém analyzatoru, cit-
livost 0,5 - 1 % minoritniho genotypu.

Od roku 2011 byla rutinné vyuzivana metoda real-time PCR, kterd je schopna
detekovat minoritni genotyp s citlivosti 0,035 %.

V letech 1999 - 2024 byl maternalni engraftment detekovan v 8 pfipadech
z 38 testovanych vzorkd. Celkem byly bunky matky pfitomny nejméné
v 1 % jadernych bunék periferni krve a nejvice ve 48 %. Incidence maternalni-
ho engraftmentu v naSem souboru byla 21 %.

Prokézana pfitomnost maternalniho engraftmentu v krvi ditéte je jedna z dia-
gnostickych kritérii pro tézkou kombinovanou imunodeficienci.

Podporeno projektem (Ministerstva zdravotnictvi CR) koncepcéniho rozvoje
vyzkumné organizace (00023736, UHKT).

P50

Lééba sekundarni imunodeficience
v hematoonkologickych pacientd.
Alexandra Jungova

Hematologicko onkologické oddéleni FN Pizer;,
Fakultni nemocnice Plzeri, Plzeri, Cesko

Abstrakt: Sekundarni imunodeficience (SID) je velmi Castou komplikaci he-
matologickych, onkologickych ¢i jinych chronickych onemocnéni a je velmi
¢asto podcerfovana a prehlizena.

SID vznika jak vlivem zéakladniho onemocnéni, tak vlivem podavané lécby
a zvySuje morbiditu i mortalitu. Nejcastéji se jedna o deficit humoralni imu-
nity a klinicky se SID projevuje zvySenou frekvenci infekci, pfitomnosti ne-
obvyklych komplikaci u béznych infekci a také vyskytem oportunnich infekci.
Substituéni Ié¢ba imunoglobuliny je u téchto pacientt indikovana a vyznamné
snizuje nemocnost pacientd véetné spotfeby antibiotik, potfeby hospitaliza-
cf pro infekéni komplikace a zaroven snizuje mortalitu zpUsobenou infekénimi
agens. Moderni terapie, jako je CAR-T terapie Ci bispecifické protilatky proka-
zatelné zhorsuji imunitu a proto potfeba substituéni terapie imunoglobuliny at’
ve formé subkutanni &i intravenézni byva nezbytna

Osnova prezentace: 1) Popis SID

2) Etiologie SID v hematoonkologii v dobé modernich 1ékU
3) Substitucni terapie, porovnani variant IVIG, SCIG

4) Navrh efektivniho managementu u pacient se SID

5) Vlastni data se zkuSenosti podavani SCIG

Zavér: Vétsina onkologickych a hematoonkologickych pacientd ma SID, ktery
zvySuje morbiditu i mortalitu nezavisle na stavu zakladniho onemocnéni. Data
z naSeho pracovisté dokazuji pokles nemocnosti (p=0.0001) a s tim souvi-
sejici pokles ATB a také snizeni poctu hospitalizaci pro infekéni komplikace
(p=0.0005) pri substitu¢ni 1éEbé imunoglobuliny.
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Cryopreserved platelets - production, indications, and
clinical use over the last 10 years in the Czech Republic
Dominik Kutac", Milos Bohonek™ ?, Sarka Blahutova®, Vit Rehacek?,
Jitka Belochova®, Petra Slechtova®, Hana Lejdarova”, Dana Galuszkova®
"Department of Hematology and Blood Transfusion, Military

University Hospital Prague, Prague, Cesko
2Faculty of Biomedical Engineering, Czech Technical

University in Prague, Prague, Cesko
3Blood center, University Hospital Ostrava, Ostrava, Cesko
“Transfusion Department, University Hospital

Hradec Kralove, Hradec Kralove, Cesko
“Transfusion Department, University Hospital Kralovske

Vinohrady Prague, Prague, Cesko
®Transfusion Department, University Hospital Pilsen, Pilsen, Cesko
"Transfusion and tissue department, University Hospital Brno, Brno, Cesko
8Transfusion Department, University Hospital Olomouc, Olomouc, Cesko

Background: The short shelf-life of fresh platelets (PLTs) limits their efficient
inventory management and availability during a massive transfusion
protocol. Insufficient availability can be mitigated by building an inventory
of cryopreserved platelets. Frozen PLTs have been produced in the Czech
Republic since 2014. Frozen PLTs are currently used in 7 university hospitals
with main trauma centers that cover most of the population of the Czech
Republic, usually as part of a massive transfusion protocol for polytraumatic
patients but also for other indications and their stockpile is part of the
state crisis blood policy.

Aims: Describe the production, indications, and experience of clinical use of
cryopreserved platelets over the last 10 years in the Czech Republic.

Methods: Platelets are frozen with 6 % DMSO at —80°C before freezing PLTs
are concentrated and the supernatant. The shelf life of frozen PLTs is 2 years.

Before use thawed PLTs are reconstituted in thawed plasma type AB or PAS
and must be transfused for up to 6 hours. In the study, we monitored the
number of units of frozen platelets produced and administered to patients
with various diagnoses in 7 major trauma centers in the Czech Repubilic.

Results: A total of 2305 units of frozen platelets were produced. The
majority of 1387 units were made from apheresiscollected PLTs, and
918 units of PLTs were obtained from buffy-coat. In Military University
Hospital, reconstitution is carried out in AB plasma in other centers in
PAS. Over a period of ten years, 1590 TD of thawed platelets were issued
for clinical use. Of this number, 58 frozen units were delivered to smaller
hospitals. In the main 7 trauma centers, thawed platelets were administered
to 443 patients, plus 346 thawed units were issued to other hospitals. The
main indication was the administration of thawed platelets to patients with
polytrauma (538 units/114 patients), bleeding (278 units/156 patients), and
thrombocytopenia (83 units/30 patients). 61 TD frozen units have expired.

Summary / Conclusions: It follows from our practical experience, that
frozen platelets are safe and effective and the procedure of thawing and
reconstitution of frozen platelets is very simple and fast, and it allows for
having quality platelets products when dealing with massive bleedings and
other urgent situations. Frozen PLTs are beneficial for civilian as well as
military blood banks and all facilities which do not have a permanent, or
sufficient stock of fresh platelets available.

& 156 )



25. PRAZSKE HEMATOLOGICKE DNY

Hematologie 2025

A SVETOVE HEMATOLOGIE

»

KAM NAS POSOUVA TO NEJLEPSI Z CESKE

OBSAH SCHEMA PROGRAMU

SBORNIK ABSTRAKTU

P52

Comprehensive Genomic Analysis of Non-Relapsed
and Late-Relapsed Mantle Cell Lymphoma Patients
Compared to Refractory and Early-Relapsed Patients
Treated By Standard Immunochemotherapy

Jana Karolova'" 2, Dmitry Kazantsev?, Lucie Winkowska?,

Kristina Forsterova®, Liliana Tuskova' ?, Diana Malarikova' 2,
Veronika Valkova®, Andrea Janikova®, Ales Obr®, Marek Trneny",
Pavel Klener' 2

VSeobecna fakultni nemocnice v Praze - I. interni klinika,

hematologie, Praha 2, Cesko
2stav patologické fyziologie, 1. LF, UK, Praha 2, Cesko
3Laboratorni centrum CLIP, Klinika détské hematologie

a onkologie, Motol, Praha 5, Cesko
49Ustav hematologie a krevni transfuze, Praha 2, Cesko
SFakultni nemocnice Brno, Brno, Cesko
8 Fakutni nemocnice Olomouc, Olomouc, Cesko

Mantle cell lymphoma (MCL) is an aggressive subtype of non-Hodgkin
lymphomas (NHL), representing 3-10% of all NHL cases. The hallmark of MCL
is translocation t(11;14)(g13;932), leading to the overexpression of a crucial
regulator of cell cycle progression cyclin D1 (CCND1). MCL is characterized
by significant genomic heterogeneity and diverse clinical manifestations.
Understanding the genomic landscape of MCL at the diagnosis onset holds
considerable potential for developing predictive therapeutic strategies based
on the mutational profile.

We focused on MCL patients at the disease onset, who were treated
by standard immunochemotherapy represented by the alternation of
R-CHOP-based regimens with high-dose cytarabine +/- platinum-based
regimens, followed by rituximab maintenance and in transplant-eligible
patients autologous stem cells transplantation. Patients were stratified
according to their clinical post-therapeutic responses into 2 cohorts. Favorable

cohort contained 30 patients who never relapsed or relapsed after > 7 years
post-therapy. Unfavorable cohort comprised 33 patients who relapsed
in <2 years post-therapy or were considered to be relapsed/refractory.
Genomic analysis using whole-exome sequencing (WES) was performed. We
focused on mutational and copy-number variation (CNV) profiling.

WES revealed distinct mutational profiles in both cohorts of patients.

Favorable cohort contained a lower frequency of prognostically adverse
mutations when compared with the unfavorable one. The most common
mutation was identified in the CCND1 gene (28% of patients, 1 patient had
2 mutations), followed by mutations in IGLL5 and NSD2 genes (17%), and
ATM, COL6AS5, FAT3, KMT2D, MUC16, PCLO, SMARCA4 genes, each found
in 10% of patients. Of note, mutations of the TP53 gene were observed
only in 10% of patients within a favorable cohort, and in 39% of patients in
the unfavorable one. Further mutational changes in the unfavorable cohort
included mutations of ATM (33%, 3 patients had 2 mutations), CCND1 (18%),
KMT2D, SP140 (15%), and CASP5, LRP1B, NOTCH2, and SMARCA4 (12%)
genes.

CNV profiling revealed significant changes in both cohorts (g-value < 0.25
threshold was applied to control the false discovery rate).

Favorable cohort harbored amplifications of 3p, 3q, 8q, and 159 regions
(g < 0.25). Amplifications of 8q and 15q chromosomal regions were exclusive
only for the favorable cohort. Gains of PIK3CA and SOX2 genes were
detected in 30% of patients within the favorable cohort, and 38% of patients
in the unfavorable one. In addition, amplifications of BCL2 and MYC genes
were unique only for the unfavorable cohort (19%, and 13% of patients,
respectively). Deletions of genetic material were more prevalent in the
unfavorable group and were represented by deletions of 1q, 6q, 8p, 9p, 9q,
13q, 15q, 17p, 21p, and 22p chromosomal arms (g < 0.25). Notably, deletions
of CDKN2A/2B genes identified in 28% of patients were exclusive only for the
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unfavorable cohort. Other losses in the unfavorable group were represented
by TNFAIP3 deletions (19%), SORBS3, TNFRSF10B deletions (13%), and
ALDH1A1, ANXAT1, and GNA14 deletions (9%). As for the favorable cohort,
significant deletions of 6q, 8p, 13q, 16p, 17p, and 19q arms were identified
(g < 0.25), comprising deletions of the MIR15A gene (20%), and ATM gene
(17%). Only 7% of patients in the favorable group harbored deletions of the
TP53 gene.

The unfavorable cohort demonstrated a higher frequency and broader
spectrum of adverse genomic alterations.

Implementing genomic profiling in clinical assessment identifies patients
with a high medical need for further sophisticated therapeutic approaches.
Our results clearly identify a group of high-risk MCL patients, whose adverse
genomic profiles correlate with their clinical post-terapeutic outcome. These
patients could benefit from integrating targeted therapy and innovative
therapeutic approaches, such as CAR-T cell therapy at the initial diagnosis.
Clinical studies containing both modalities are currently under investigation
(e.g., CARMAN study, NCT06482684).

P53

Promising preclinical efficacy of intravitreally
administered anti-Hu CD19 and anti-Hu
CD199 on immunocompetent murine model
of primary intraocular lymphoma
Eva Skrlova", Eva Uherkova", Aneta Klimova", Diana Malarikova? 3,
Petra Svozilkova", Petr Matous?, Vit Herynek®, Tomas Kucera®,
Pavel Klener® 2, Jarmila Heissigerova"
NO¢ni klinika, 1. Lékarska Fakulta, Univerzita Karlova,
Véeobecna fakultni nemocnice v Praze, Praha, Cesko
2(Jstav patologické fyziologie, 1. Lékarska fakulta,
Univerzita Karlova, Praha, Cesko
31. Interni klinika — klinika hematologie, 1. Lékarska fakulta, Univerzita
Karlova, VSeobecn4 fakultni nemocnice v Praze, Praha, Cesko
4Centrum pokrocilého preklinického zobrazovani,
1. Lékar'sk4 fakulta, Univerzita Karlova, Praha, Cesko
SUstav histologie a embryologie, 1. Lékarska fakulta,
Univerzita Karlova, Praha, Cesko

Purpose:

This project aimed to evaluate the efficacy of anti-CD19 monoclonal antibody
tafasitamab, experimental anti-Hu CD19, and experimental chemokine
receptor blocker anti-Hu CD199, and to study the impact of the microbiome
on immunotherapy in an experimental immunocompetent murine model of
primary intraocular lymphoma (PIOL).

Methods:

PIOL was induced in immunocompetent mice BALB/CaNn by intravitreal
injection of syngeneic lymphoma A20 cell suspension with transgene
expression of human CD19. To eliminate intestinal microflora, 50% of the
mice were pre-treated with broad-spectrum antibiotics (metronidazole and
ciprofloxacin). On days 3 and 7, mice were treated intravitreally either by
tafasitamab (20 mg), experimental anti-Hu CD19 (1mg) or anti-Hu CD199
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(1 mg). Following the injection mice were monitored clinically 2 times per
week. The experiment was terminated at the first signs of exophthalmos or
on day 30. Eyes were collected post-mortem and histologically processed.

Results:

All three intravitreally administered monoclonal antibodies showed positive
effects on the progression of the disease. Tafasitamab and experimental
anti-Hu CD19 showed similar efficacy at the beginning of the trial. However,
from day 21 group treated with experimental antibody showed significantly
better results (p<0.05). The group treated with experimental anti-Hu CD199
showed the best results. Practically no signs of PIOL were present in this
group and the mean score was significantly lower compared to the controls.
So far, we have not observed statistically significant differences in PIOL
behavior and the effect of the treatment between the group with the intact
microbiome and the group treated with antibiotics.

Conclusions:

The treatment with intravitreal application of all three monoclonal antibodies
showed promising results. However, anti-CD19 antibodies did not completely
cure the lymphoma; after cessation of intravitreal injections, the lymphoma
started progressing. We presume that prolonged application would be needed
as in human medicine. Anti-Hu CD199 was superior to anti-CD19 antibodies
(tafasitamab, experimental anti-Hu CD19) in treating PIOL. This effect needs
to be elucidated by further studies.

Financial support of this project: AZV MZ CR NU20-03-00253, SVV UK 260631
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Wnt ligand secretion regulates emergency
granulopoeisis by inducing myeloid differentiation
Karolina VaniCkova' ?, Petr Danék", Mirko Milosevic?®,

Miroslava K. Adamcova", Francesca Matteini¥, Lucie Janeckova",
Vladimir Kofinek", M. Carolina Florian®, Jakub Rohlena®,

Katefina Rohlenova?®, Meritxell Alberich-Jorda' %

VInstitute of Molecular Genetics of the Czech Academy of Sciences, Praha, Cesko
2Faculty of Science, Charles University, Praha, Cesko

3Institute of Biotechnology of the Czech Academy of Sciences, Praha, Cesko
9IDIBELL, Barcelona, Spanélsko

SICLIP, Praha, Cesko

b-catenin-TCF/LEF-mediated transcription in hematopoietic stem and
progenitor cells (HSPCs) is critical for myeloid differentiation during bacterial
infections, where increased numbers of granulocytes are rapidly generated
in a process known as emergency granulopoiesis (EG). The b-catenin-TCF/
LEF pathway is activated by Wnt ligands, a family of secreted glycoproteins
accounting for 19 members, both in human and mice. Nevertheless,
whether some of these ligands are secreted during infection and regulate
emergency granulopoiesis is largely unknown. Here, we employed
Wis conditional KO mice, in which the secretion of all Wnt ligands is
blocked upon tamoxifen administration. We observed a severe impairment
of EG upon lipopolysaccharide (LPS) treatment at the level of multipotent
progenitors, which were not able to execute the lymphoid-to-myeloid bias
switch. scRNAseq analysis of HSCs isolated from mice challenged with LPS
or PBS control revealed that Wnt10b was the only Wnt ligand upregulated in
a myeloid-biased HSC population exclusive of the LPS-treated mice. Next,
we confirmed that Wnt10b is released in the serum and in the bone marrow
following LPS treatment in vivo using ELISA and whole mount microscopy. We
generated Wnt10b KO mice and observed impaired myeloid differentiation in
steady-state conditions. Accordingly, in vitro stimulation of WT HSPCs with
recombinant Wnt10b led to decrease in proliferation and increased myeloid
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differentiation. Finally, EG response in these mice was impaired in a similar
manner to the WIs mice, albeit to a lesser extent. Altogether, our data shows
that proper secretion of Wnt ligands is crucial for EG and that at least part
of the response is mediated by Wnt10b, which acts by blocking proliferation
and inducing myeloid differentiation. This work was supported by GACR
22-18300S, GAUK 327722, and IMG institutional funding RVvO68378050.
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40-parameter/37-channel full spectrum cytometry panel
for a robust immuno-profiling of lymphoid compartment
in patients treated with modern immunotherapy

Ondrej Venglar" 2, Eva Radova'-?, Lucie Broskevicova'-?, David Zihala' 2,
Tereza Sevcikoval 2, Roman Hajek' 2, Tomas Jelinek’ ?

""Department of Hematooncology, University Hospital Ostrava, Ostrava, Cesko
2Faculty of Medicine, University of Ostrava, Ostrava, Cesko

Introduction: Research focusing on changes in immune cell compartments
has gained significant global attention associated with the introduction
of modern immunotherapy in cancer treatment (Fischer, 2024; van de
Donk, 2023). Several extensive full-spectrum cytometry panels have been
published, however, datasets collected with panels utilizing large quantity of
channels and multiple highly-overlapping fluorophores can pose challenges
in panel stability management and data analysis (Park, 2020; Konecny, 2024).

Methods: A panel for in-depth immunophenotyping of lymphoid cells using
5-laser (355, 405, 488, 561, and 640 nm) Cytek Aurora was developed.
Following markers were used for surface staining: CD3, CD4, CD8, CD10,
CD16, CD19, CD25, CD27, CD28, CD33, CD34, CD38, CD39, CD45, CD45RA,
CD56, CD57, CD69, CD123, CD127, CD138, CD197, 2B4, BTLA, DNAM-1,
IgD, 1gG, IgM, LAG-3, KIR2DL, NKG2A, NKG2C, NKG2D, NKp46, PD-1, TCRysS,
TIGIT, TIM-3, and live/dead. The PE channel was dedicated to CAR T cell
detection with specific conjugates. The panel was optimized on bone marrow

and peripheral blood samples through a series of measurements, adjustments,
and titrations. Data were analyzed with OMIQ using both conventional gating
and unsupervised analysis algorithms (UMAP, tSNE, flowSOM, Phenograph).

Results: The panel was specifically designed for robustness, lowest possible
complexity and long-term stability. Complexity index of only 12.44 (compared
to >53.7 for the 40-color OMIP 069) was achieved by avoiding the use of
highly overlapping fluorophores (max. similarity 85%), detecting two mutually
exclusive markers across multiple single channels, incorporating novel
blue-laser excitable reagents, and use of dry tandem dye conjugates. The
panel enables the exclusion of non-viable and myeloid cells for thorough
analysis of T cell, NK cell, and B cell compartments, plasmacytoid dendritic
cells and CAR T cells (Figure 1). Numerous inhibitory/activating receptors
and immune checkpoints engaged in immune cell function are also included.
The panel is suitable for both extensive conventional gating analysis and
unsupervised analysis using computational algorithms.

Conclusions: Our spectral cytometry panel enables detection of major
lymphoid subsets, including CAR T cells, allows for tracking of exhaustion
status, and offers a unique combination of high-parameter performance and
robustness.
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HSCs and Tregs cooperate to preserve extramedullary
hematopoiesis under chronic inflammation
Maria Kuzmina' 2, Srdjan Grusanovic", Jiri Brezina®, Mirko Milosevic®,
Karolina Vanickova' ?, Nataliia Pavliuchenko®, Sarka Ruzickova®,
Jakub Rohlena®, Katerina Rohlenova®, Tomas Brdicka®,
Meritxell Alberich-Jorda' "
"Laboratory of Haematooncology, Institute of Molecular Genetics
of the Czech Academy of Sciences, Prague, Cesko
2Faculty of Science, Charles University, Prague, Cesko
9Laboratory of Immunobiology, Institute of Molecular Genetics
of the Czech Academy of Sciences, Prague, Cesko
“Laboratory of Cellular Metabolism, Institute of Biotechnology of the
Czech Academy of Sciences, Vestec, Prague-West, Cesko
SLaboratory of Leukocyte Signaling, Institute of Molecular Genetics
of the Czech Academy of Sciences, Prague, Cesko
9 aboratory of Developmental Epileptology, Institute of Physiology
of the Czech Academy of Sciences, Prague, Cesko
)Childhood Leukaemia Investigation Prague, Department of Pediatric
Haematology and Oncology, 2nd Faculty of Medicine, Charles
University in Prague, University Hospital Motol, Prague, Cesko

Hematopoietic stem cells (HSCs) are localized within specialized niches of the
bone marrow (BM). However, during hematological disorders or infections,
the functionality of HSCs in the BM is compromised, leading to extramedullary
hematopoiesis (EMH). Chronic inflammation is known to drive EMH, yet its
impact on HSCs outside the BM is poorly understood. Here, using a mouse
model of chronic autoinflammatory disease, we demonstrated the presence
of extramedullary HSCs in blood, spleen, and inflamed tails and paws. Single
cell transcriptomics revealed a unique expression profile in extramedullary
HSCs, with significant upregulation of Cd53, MHCIll-associated and
immunosuppressive genes. We further demonstrated that extramedullary
CD53+ HSCs act as antigen-presenting cells, promoting the development of
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regulatory T cells (Tregs) to control chronic inflammation at extramedullary
sites. Conversely, we observed that Tregs exert a protective role on
extramedullary HSCs. Altogether, our findings revealed a mutually supportive
relationship between a unique subset of HSCs and T cells in inflamed tissues
during chronic inflammation.
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Treatment of leukemia cells by Venetoclax

affects nucleolin level and phosphorylation

Barbora Brodska, Katefina Wolfova, Petra Otevielova

Oddéleni proteomiky, Ustav hematologie a krevni transfuze, Praha 2, Cesko

Proteins of the Bcl-2 family play important role in the cell decision between
proliferation and apoptosis, i.e. between cell survival and cell death.
Pro-survival members of this family are often overexpressed in various tumors,
including leukemias, and the Bcl-2 inhibitor ABT-199 (Venetoclax) is used in
combination treatment strategies for several leukemia types (in particular ALL,
and specific AML cases). The curative potential of Bcl-2 inhibitors is mainly
attributed to apoptosis restoration in cancer cells, mediated by suppression of
the Bcl-2 protein activity. However, other potential effects of the inhibitor were
not deeply investigated. Detailed knowledge of the mechanisms involved can
contribute to predict and resolve possible mechanisms of resistance to Bcl-2
inhibitors. We report yet unknown changes of the nucleolar phosphoprotein
nucleolin (NCL) induced by treatment of AML cells with Venetoclax and
ABT-737.

We analyzed the status of the Bcl-2 protein in both AML cell lines and primary
AML cells and confirmed increased apoptosis-related fragment together with
lowered protein activity characterized by a decrease of Ser70 phosphorylation.
However, the effect was highly variable and did not correlate with the protein
level in intact cells. We also detected expected changes in other proteins
from the Bcl-2 family, e.g. Mcl-1 and BAX. In addition, we revealed significant

reduction of the protein amount of NCL, which is known to regulate Bcl-2
expression by interaction with its mMRNA. Moreover, we observed considerable
dephosphorylation of the key Threonines (NCL-T76 and NCL-T84), which are
important for proper cell cycle progression. Since NCL overexpression also
frequently occurs in cancer cells, our results point to yet unknown potential
mechanism of anti-cancer Venetoclax effect.

Funding: Czech Science Foundation (grant 22-03875S); Ministry of Health
of the Czech Republic (project for conceptual development of the research
organization, 00023736).
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PD-L1 expression on leukemia cells is highly dynamic
and correlates with cell glycolytic activity

Katefina KuZelov4, Tereza Koranova, Barbora Brodska, Petra Otevrelova,
Marek Jedlicka, Zdenka Gasova, Jan Valka

Ustav hematologie a krevni transfuze, Praha 2, Cesko

The programmed death ligand 1 (PD-L1) is a prominent mediator of immune
system inhibition in various cancer types including leukemias. Immune
profiling might help to predict relapses resulting from immune evasion of
residual leukemia cells but the prognostic meaning of PD-L1 expression
probably depends on the mechanism of its induction. Certain recurrent
genetic aberrations, such as JAK2 V617F mutation or NPM-ALK fusion
lead to constitutive PD-L1 expression on cancer cells. Such cell-inherent
mechanisms were described in acute myeloid leukemia (AML) with TP53
mutation or aberrant JAK2/STAT signaling. Known extrinsic factors inducing
PD-L1 on AML cells include cytokines, such as IFNy or TNFa, and ligands to
Toll-like receptors. In this work, we analyzed PD-L1 expression on primary
cells from peripheral blood of patients with AML at diagnosis as a function of
cell metabolic phenotype. The percentage of PD-L1-positive cells was usually
low when measured shortly after cell isolation but increased after 24 h of
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in vitro culture in about 70 % of samples. The increase positively correlated
with cell glycolytic rate measured using a Seahorse XFp device. Furthermore,
primary AML cells were able to induce PD-L1 expression on cocultured
KG-1 cells, and this paracrine effect also positively correlated with glycolytic
activity of primary cells. In contrast to a previous report, no increase in PD-L1
was detected in AML cell lines treated with lactate. Although PD-L1 was
variably present in exosomes released from primary AML cells, no correlation
between the exosomal PD-L1 content and PD-L1 induction on the KG-1 cell
line was observed. We suggest that glycolytic bulk AML cells can induce
transient PD-L1 expression on more primitive leukemia cells and support their
immune evasion.

Acknowledgement: Seahorse XFp acquisition was supported by the European
Regional Development Fund/state budget of the Czech Republic (project
AllHHP: CZ.02.1.01/0.0/0.0/16_025/0007428, OP RDE, MEYS).
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Biobanka UHKT Praha predstavuje infrastrukturu pro
hematoonkologicky vyzkum dospélych pacientd
Adéla Benesova", Adéla Cirbusova", Robert Telicak?,

Katefina Machova Polékova' ?

nUstav hematologie a krevni transfuze, Praha, Cesko

2Ustav patologické fyziologie 1. LF UK, Praha, Cesko

Biobanka UHKT Praha je vyzkumnou infrastrukturou, ktera svou &innost zaha-
jila v roce 2020. Biobanka zpracovava primarni vzorky pacientd s akutni mye-
loidni leukémii, chronickou myeloidni leukémii, akutni lymfoblastovou leukemii
a s myelodysplastickym syndromem. Uchovavanymi materidly jsou kryopre-
zervované buriky, plazma a DNA v nékolika alikvotech. Ke v§em vzorkdm jsou
uchovavéna i data. Ta slouZi i pro vyhledavani vzorkd pro tvorbu vyzkumnych
kohort pacientd.

K fijnu roku 2024 byly zpracovany vzorky od 1 100 pacientd a uloZzeno celkem
15 300 alikvotd. Vzorky jsou uchovany v parach dusiku v automatizovanych
systémech Askion C-line®, které diky propojeni s laboratornim informacnim
systémem umoziuji pfesné trasovani vzorkl, ¢asovou Usporu pfi vyhledavani
a vydavani vzorkU a zéroven zajist'uji stabilitu prostfedi, ve kterém je material
uchovavan. Od kratké existence biobanky bylo dosud vydano 130 vzorkd pro
projekty zamérené na vyzkum imunoterapie v 1é¢bé AML, vyuziti specifickych
inhibitord v |é¢bé AML a charakterizaci sekundarnich myeloidnich malignit,
lé¢bu Ph negativnich ALL, studium hypoplastické formy myelodysplastického
syndromu a ziskané aplastické anémie.

Diky pfistrojovému vybaveni biobanky je mozné rozsifit vyzkum o data z mul-
tiomické analyzy pokryvajici informace o fenotypu a genotypu na Urovni jedné
buriky.

Biobanka je od roku 2023 soudasti vyzkumné infrastruktury BBMRI.cz,
kterd sdruzuje Ceské biobanky a zaroven je soucCasti evropské sité biobank
BBMRI-ERIC. Diky &lenstvi Biobanka UHKT Praha nabizi vzorky a data pro-
stfednictvim katalogu BBMRI Directory a komunikaéniho kanalu BBMRI
Negotiator.

Biobanka UHKT Praha je otevfena pro interni a externi feSitele vyzkumnych
projektU a také slouzi jako Skolici pracovisté s pravidelnym poradanim exkur-
zi 74k0 ZS, studentd (SS a VS) a s moznosti staZi pro pregradudini a postgra-
dudlni studenty.

Realizovano diky: BBMRI.cz no. LM2023033
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Point-of-Care Non-Viral Production of CD19 Chimeric
Antigen Receptor-T Cells with Enhanced Tscm-like
Immunophenotype for Therapy of Refractory B-cell
Malignancies- Preliminary Results of Phase I Clinical Trial
Jan Vydra, Martin Stach, Markéta Stastna Markov4, Veronika Valkova,
Cyril Salek, Barbora Cemusova, Jana Rychl4, lva Kastankova,

Robert Pytlik, Petr Lesny, Petr Cetkovsky, Pavel Otahal

Institute of Hematology and Blood Transfusion, Prague, Czech Republic

The immunophenotype of the manufactured CAR-T cells partially influences
the efficacy of CAR-T therapy. Products containing a higher percentage of
less-differentiated T stem-cell memory subsets provide longer persisting
therapeutic effects. We developed an alternative production method of
non-viral gene transfer by electroporating non-activated T cells with piggyBac
transposon DNA, followed by expansion in the presence of IL-21 cytokine to
increase the prevalence of CAR-T cells with stem-cell memory phenotype.
The product, designated UHKT CAR19, expresses a CAR containing a unique
CD19-specific scFv and 4-1BB-zeta intracellular signaling domain analogous
to tisa-cel. UHKT CAR19 is a cryopreserved product that can be produced
either from apheresis or 200 ml of peripheral blood. UHKT CAR19T cells
showed a cytotoxic effect ex vivo on CD19-positive tumor cell lines. In the
NSG mice model, UHKT CAR19 T cells efficiently inhibited tumor growth and
demonstrated a safe toxicity profile at 100 times the maximal dose. The
targeted locus amplification method determined CAR gene integration sites,
showing equal distribution throughout the genome without preference for
specific sites.

We report preliminary results of an ongoing phase | study (NCT05054257)
in which the safety and efficacy of autologous UHKT CAR19 in adult patients
with relapsed or refractory B-ALL or B-NHL are evaluated. This phase | trial
uses a dose-escalating scheme, where all patients receive 25 mg/m2/d
of fludarabine for 5 days and 500 mg/m 2/d of cyclophosphamide for

2 days, followed by a single infusion of UHKT CAR19. A group of patients
(n=32) treated with tisa-cel as a standard-of-care was used to compare the
properties of the manufactured product, such as the immunophenotype
and the expansion after administration to patients (Fig. 1). The comparison
of the UHKT CAR19 with tisa-cel revealed a higher percentage of stem-cell
memory-like CAR-T cells in UHKT CAR19 product, in both CD4+ and CD8+
CAR+ T cells. UHKT CAR19 had elevated percentage of CD45RA+CD62L+
(43% vs. 12%, p= 0,0007; 61% vs. 19%, p = 0,0012), CD27+CD28+ (86%
vs. 40%, p= 0,0002; 93% vs. 30%, p= <0,0001), and lower amount of PD-1+
(11% vs. 71%, p= <0,0001; 14% vs. 32%, p= 0,0044) CAR T cells (UHKT
CAR19 vs. tisa-cel, CD4+; CD8+ CAR T cells respectively).

So far, 13 subjects were included in the trial and were infused with up to
1x10e6 CAR-T per kg. We have observed an efficient expansion of UHKT
CAR19T cells in vivo following the treatment, even at the lowest administered
dose of 0.1x10e6 CAR-T per kg. The comparison of UHKT CAR19 in vivo
expansion with tisa-cel revealed that UHKT CAR19 expanded to similar levels
as tisa-cel. None of the patients manifested any dose-limiting toxicities. There
was no occurrence of adverse non-hematological events above grade 3; CRS
was observed in only one patient (grade 1, fever). One patient previously
treated with multiple lines of chemotherapy, tisa-cel, and two alloHSCTs
developed a prolonged grade 4 cytopenia due to a secondary graft failure.
Six out of eleven subjects demonstrated a clinical response and achieved
CR >6 months (Fig. 2). In conclusion, the infusion of UHKT CAR19 was safe,
and we observed anti-tumor effects in seven of eleven treated patients.
The manufacturing method enables efficient production of CAR-T cells with
stem-cell memory-like phenotype, and we continue to enroll patients in the
high-dose group of the clinical trial.

Supported by grant AZV NU22-05-00374
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Several factors that predict the outcome of large
B-cell lymphoma patients who relapse/progress
after chimeric antigen receptor (CAR) T-cell therapy
can be identified before cell administration
Alice Sykorova", FrantiSek Folber?, Kamila Polgarova®, Heidi Mocikova?,
Duras Juragj®, Katefina Steinerova®, Ales Obr”, Adriana Heindorfer®,
Miriam Ladick&®, Lubica Lukacova'®, Erika Cellarova',
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Tereza Jancarkova®, Vit Prochazka”, Margareta Kralikova',
Andrej Vranovsky?, Jan Vydra'* Y, Luka$ Smolej", Lubo$ Drgona®,
Martin Sedmina'”, Eva Cermakova', Robert Pytlik'3 9
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4Clinics of Hematology, University Hospital Krdlovské Vinohrady and
Third Faculty of Medicine, Charles University, Prague, Prague, Cesko
“Department of Haemato-oncology, University Hospital Ostrava and
Faculty of Medicine, University of Ostrava, Ostrava, Cesko
$Department of Haematology and Oncology, University Hospital, Pilsen, Pilsen, Cesko
"'Department of Haemato-Oncology, Faculty of Medicine and
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®Department of Haematology, Hospital Liberec, Liberec, Cesko
9Clinic of Oncohaematology, Medical Faculty of Comenius University
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190ncology Clinic, J.A. Reiman Faculty Hospital, Presov, PreSov, Slovensko
"Department of Haematology, F.D. Roosevelt University
Hospital, Banska Bystrica, Banskd Bystrica, Slovensko
'2Clinic of Haematology and Transfusion Medicine, Jessenius Faculty of
Medicine in Martin, Comenius University in Bratislava, Martin, Slovensko

9Clinical Department, Institute of Haematology and
Blood Transfusion, Prague, Cesko
"“Department of Medical Biophysics, Faculty of Medicine in Hradec
Kralove, Charles University, Prague, Hradec Kralove, Cesko
"SDepartment of Cell Therapy, Institute of Haematology
and Blood Transfusion, Prague, Cesko

Aim: The aim of this study was to analyse the outcomes of patients with
large B cell lymphoma (LBCL) treated with chimeric antigen receptor T-cell
therapy (CAR-Tx), with a focus on outcomes after CAR T-cell failure, and to
define the risk factors for rapid progression and further treatment.

Methods: We analysed 107 patients with LBCL from the Czech Republic
and Slovakia who were treated in 23rd-line with tisagenlecleucel or
axicabtagene ciloleucel between 2019 and 2022.

Results: The overall response rate (ORR) was 60%, with a 50% complete
response (CR) rate. The median progression-free survival (PFS) and
overall survival (OS) were 4.3 and 26.4 months, respectively. Sixty-three
patients (59%) were refractory or relapsed after CAR-Tx. Of these patients,
39 received radiotherapy or systemic therapy, with an ORR of 22% (CR 8%).
The median follow-up of surviving patients in whom treatment failed was
10.6 months. Several factors predicting further treatment administration and
outcomes were present even before CARTx. Risk factors for not receiving
further therapy after CAR-Tx failure were high lactate dehydrogenase (LDH)
levels before apheresis, extranodal involvement (EN), high ferritin levels
before lymphodepletion (LD) and ECOG PS >1 at R/P. The median 0S-2 (from
R/P after CAR-Tx) was 6.7 months (6-month 57.9%) for treated patients and
0.4 months (6-month 4.2%) for untreated patients (p < 0.001). The median
PFS-2 (from R/P after CAR-Tx) was 3.2 months (6-month 28.5%) for treated
patients. The risk factors for a shorter PFS-2 (n = 39) included: CRP > limit of
the normal range (LNR) before LD, albumin < LNR and ECOG PS > 1 at R/P. All
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these factors, together with LDH > LNR before LD and EN involvement at R/P,
predicted OS-2 for treated patients.

Conclusion: Our findings allow better stratification of CAR-Tx candidates
and stress the need for a proactive approach (earlier restaging, intervention
after partial remission achievement).

P62
Monitoring of anti-BCMA CAR-T cells and non-CAR-T
immune subsets in multiple myeloma patients
using standardized 8-color flow cytometry panel
Ondrej Venglar" 2, Viera Hrabcakova®, Ondrej Soucek?,
Kamila Kutejova®, Jana Mihalyova® ?, Ludmila Muronova' 2,
Tereza Popkova' ?, David Zihala™ ?, Tereza Sevcikova' 2,
Lucie Broskevicova"?, Roman Hajek" 2, Frantisek Folber?,
Jakub Radocha®, Tomas Jelinek' 2
""Department of Hematooncology, University Hospital Ostrava, Ostrava, Cesko
2Faculty of Medicine, University of Ostrava, Ostrava, Cesko
3Department of Internal Medicine, Hematology and
Oncology, University Hospital Brno, Brno, Cesko
“Department of Clinical Immunology and Allergology, University
Hospital in Hradec Kralova, Hradec Kralove, Cesko
SDepartment of Flow Cytometry, Spadia lab, Ostrava, Cesko
94th Department of Internal Medicine — Hematology,, University
Hospital in Hradec Kralove, Hradec Kralova, Cesko

Background: Chimeric antigen receptor (CAR) T cells targeting B-cell
maturation antigen (BCMA) represent a groundbreaking therapeutic option
for multiple myeloma (MM). Monitoring CAR-T cell expansion might play a role
in the prediction of treatment efficacy and the severity of side effects (Fischer
et al., 2024; Berdeja et al., 2021).

Aims/Methods: Peripheral blood (PB) samples (n = 73) from 12 MM patients
in total were assessed at various timepoints starting at day O (DO)/day of
infusion or D2, with resampling at D7, D10, D14, D21, D28 and M1-M6 each
month. An 8-color flow cytometry panel (CD3, CD4, CD8, CD19, CD20, CD45,
CD16+CD56, BCMA CAR) using dried reagent tubes was utilized to assess
levels of BCMA CAR-T cells and other immune subsets.

Results: Median number of assessed CD45+ leukocytes was 164 x 10°
with median limit of detection 0.0122%. The presence of CAR-T cells was
first detectable at D7 (median count/pl PB, min-max: 9, 0.55-2152) with
maximum expansion at D10 (966, 222-11924). From D14 (937, 219-2800),
the CAR-T cell counts gradually dropped to detectable levels in 3/5 patients
at M1-2 and 1/4 patients at M2-3 (Figure 1). The CD4/CD8 ratio significantly
decreased over time from D7 to D28 in the CAR-T cell compartment (median
percentage in CAR-T fraction: CD4+, D7 = 74.20% vs. D28 = 54.08%,
p = 0.0079; CD8+, D7 = 17.50% vs. D28 = 44.89%, p = 0.0016). A similar
shift in the CD4/CD8 ratio was also observed in non-CAR T cells between
DO and M5-6. B cells were completely depleted from D7 to D28 with their
first considerable reappearance in circulation at M1-2 in 3/5 patients. The
monocyte percentage in the leukocyte fraction significantly increased from
D2 to D7 (median: D2 = 2.15% vs. D7 = 25.60%, p = 0.0028). NK cell levels in
the lymphocyte fraction were not significantly affected by the therapy in any
of the timepoints.

Conclusions: The data obtained from this multicentric collaboration describe
the dynamics of CAR-T cell expansion as well as of non-CAR-T immune
subsets.
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P63

NGS-MRD improves relapse prediction in patients
transplanted for acute lymphoblastic leukemia with
positive-non-quantifiable QPCR-MRD results
Krystof Seferna”, Michael Svator", Andrea Rennerova®, Aneta Skotnicova",
Leona Rezni¢kova", Tatana Valova", Petr Sedlagek?, Petr Riha?,
Renata Formankova?, Petra Keslova?, Lucie Sramkova?, Jan Stary?,
Jan Zuna", Alexandra Kolenové® ¥, Cyril Salek®®, Jan Trka", Eva Frorfikova"
CLIP - Childhood Leukemia Investigation Prague, Klinika détské

hematologie a onkologie 2. LF UK a FN v Motole, Praha, Cesko
2Klinika détské hematologie a onkologie 2. LF UK a FN v Motole, Praha, Cesko
3 ekdrska fakulta, Univerzita Komenského v Bratislave, Bratislava, Slovensko
“Klinika detskej hematolégie a onkoldgie LF UK a NUDCH, Bratislava, Slovensko
$Ustav hematologie a krevni transfuze, Praha, Cesko
9Ustav klinické a experimentalni hematologie 1. LF UK a UHKT, Praha, Cesko

Background

Post-transplant monitoring of minimal residual disease (MRD) in patients with
acute lymphoblastic leukemia (ALL) is vital for timely planning of therapeutic
interventions. The current standard method for MRD detection is patient
specific quantitative PCR (gPCR) of immunoglobulin and T-cell receptor
gene rearrangements (IG/TR) that is able to provide rapid results in this
setting. However, the risk of false-positive results from non-specific template
amplification is significant, particularly in the rapidly regenerating bone
marrow post-transplant. Increasing availability and adaptation of IG/TR next
generation sequencing (NGS) could lead to improvements in the specificity of
MRD evaluation and relapse prediction.

Aims

Our objective was to implement IG/TR NGS MRD evaluation in post-transplant
patients to minimize the risk of unnecessary therapeutic interventions due
to false-positive qPCR-MRD results, and to compare the relapse prediction
capabilities of both methods.

Methods

MRD monitoring in pediatric and young adult ALL patients after transplant
was performed according to the treatment protocols following EuroMRD
guidelines. Samples that yielded positive, but non-quantifiable (PnQ) results
were re-evaluated by NGS using standardized protocols established by the
EuroClonality-NGS Working Group.

Results

Over the course of the study, spanning from 2017 to 2023, we monitored MRD
in 115 patients (769 bone marrow samples) post-transplant and re-evaluated
a total of 47 samples with gPCR-PnQ results from 36 patients using NGS.
The positivity of the gPCR MRD result was confirmed by NGS in only
13 samples (27.8%) and contradicted by NGS-negative result in 33 samples
(70.2%). In one sample (2.1%), the NGS-MRD result was inconclusive.
Median patient follow-up after the last NGS-MRD result was 20.4 months.
During the follow-up, six out of 10 patients with at least one MRD positivity
confirmed by NGS relapsed (60%) between 1-3.7 months after testing. In
contrast, in the NGS-MRD negative group (25 patients), only two relapses
occurred (8%) after five and 12 months. One-year relapse-free survival was
40% vs. 96% (p = 0,00003) (Figure 1) and Three-year overall survival was
33.3% vs. 94.4% (p = 0.00015) for the NGS-positive and NGS-negative
groups, respectively. The difference was not attributable to a varying rate of
therapeutic interventions. Six out of 14 patients who had immunosuppressive
treatment tapered or received donor lymphocyte infusion in response to MRD
positivity developed significant graft versus host disease (GVHD), leading to
one fatality, underscoring the need for precise relapse risk estimation.

Conclusion

Re-testing of PnQ gPCR-MRD results with NGS-MRD improves relapse
prediction accuracy and can help prevent risk from unnecessary therapeutic
interventions in post-transplant ALL patients.

Supported by LX22NPO5102. M. Svaton and K. Seferna contributed equally.
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Figure 1. Relapse prediction by NGS-MRD performed on samples with
PnQ qPCR-MRD NGS positive, patients with at least one positive NGS-MRD
result (n=10); NGS negative, patients with all NGS-MRD results negative
(n=25); non-relapse death censored

P64

Follow-up of patients after autologous
hematopoietic cell transplantation in one
transplant centre and in collaborating centres
Marie Trnkova, Blanka Vackova, Eva Konifova, Marek Trneny
I. interni klinika - klinika hematologie, VFN v Praze, Praha 2, Cesko

Background: Follow-up of patients after transplantation is a regular activity
of EBMT centres. In this overview, we have discussed follow up (FU)
reporting depending on the geography of the patients and where we need
to obtain information about our patients after autologous hematopoietic
cell transplantation (ASCT) in case we refer them to the collaborating
hematology centers. Atthe same time, we can see which centres we work closely
with after ASCT and in which regions patients are subsequently followed up.
Methods: Data on consecutive patients transplanted in 2017-2022 in our

centre, including the regions where the patients come from, were used for
the overview. We divided the patients into 2 groups: the 1st group consists
of patients who have been treated since diagnosis at our center, the 2nd
group consists of patients from referring centers (for PBPC separation
+/- salvage treatment). We compared what % of patients remained in
our follow-up after ASCT and what % of patients returned to their original
haematology area or to another site of need.

Results: In our center, 492 ASCTs were performed in 382 patients between
2017 and 2022, of which 240 were male (63%), with a median age of
58 years (21-73). The main indications were myeloma (MM) incl. plasma
cell disorders (PCD) (59%) and lymphoma (39.6%), respectively, with
other dg. represented in only 1.3%. Patients came from the regions of the
Czech Republic: Central Bohemia (40.4%), Prague (33.9%) and from others
(25,72%). Median follow-up of all patients is 37 months (range 0-83). The
majority of patients (n= 263, 68.9%) have been treated at our centre since
diagnosis, 242 patients from this group remain in FU at our centre after ASCT,
while only 21 return to local haematologists. 119 patients (31.2%) were from
referring centres, 50 of these patients from remain in FU at our centre after
ASCT and 69 returned to referring centers or other site. Most of the patients
studied come from nearby regions: Prague (37.6%, resp. 25.2%) and Central
Bohemia (44.9%, resp. 30.3%), See Table 1.

Conclusions: Effective datamanager work depends on cooperation
with own and co-working teams. We have to expect more time to be
spent on retrieving information from other centres. A number of factors
influence whether a patient stays in our centre. If patients do not have
complications, it is easier to be in contact with the local haematologist.
Supported by UK Praha Cooperatio program (207039-6).
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BPO1

Ppm1d truncating mutations promote the
development of genotoxic stress-induced AML

Monika Burocziova, Petr Danek, Anna Oravetzova, Zuzana Chalupova,
Meritxell Alberich-Jorda & Libor Macurek

http://dx.doi.org/10.1038/s41375-023-02030-8

BPO2

Dasatinib anhydrate containing oral formulation
improves variability and bioavailability in humans
Jifi Hofmann, Ale$ Bartinék, Tomas Hauser, Gregor Sedmak,
Josef Beranek, Pavel Ry$anek, Martin Sima & Ondfej Slanar

http://dx.doi.org/10.1038/s41375-023-02045-1

BPO3

Genomic DNA-based measurable residual disease
monitoring in pediatric acute myeloid leukemia:
unselected consecutive cohort study

Marketa Zaliova, Jan Zuna, Lucie Winkowska, lveta Janotova,
Justina Skorepova, Julius Lukes, Claus Meyer, Rolf Marschalek,
Zbynek Novak, Jiri Domansky, Jan Stary, Lucie Sramkova & Jan Trka

http://dx.doi.org/10.1038/s41375-023-02083-9

BP04

Stromal cells engineered to express T cell factors
induce robust CLL cell proliferation in vitro and in

PDX co-transplantations allowing the identification

of RAF inhibitors as anti-proliferative drugs

Eva Hoferkova, Vaclav Seda, Sona Kadakova, Jan Verner, Tomas Loja,
Kvetoslava Matulova, Hana Skuhrova Francova, Eva Ondrouskova,
Daniel Filip, Nicolas Blavet, Miroslav Boudny,

Gabriela Mladonicka Pavlasova, Josef Vecera, Laura Ondrisova,

Petra Pavelkova, Krystof Hlavac, Lenka Kostalova, Androniki Michaelou,
Sarka Pospisilova, Jana Dorazilova, Vaclav Chochola, Josef Jaros,
Michael Doubek, Marie Jarosova, Ales Hampl, Lucy Vojtova, Leos Kren,
Jiri Mayer & Marek Mraz

http://dx.doi.org/10.1038/s41375-024-02284-w

BPO5

Clinical characteristics and outcomes in risk-
stratified patients with smoldering multiple
myeloma: data from the Czech Republic

Registry of Monoclonal Gammopathies

Viera Sandecka, Tereza Popkova, Martin Stork, Vladimir Maisnar,
Jiri Minarik, Alexandra Jungova, Petr Pavlicek, Lukas Stejskal,
Lenka Pospisilova, Adriana Heindorfer, Jarmila Obernauerova,
Evzen Gregora, Michal Sykora, Jana Ullrychova, Marek Wrobel,
Petr Kessler, Tomas Jelinek, Peter Kunovszki, Sacheeta Bathija,
Blanca Gros, Sabine Wilbertz, Qian Cai, Annette Lam & lvan Spicka

http://dx.doi.org/10.1038/s41408-023-00906-7
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REHABILITACNI OSETROVATELSTVI
V HEMATOONKOLOGII

ESO1

Rehabilitaéni oSetrovatelstvi jako dulezita
soucast podpuirné péce v hematoonkologii
Marie Prochéazkova

Klinika rehabilitace a télovychovného lékarstvi 2. LF UK a FN Motol

Rehabilitaéni oSetfovatelstvi je zpUsob aktivniho oSetfovani, kdy oSetfova-
telsky persondl zakladnimi rehabilitacnimi Ukony zamezuje vzniku komplika-
ci a sekundarnich zmén u hospitalizovaného pacienta. Je dilezitou soucasti
podpUrné péce o pacienta, probihd ve spolupraci s fyzioterapeuty, ergote-
rapeuty pripadné logopedy, zlepSuje komfort pacienta a od prvnich dni hos-
pitalizace podporuje pacienta v sobéstacnosti. V pfednaSce vas sezndmime
s obecnymi principy rehabilitacniho oSetfovatelstvi a se specifiky v ramci dét-
ské hematoonkologie.

ES02

Fyzioterapie a rezimova opatieni u pacient0

s mnohoéetnym myelomem

Ondrej Novotny

VSeobecna fakultni nemocnice v Praze; Klinika rehabilitacniho lékarstvi

Mnohocetny myelom je relativhé vzacné nadorové onemocnéni kostni dfeng,
dle nejnovéjsich Gdajo UZIS byla v Ceské republice v r. 2021 incidence
688 a prevalence 3323 osob. V rdmci onemocnéni vznikaji osteolyticka lo-
Ziska v kostni dfeni, klinicky se projevujici jako fraktury Zeber, kompresiv-
ni fraktury obratl0, patologické zlomeniny proximalnich humerd a femurd,

osteolytickd loziska v panvi, a s tim souvisejici snizend schopnost pohybu
a sebeobsluhy. Nékdy se také pacienti potykaji s dUsledky Utlaku mékkotka-
novou myelomovou masou, Ustici v parézy az plegie. Dle lokalizace, druhu
a miry postizeni, klinického stavu a pribéhu lécby se pfistupuje k dekom-
presnim operacim pfi Utlacich michy, stabilizaénim operacim pfi nestabilnich
frakturach, pfipadné se u stabilnich fraktur nebo nepfiznivém klinickém stavu
postupuje konzervativné.

Toto vSechno jsou obtize, se kterymi se pacienti potykaji jesté pred zapocetim
vlastni hematologické [é¢by a rozvojem jejich nezadoucich UcCinkd. Proto je
dilezité u pacientd s mnohocetnym myelomem znét lokalizaci a rozsah posti-
Zeni, a po pfipadné intervenci znat doporuceni ortopedd nebo neurochirurgC
stran rezimovych opatfeni a indikaci k vertikalizaci. Pacient s mnohoc¢etnym
myelomem se tak mUZze pohybovat od prakticky bez omezeni, po vertikaliza-
ci pouze s dopomoci vice osob v pultovém choditku s trupovym korzetem za-
brafujicim flexi a rotaci patefe. Ne vzdy maji pacienti nahled na miru svého
postizeni nebo dUsledky nerespektovani doporucenych opatfeni, je tak Z&-
douci ze stran zdravotnického persondlu (od fyzioterapeutl pres vSeobecné
sestry po sanitdfe vezouci pacienty po vySetfenich) tato opatfeni u jednotli-
vych pacientd znat a dodrZovat je v prdbéhu jejich hospitalizace béhem Iécby
a edukovat pacienty k jejich dodrzovani v domacim prostred.

V nésledujicim prispévku bude uvedeno na nékolika kazuistikdch pacienty
s mnohocetnym myelomem lokalizace a rozsah postizeni skeletu nebo michy,
zpUsob intervence, doporucend rezimova opatieni a indikace k vertikalizaci,
jako pretaceni v 10zku, zpUsob posazovani nebo dopomoc pfi béznych den-
nich ¢innostech, véetné doporucenych pomucek.
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ESO03

| Cesta ditéte onkologickou Iéébou a Uloha rehabilitace
Josef Nejezchleba
Klinika rehabilitace a télovychovného lékarstvi 2. LF UK a FN Motol

V Ceské republice je kaZdoro&né& diagnostikovano nadorové onemocnéni
U 400-450 déti. Diky pokrokdm v lékafské péci se uzdravi az 80 % z nich,
avSak u fady téchto déti dochazi rozvoji mnoha komplikaci, které vyrazné
ovliviuji kvalitu jejich Zivota.

Fyzioterapie jako podpurna soucést Iécby hraje klic¢ovou roli v procesu zota-
veni a zlepSovani kvality Zivota, a je nezastupitelna pfi feSeni dlouhodobych
nasledkd, které si tyto déti nesou i po ukonéeni lé¢by.

Tato prednaska si klade za Ukol seznamit posluchace se specifiky rehabilitace
v détské onkologii a poukdzat na nejCastéjSi vyzvy, se kterymi se fyzioterape-
ut pfi praci s détskym onkologickym pacientem setkava.

ES04 ,
I Rehabilitace pacientd s hemofilii na UHKT
Martin Muzicek
Ustav hematologie a krevni transfuze, Praha 2, Cesko

Skladba pacientd — pomér mezi rdznymi stupni Hemofilie A a Hemofilie B,
chronické stavy- pacienti, ktefi maji dlouhodobé bolesti zpisobené hemofi-
lickou artropatii, snizeny rozsah pohybu v daném kloubu, akutni stavy - stavy
po zakrvaceni do kloubu ¢&i svalové tkané, pacienti po ortopedickém, ¢i chirur-
gickém vykonu, pfiprava k operaci.

Ambulantni rehabilitace — kolik pacientd momentalné mame v pédi, co u nich
sledujeme, jaky pouzivAme skérovaci systém , jak Casto probihd screening
monitorace pacienty, jaké u nich vyuzivdme metody vySetieni.

Vyuzivané metody RHB - indikace a Uspésnost vyuzivanych RHB metod u pa-
cient0 s hemofilii, vzhledem k povaze problému, které u pacienta feSime

SONO vySetfeni HEAD US - UZ vySetfeni postizenych kloubd, sledovani zmén
béhem lécby, navrh dalSiho postupu terapie, pfipadné dle stavu doporuceni
k invazivnimu FeSeni jako je aplikace kortikoidu do kloubu, radia¢ni synovekto-
mie, nebo operacéni 1é¢ba.

Projekty pro pacienty — rekondi¢né rehabilitacni tydenni v l1aznich — délka po-
bytu je tyden, pac. predem vySetfen na naSem pracovisti, kde mu stanovime
|éCebny program do lazni, ktery je pfimo zaméfen na jeho problematiku.
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Sportovni projekty — snazime se umoznit pacientdm, aby mohli zagit sporto-
vat. Konaji se 1-2x ro¢né. Jsou zaméreny na pripravu ve sportovni metodice
tzv. bezpecénych sportl pro pacienty s hemofilii.

Zavér - UspéSnost RHB 1écby u pacientl, vyhodnoceni stavu. Zpétna vazba
pacienta zda se citi 1épe, jestli se mu pUsobenim lé¢by zvysila kvalita Zivota.

ESO5

Skola zad pro osetrfovatelsky personal
Karolina Kinska

Ustav hematologie a krevni transfuze, Praha 2, Cesko

Uvod

Bolesti zad jsou béznym problémem oSetfovatelského personalu, postihujici
vice nez 80 % z nich, zejména na jednotkach intenzivni péce. Tato prezentace
je zaméfena na vyuku spravnych technik manipulace s pacienty, prevenci bo-
lesti zad a zlepS$eni celkové ergonomie préce.

Rizikové faktory

1. Manipulace s pacienty: Nevhodné techniky zvedani a pfenaSeni pacient0
zvysuji riziko zranéni.

2. Staticka zatéZz: Dlouhé stani nebo sezeni v nevhodnych pozicich zpUsobuje
problémy se zady.

3. Nadmérné pouzivani sily: Pouzivani sily tam, kde to neni nutné, pretézuje
zadové svaly.

Prevence a spravné techniky
1. Ergonomie prace:
- Spravné drzeni téla: Udrzovani neutralni polohy patere je kli¢ové.
- Pouzivani pomUcek: Vyuziti zvedakl, posuvnych podlozek a dalSich pomu-
cek snizuje fyzickou zatéz.
1. Techniky manipulace s pacienty:

- Zvedani a prenaseni: Nauceni spravnych technik zvedani a pfenaseni pa-
cientd minimalizuje riziko zranéni.

- Pfedchéazeni zranénim: Jak minimalizovat riziko zranéni pfi manipulaci
S pacienty.

1. Cviceni a posilovani:

- Fyzioterapie: Cvic¢eni zaméfend na posileni zadovych svall a zlep$eni
flexibility.

- lzometricka cviceni: Statické drzeni poloh, jako je “prkno” pro zvy$eni sva-
lové sily a stability.

Praktické ukazky

Pfednéska zahrnuje demonstraci spravnych technik zvedani a pfendSeni pa-
cientl, stejné jako prakticka cviceni pro posileni zadovych sval0 a zlepSeni
flexibility.

Zaveér
Na zavér prednasky bude prostor pro otazky a diskusi.

WORKSHOP

Jak byt zdravy v dobé eHealth technologii: prakticky
provodce rozvojem Zivotni spokojenosti

Miroslav Svétlak

Ustav lékar'ské psychologie a psychosomatiky Masarykovy univerzity v Brné

Citite nékdy, Ze je toho na vas pfilis? Aplikace na hubnuti, pocitani krokd,
sledovani pitného rezimu nebo pravidelnou meditaci — stacilo by pét minut
s jednou, deset minut s jinou a nase zdravi by bylo dokonalé. Staéi stahnout
aplikaci a pUlka prace je hotova. Nebo snad ne? Je to podobné jako koupit
si motiva¢ni knihu a odlozit ji do knihovny — skvély zacatek, ale bez skutec-
né zmeny.
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Jako zdravotnici bychom méli nejen pecovat o své vlastni zdravi, ale také in-
spirovat pacienty. Jak se ale neztratit v zaplavé digitdlnich feSeni a nezatizit
se dal$imi Ukoly, které se pridavaji k uz tak naroéné kazdodenni péci o druhé?

Zastavme se a podivejme se na eHealth jinak. Ne jako na samospéasné fese-
ni, ale jako na soucast slozité mozaiky péce o zdravi — na nastroj, ktery mize
podporovat nds i nase pacienty, pokud ho spravné vyuzijeme.

PREVENCE A PRISTUPY PRI ZVLADANI
ZAVISLOSTI

Adiktologické diagnézy reprezentuji enormni zatéz pro zdravotni a socialni
systém CR a zékladni statistiky dokladaji, e prakticky neexistuje v tuzemském
zdravotnim systému jedina klinicka specializace, kde by se zdravotni sestry
nesetkavaly frekventované s témito pacienty. Demonstrovat to Ize na tabéa-
ku a alkoholu. V Ceské republice denné koufi priblizné 20 % populace star-
§i 15 let, tedy pfiblizné 1,5-2 miliony lidi. Aktualné denné koufi 1-4 % déti
ve véku 13-15 let a 9-10 % studentd ve véku 15-19 let. Alkohol denné pije al-
kohol 6-10 % dospé&lé populace. Casté piti nadmé&rnych davek alkoholu (1krat
tydné nebo Castéji) uvadi 12 % populace, je nejvyssi mezi mladymi dospélymi
a s vékem klesa. Podil dennich konzumentU alkoholu s vékem naopak roste.
Dlouhodobé se odhadem 1,3-1,7 milionu dospélych nachézi v kategorii rizi-
kového piti alkoholu, z toho 720-900 tis. osob spada do kategorie $kodlivé-
ho piti.

ES06

Promény oboru adiktologie a jejich
vliv na vzdélavani sester

Michal Miovsky

Klinika adiktologie 1. LF UK a VFN

Uzivani navykovych latek a tzv. nelatkové zavislosti se postupné staly zasad-
nim klinickym a vefejné-zdravotnim tématem. Autor v prvni ¢asti prezenta-
ce shrnuje zakladni stav epidemiologie prfed pandemii COVID-19 a shrnuje
zmeény po jejim skonceni. Tyto zmény s sebou pfinesly zhorSeni ve vétsi-
né trendd a indikatord a zvysily naléhavost potfeby nabidnout vzdélavani
pro oSetfovatelské profese v této oblasti. Ukazuje se, Ze sestry jsou jednou
z klig¢ovych profesi. Nejde pouze o specifickou situaci a zamér v CR, ale
v celém zapadnim svété. Proto vznikla pracovni mezinarodni skupina pfi
INtNSA (International Nurses Society on Addictions) a ICUDDR (International
Consortium of Universities on Drug Demand Reduction), kterd vytvofrila prvni
mezinarodni kompetencéni model vzdélavani sester v adiktologii. Autor pred-
stavi hlavni aktivity a smér sou€asné prace na vytvoreni uceleného vzdélava-
ciho systému v adiktologii pro oSetfovatelské profese.

ESO7

Kdyz obrazovky ovladnou zivot: digitalni
zavislost v adiktologické ambulanci
Tomas Jandac

Klinika adiktologie 1. LF UK a VFN

V dnesni dobé se stéle vice setkdvame s fenoménem digitalni zavislosti, ktera
vyrazné zasahuje do zivota mladistvych a mladych dospélych. Tento pfispé-
vek se zaméfuje na podstatu digitaIni zavislosti, jeji pficiny a specifika, proc je
digitalni svét pro tuto cilovou populaci tak silné imerzivni. Diskutovany budou
hlavni faktory, které pfispivaji k tomuto rizikovému chovani, véetné vlivu soci-
alnich siti, her a dalSich digitalnich platforem. Dale bude pfedstaven klinicky
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vyzkum naseho pracovisté, ktery se zabyva nejen samotnou digitalni zavislos-
ti, ale také jejimi psychiatrickymi komorbiditami, jako jsou Uzkostné poruchy,
deprese ¢i poruchy sebepojeti. Soucéasti prezentace bude také prehled za-
kladnich diagnostickych kritérii a spektra rizikového chovani spojeného s di-
gitdIni zavislosti. Tento prispévek poskytne U¢astnikim konference zakladni
prehled o soucasnych poznatcich v oblasti digitalni zavislosti, véetné praktic-
kych nastroj0 pro identifikaci a zvladani tohoto fenoménu v klinické praxi.

ESO8

Kratké intervence jako vybava kazdého
profesionala pracujiciho s détmi a dospivajicimi
- pro¢ se nebat a jit do toho

Jaroslav Sejvl

Klinika adiktologie 1. LF UK a VFN

Screening a rychla efektivni pomoc lidem s adiktologickymi potizemi je stale
vice diskutovanym problémem i diky zhor$eni situace béhem pandemie COVID
a zejména pak po jejim skonceni. Téma kratkych intervenci je proto v posledni
dobé velmi ¢asto sklorfiovano nejen ve zdravotnictvi, ale i u jinych profesich,
které pracuji s détmi a dospivajicimi v oblasti rizikového chovani. Zatimco pro
oblast adiktologickych pacientd / klient0 je legislativné zakotvena povinnost
zdravotnického pracovnika kratkou intervenci provést, u ostatnich profesio-
nalu se jedna o fakultativni pfistup. V praxi se velmi ¢asto setkdvame v oblas-
ti kratkych intervenci s dvéma obavami — jsou pfili$ slozité a neni na néj Cas.
Cilem prezentace je nastinit moznosti provadéni kratkych intervenci a pouka-
zat na to, ze obé obavy jsou liché.

ES09

Zavislosti u zdravotnik0 - zkuSenosti
z vlastniho pracovisté

Jitka Wintnerova

FN Motol, Klinika détské hematologie a onkologie

Zavislost je redlnym rizikem prace ve zdravotnictvi a ohroZuje Iékare, sestry
i ostatni profese. Na viné je predevsim stres spojeny s velkou zodpovédnos-
ti, nedostatek odpocinku, ale i chybéjici péCe o psychicky stav pracovnikd.
Dvanactihodinové sluzby, prescasy, ndpor v podobé administrativy, kazdo-
denni kontakt s lidskym utrpenim, to vSe je pro zdravotniky extrémni zatéz,
se kterou se musi pfi vykonu své profese vyrovnavat. Tyto ndroéné kombina-
ce predurcuje zdravotniky k vys$si zavislosti na alkoholu, lécich i dalSich na-
vykovych latkach. Podle rdznych studii zneuZivd navykové latky cca 10 az
15 procent zdravotnikd. | presto, Zze mate praci, kterd vas bavi, mize se ob-
jevit syndrom vyhoteni jako reakce na dlouhodoby stres. Jako prvni pfiznak
se objevuje Unava, postupné dochéazi az k cynismu. Pravé alkohol i jiné navy-
kové latky ndm pfinasi chvilkovou Ulevu, v mensich davkach pUsobi pfijemné
relaxacné.

V prvni ¢asti mé prednasky vas sezndmim s vysledky anonymniho dotazni-
ku sester a zachranard pracujicich na Klinice détské hematologie a onkologie.
Dotaznik je zamérfen na zavislosti na navykovych latkach, jejich pficiny a nej-
Castéjsi faktory ovliviujici uzivani navykovych latek. Ve druhé Casti se s vami
podélim o vlastni zkuSenosti s kolegy, ktefi uzivali ndvykové latky a jejich dal-
§imi osudy. Spolecné se zamyslime, jak mUze zavislost zdravotnika ovlivnit
vztahy na pracovisti nejen s kolegy, ale i pacienty.
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S01
I JACIE - vzpominka na akreditaci
Katefina Hasova, Marcel Konarik, Andrea Polanska
Klinika hematoonkologie, Fakultni nemocnice Ostrava, Ostrava 8, Cesko

Akreditace je prostfedkem, ktery umoZznuje centru prokazat, ze provadi po-
Zzadovanou pécCi na Urovni a v souladu s dohodnutymi standardy komise.
V podstaté umoznuje centru osvédgit, ze provozuje efektivni systém Fizeni ja-
kosti. Kromé toho, vzhledem k vétS§imu vyuzivani nepfibuznych darcd z riz-
nych zemi, jsou interakce a spoluprace mezi jednotkami kliCové pro Uspéch
transplantace kmenovych bunék. Akreditace JACIE je zarukou, ze s darcem
a buné&nym produktem bylo zachazeno v souladu se specifickymi bezpec-
nostnimi kritérii.(1)

Ackoli pGvodnim cilem akreditace byl dobrovolny proces, v mnoha zemich
systémy zdravotni péce nebo zdravotnich pojiStoven a tkafovych bank stéle
vice povazuji akreditaci JACIE za dUlezitou a poZzaduji akreditaci proto, aby
bylo mozné provadét transplantace krvetvornych kmenovych bunék.(1)

Akreditaéni proces JACIE zaCing, kdyz transplanta¢ni centrum s podporou
managementu nemocnice, kterd se zabyva transplantacemi, souhlasi se za-
hajenim prace podle akreditac¢niho fadu JACIE.(1)

V klinickém programu pracuji zdravotni sestry, které jsou formalné vySkoleny
a maji zkuSenosti v oblasti péce o pacienty podstupujici bunéénou terapii. (1)

OSetfovatelsky persondl by mél byt nejen dostatecny, ale také kvalifikova-
ny, vySkoleny a kompetentni pro vykon své funkce. JACIE mdze byt pro sest-
ry vyzvou i piilezitosti v pfezkoumani stavajicich postupd, zejména téch, které

byly provadény automaticky stejnym zpUsobem, prestoze byly neefektivni.
Zavadeéji se opateni pro Fizeni klinickych rizik, vénuje se pozornost dlouhodo-
bému planovani dalSiho vzdélavani persondlu, postupUm a néstrojom pro mo-
nitorovani, ovéfovani a pfi dosahovani udrzovani kompetenci. Dochazi k vyvoji
a zavadéni internich audit0 a ukazateld kvality. (1)

Literatura:
1. The European Blood and Marrow Transplantation Textbook for Nurses:
Under the Auspices of EBMT. Online. Second Edition. 2023. ISBN 978-3-
031-23394-4. Dostupné z: https://doi.org/10.1007/978-3-031-23394-4.

S02

Fekalni bakterioterapie jako inovativni
pristup v Iécbé stfevnich onemocnéni
Vladimira Moravcova

Ambulantni &ast- stacional, UHKT, Praha 1, Cesko

Fekalni bakterioterapie (téz fekalni transplantace, FMT) se stava slibnou terape-
utickou metodou v 1é€bé rdznych onemocnéni spojenych s dysbidzou stfevniho
mikrobiomu. V klinické praxi je dnes nej€astéji vyuzivana pri lécbé opakovanych
infekei zpUsobenych Clostridium difficile (CDI), kde tradiéni antibioticka terapie
selhava. Proces zahrnuje transplantaci stolice od zdravého darce do gastroin-
testinalniho traktu pacienta, ¢imz se obnovuje pfirozend mikrobidlni rovnovaha.

Uspé&snost fekalni bakterioterapie u pacientd s CDI se pohybuje nad 90 %,
coz predstavuje zdsadni prilom v 1é¢bé této zavazné infekce. Kromé toho se
zkouma jeji vyuziti pri 1écbé idiopatickych stfevnich zanétd (IBD), syndromu
drazdivého tracniku (IBS), obezity a metabolickych poruch, autoimunitnich
onemocnéni a dokonce i nékterych neuropsychiatrickych poruch, jako je auti-
smus nebo Parkinsonova choroba. Prvni vysledky naznacuji, ze modulace mik-
robiomu by mohla hrat vyznamnou roli pfi ovliviiovani téchto chorobnych stavu.
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Pfispévek poskytne komplexni prehled nejnovéjSich klinickych stu-
dii, zabyvajicich se Uc&innosti a bezpecnosti fekalni bakterioterapie.
Diskutovana budou také potencidlni rizika a komplikace spojené s touto
metodou, v€etné etickych a pravnich otdzek, které je nutné Fesit pfi jejim
zavadéni do klinické praxe. Zvlastni pozornost bude vénovéna standar-
dizaci darcovského materidlu, prevenci prenosu infekci a novym tech-
nologickym pfistupOm, jako je vyvoj kapsuli pro fekalni transplantaci.

Klicova slova: fekdlni bakterioterapie, mikrobiom, Clostridium difficile, stfevni
dysbibdza, fekdlni transplantace, klinické studie, stfevni onemocnéni

S03

Hojeni koznich lymfomd v postchemoterapeutické
fazi rozpadu nadorové masy - kazuistiky.

Robert Rabada, Jana MareSova

Hemato-onkologické oddéleni, Fakultni nemocnice Plzeri, Plzer, Cesko

Kozni lymfomy patfi mezi mimouzlinové nehodginské lymfomy s pfitomnos-
ti malignich T nebo B lymfocytd v kozi. Klinické projevy jsou r0zné, zavisi
na typu a pokrocilosti onemocnéni pacienta. K nespecifickym projevim ne-
moci patfi exantém a pruritus, specifickymi projevy jsou infiltrovana lozis-
ka po téle nebo napfiklad solitarni Cervenofialové hrbolky na kstici. Vétsina
koznich lymfom0 byva zachycena véas, tudiz ma dobrou prognézu. Mohou
se vyskytnout také komplikovana kozni postizeni, jejichz 1éCba poté vyza-
duje i multioborovou spolupraci. Sbér dat k této prezentaci byl proveden
na Hematologicko-onkologickém oddéleni Fakultni nemocnice Plzen. Jednalo
se o 3 vybrané pacienty r0zného véku, s odliSnou variantou koznich lymfo-
mU a rozdilnymi projevy v pribéhu hojeni rozpadlé nadorové masy. Prvnim
pacientem 38lety muz bez vyznamné anamnézy, kterému byl diagnostikovan
T-bunécny lymfom s generalizovanym masivnim nalezem. Druhym pacientem
75lety muz s Difuznim velkobunéénym B-lymfomem charakteru "leg type",
u kterého v prosinci loriského roku probéhl relaps DLBCL v oblasti levého

bérce. Tretim a poslednim pacientem 72leta Zena s folikularnim lymfomem
na obou bércich dolnich konéetin s pfevahou na pravé koncetiné. Zde byla
lécba ponékud komplikovana, jelikoz faze hojeni se prolinala se vznikem no-
vych defektd.

Postup lécby je zachycen v pribézné fotodokumentaci vedené za posledni
rok vyskytu. Stejné tak je u v8ech vybranych onemocnéni peclivé vedena také
prevazova dokumentace, kterd ndm pomaha se zorientovat, zda byl 1é¢ebny
prostfedek vhodné pouzit na dany typ postizeni.

Cilem téchto kazuistik je hodnoceni |é¢by zakladniho onemocnéni v zavislosti
na psychosomatickém stavu pacienta, péce o rany v domécim prostfedi mezi
jednotlivymi hospitalizacemi véetné zamezeni moznym komplikacim. Cilena
fotodokumentace ndm timto pomahéa zefektivnit pribéh lécby a Iépe se tak
orientovat v procesu hojeni ran. Jde tak sou¢asné ruku v ruce s vyuzitim no-
vych krycich materidld a modernich technologii, spadajicich do kompetenci
sester, které se vyhradné specializuji na tuto problematiku péce.

S04
| Kdyz jen paraplegie nestadi...
Lenka Turkova
Hematologicka klinika, FN Kralovské Vinohrady, pavilon R, Praha 10, Cesko

V 31 letech skondila jeho jizda na motorce traumatem patefe a nasledné pa-
raplegii. CtyFi roky nato onemocné&l APL (akutni promyelocytarni leukémif).
OSetfovatelskd péce o paraplegického pacienta je naro¢nd, specifickd, navic
pacient se v relativné kratké dobé opét ocitl na pomérné dlouhou dobu v ne-
mocnici, protoze lécba akutni promyelocytarni leukémie je soustfedovana
do center intenzivni hematologické péce. Pocatek 1é¢by a prvni hospitaliza-
ce znamenala pro pacienta zUstat na JIP Hematologické kliniky FN Krélovské
Vinohrady vice nez mésic. Beéhem hospitalizace se, kromé standardni [écby
APL a jejich vedlejSich G¢inkd, musel pacient vypofadat i s nepfijemnou
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a zdsadni komplikaci. Rana, kterd v pocatku vypadala velmi nevinné, se poz-
déji, i diky paraplegii, stala chronickou, vyzadovala multioborovou spolupra-
ci a znamenala opakovanou a prodlouzenou hospitalizaci pacienta. Lécba této
chronické rany, ruku v ruce s intenzivni léCbou APL, pacienta vyCerpala ne-
jenom fyzicky, ale i psychicky. Délka 1é¢by chronické rany trvala cca pdl roku
a byla opfena o moderni prostfedky formy vihkého hojeni ran.

S05
| Sexualita (nejen) v paliativni péci
Marcel Konarik
Klinika hematoonkologie, Fakultni nemocnice Ostrava, Ostrava, Cesko

Lidsk& sexualita a otdzky s ni spojené jsou, respektive mély by byt, nedil-
nou soucasti péce o vSechny pacienty. Vzdyt na zndmé Maaslowové pyrami-
dé hodnot patfi uspokojeni sexualnich potfeb mezi zakladni lidskou potfebu.

Je zfejmé, ze Clovék v nemoci Casto hierarchii pfehodnocuje, neznamena to
v8ak, Ze je sexualita zcela odsunuta a pro ¢lovéka nedulezita.

Na Klinice hematoonkologie FN Ostrava se tématem zabyvame a jiz vznikl
sestersky pilotni projekt ke zjiStovani problémy v intimnich oblastech u na-
Sich pacientd. O tom, jak je toto téma pro pacienty dllezité svéddi fakt, ze
z 50 rozdanych dotaznikd se jich 48 vrétilo vypinénych.

Jak dokazuji ¢etné vyzkumy, sexualita je dUlezita i pro paliativni, nevylécitelné
nemocné. Nardzime v8ak na dvojita az trojitd tabu. Neni jim ostych pacientd,
ale domnénky, ze takto nemocny ,ma jiné starosti.” K tabuizované sexualité
a nevylécitelné nemoci se pak pridava tfeti faktor, tim je vék a myIné presvéd-
¢eni, Ze seniofi aktivné sexualné neziji.

Prispévek priblizuje nejcastéjsi otazky sexuality nejen v paliativni péci, problé-
my a vyzvy. Cilem je informovat o tématu odbornou vefejnost a pfispét tak
k jeho detabuizaci.

S06
Prodlouzeni QT intervalu pfi hematoonkologické léébé:
jak minimalizovat riziko zZivot ohrozujicich arytmii
Petra Rozsivalova'- 2, Jana Vedrova?
Oddéleni klinické farmacie, Nemocnicni lIékarna, Fakultni Nemocnice
Hradec Kralové, Hradec Kralové-Novy Hradec Kralové, Cesko
2Katedra socialni a klinické farmacie, Farmaceuticka fakulta,
Karlova Univerzita v Hradci Krélové, Hradec Krélové, Cesko
30ddéleni klinické farmacie, Ustav hematologie
a krevni transfuze Praha, Praha, Cesko

Syndrom dlouhého QT (LQTS) je porucha repolarizace myokardu charakteri-
zovana prodlouzenim QT intervalu na elektrokardiogramu (EKG). Tento syn-
drom je spojen se zvySenym rizikem polymorfni ventrikularni tachykardie (VT)
a zivot ohrozujici srde¢ni arytmie zndmé také jako torsades de pointes (TdP)'.

LQTS se m0ze vyskytovat jako vrozena abnormalita nebo mdze byt zpUso-
ben vnéjsimi vlivy, napf. 1éCivy. Dle belgické studie z roku 2017, provadéné
v centrech tercidlni péce (tj. fakultni nemocnice, centra vysoce specializova-
né péce Ci vyzkumna centra), se riziko TdP u hospitalizovanych pacientd po-
hybovalo mezi 0,1-0,3 %/rok, pficemz 46 % pripad0 bylo zpUsobeno 1é&ivy2.

Prodlouzeni QT intervalu v disledku Iékovych interakci muze byt farmako-
dynamického, farmakokinetického charakteru nebo kombinaci obou. Jedna
se o lékovy problém, kterému lze u rizikovych pacientd prfedchéazet vhodnou
Upravou a nastavenim medikace.
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Pfednaska bude vénovana problematice é¢iv prodluzujicich QT interval —ze-
jména kombinacim lé¢iv vyuzivanych v hematoonkologii (napf. oxid arseni-
ty, tyrosinkindzové inhibitory, antracykliny, antiemetika, antimykotika, aj.)
s léCivy, kterd si pacient pfinasSi v ramci své chronické farmakoterapie(an-
tipsychotika, antidepresiva, antiarytmika a dal$i). Zvlastni ddraz bude kladen
na minimalizaci rizika arytmii pfi zachovani maximalni U0€innosti hematoonko-
logické terapie.

Tato prace byla podpofena grantem Univerzity Karlovy SVV 260 665.
" Berul CH |. Acquired long QT syndrome: Definitions, pathophysiology, and
causes. UpToDate, Topic 1043 Version 56.0, posledni aktualizace textu

21.9.2022, [cit. 2024-10-27]

2 Vandael E, Vandenberk B, et al. Incidence of Torsade de Pointes in a tertiary
hospital population. Int J Cardiol. 2017 Sep 15;243:511-515.
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MiSTO KONANi KONFERENCE

25. prazské hematologické dny - HEMATOLOGIE 2025
se uskutecni v Clarion Congress Hotel Prague.

Adresa:

Freyova 33

190 00 Praha 9
www.clarioncongresshotelprague.com/cs
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Ctyrhvézdickovy Clarion Congress Hotel Prague se nachazi na Praze 9 ve Vyso&anech, pfimo na trase linky B Vyso&anska. Od historického centra Prahy je vzdalen
pouhych 15 minut jizdy méstskou hromadnou dopravou. Hotel je vyborné dostupny jak MHD, tak i automobilem, ktery je mozné zaparkovat na hotelovém parkovisti.
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Po celou dobu konference je registrace umisténa ve vstupnim foyer ve 3 patfe hotelu.
Registracni prepazka bude otevrena v nasledujicich ¢asech:
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streda 22.1.2025

10:00 — 19:00 hodin

Gtvrtek 23. 1. 2025

8:00 - 18:00 hodin

patek 24.1.2025

8:00 - 13:30 hodin

Registra¢ni poplatky na misté:

Lékaf, VS 3.000 K&
NLZP (vSeobecnéa sestra, laborant) 900 K¢
Student, ddchodce 700 K&
Aktivni UCastnici (prezentujici autori) zdarma
VIP host, vybor, ¢estny ¢len CHS zdarma
Zastupce nevystavujici firmy 15.000 K&

Veskeré platby na misté bude mozné provést pouze v ¢eskych korunach.

Registra¢ni poplatek zahrnuje:
* vstup na odborny program béhem celé konference
* kongresovou tasku s materidly
* volny vstup na vystavu firem
* UCast na posterové sekci s ob&erstvenim
* obCerstveni béhem prestavek, obédy, vecere

CERTIFIKATY

Akreditovana akce systému celozivotniho vzd&lavani je garantovana CLK a hodnocena
18 kreditnimi body. Vzdélavaci akce je porddana dle Stavovského predpisu CLK &. 16.
Pro NLZP je akce garantovana CAS.

Potvrzeni o Uéasti, certifikaty CLK a CAS budou zaslany elektronicky do 14 dn0 po skonéeni konference.

Konference HEMATOLOGIE 2025, 25. praZské hematologické dny je provéfen organizaci EthicalMedTech a akci je pfidélen status SCHVALENO (EMT-24-00722).
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STRAVOVANI

b

Kavové prestavky:
foyer
konferenénich salu,
sal Meridian

OBSAH
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Obédy:
hotelova restaurace Veduta (2. patro)
Obédy budou vydavany:
étvrtek 23. 1. 2025 / patek 24. 1. 2025 v urcenych ¢asech

Kazdy registrovany Ucastnik obdrzi v kongresové tasce 2 obédové listky.

JMENOVKY

SCHEMA PROGRAMU <<

Vecere:
restaurace Veduta
(2.patro),
¢tvrtek 23. 1. 2025 od 18:30 hodin

Kazdy U¢astnik konference véetné vystavovateld obdrZi pfi registraci jmenovku, kterd ho opravriuje ke vstupu do danych prostor.

Barvy jmenovek:
Cervena

lékat, VS

NLZP (vSeobecna sestra,
laborant)

Modréa Hnéda

Bez jmenovky nebude vstup povolen — pfi ztraté bude vystavena kopie jmenovky proti Ghradé 300 K¢.

DOPRAVA

Clarion Congress Hotel je snadno dostupny linkou B metra (Zluta linka) do stanice Vysoéanska.

vvvvv

PARKOVANI

Seda

Parkovani neni zahrnuto v registraénim poplatku a néklady na néj si hradi kazdy U€astnik sdm. Nakupni galerie Fenix disponuje 600 misty.
Parkovani zdarma: 3 hodiny béhem tydne a 5 hodin o vikendu.
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INFORMACE K AKTIVNI UCASTI

Jednaci jazyk

Jednacim jazykem konference bude CeStina, slovenstina a angli¢tina (bez simultanniho pfekladu).

Informace pro prednasejici

Prednasky prezentované pres PC (dataprojektor) je nezbytné predat na USB flash. Pfednasky mlzete pfedavat technikim ve Vasem prednaskovém séle
od stfedy 22. 1. 2025 od 12:00 hodin, nejpozdéji 60 minut pred zahajenim programu vaseho prednaskového bloku, jinak nemuiZeme garantovat
bezproblémovy pribéh Vasi prezentace.

Média si, prosim, vyzvednéte po ukonéeni Vaseho programového bloku.

POSTERY

Postery budou umistény na panelech o maximalnim rozméru 200 cm (8itka) x 200 cm (vySka), v sale Meridian (3. patro).
Posterové tabule budou oznaceny Cisly, které odpovidaji posterové ¢asti programu (P01 — P64).

Postery budou vystaveny po celou dobu konani konference.

Instalace poster: stieda 22. 1. 2025 od 12:00 hod.

Deinstalace posterU: patek 24. 1. 2025 po 13:30 hod.

PomUcky k instalaci budou k dispozici v prostoru posterové sekce.

V ramci posterové sekce bude organizovana rizena diskuse.

Prosime autory sdéleni, aby byli pfitomni u svého posteru béhem celé doby vymezené k diskusi:

ve stfredu 22. 1. 2025 od 19:15 do 20:15 hodin (sal Meridian).
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Moderovand posterova sekce bude prezentovana v deviti blocich formou poster walk.

Jednotlivé bloky:

Lymfomy I (9 poster0)

Lymfomy Il (9 poster0)

Myelom (9 poster0)

Akutni leukémie (9 poster()

MDS a MPN (9 poster0)

Nenadorova hematologickd onemocnéni (6 posterud)
Experimentalni hematologie (8 posterud)

Bunécna terapie (5 poster()

Poster walk kazdého bloku povede dvojice pfedsedajicich. Mate moznost se k nim pfipojit a poslechnout si kratké prezentace pro jednotlivé postery.
V rdmci samotné posterové sekce nebo mimo ¢as k tomu uréeny budete mit také moznost prohlédnout si postery individualné.

SBORNIK ABSTRAKTU

Sbornik neprosel jazykovou Upravou.
Autofi odpovidaji za obsahovou i formalni stranku svého pfispévku.



25. PRAZSKE HEMATOLOGICKE DNY >> KAM NAS POSOUVA TO NEJLEPST Z CESKE

Hematologie 2025

PLAN PROSTOR A VYSTAVY

wce

H

LEO VIRGO T QUADRANT

ODBORNY

) AQUARIUS TAURUS

ODBORNY

A SVETOVE HEMATOLOGIE

VYTAHY

1 PARKING

)

1 PROGRAM
-« VYTAHY

PROGRAM

ZENIT

STELLA

TYCHO KEPLER

N ODBORNY

(i)

(=]

PROGRAM

ODBORNY PROGRAM

OBSAH SCHEMA PROGRAMU << 187 )>

Legenda k planku vystavni plochy

1. AOP Orphan Pharmaceuticals GmbH
we we Member of the AOP Health Group

2. Sanofi s.r.o.

3. ROCHE s.r.o.
4. Johnson & Johnson
5. Gilead Sciences s.r.o.
6
7
8

. Ceska Iékafska spole&nost Jana Evangelisty Purkyné, z.s.
. Lymfom Help

. Astellas Pharma s.r.o.

NADIR 9. Amgen s.ro.

10. Novartis s.r.o.

11. Swixx Biopharma s.r.o.

12. AbbVie s.r.o.

13. Bristol-Myers Squibb spol. s r.o.
14. GlaxoSmithKline, s.r.o.

15. ELI LILLY CR, s.r.o.

16. AstraZeneca Czech Republic s.r.o.

PO

17. HEMATOLOGIE-online.cz
Konzultaéni a vzdélavaci portdl pro lékare
18. Erba Lachema s.r.o.
ERIDIAN 19. SARSTEDT spol. s r.o.
20. CSL BEHRING s.r.o.
i 21. Takeda Pharmaceuticals Czech Republic s.r.o.
g-ErE'égVA 22. Grifols s.r.o.
23. SERVIER s.r.o.
24. Medac GmbH - organizaéni slozka
25. Zentiva, k.s.
26. Viatris CZ s.r.o.

i - X 27. Steiner, s.r.o.
28. Swedish Orphan Biovitrum s.r.o.

29. Sandoz s.r.o.
30. Octapharma CZ s.r.o.

NAkLapni i}
VYTAH i

]

31. European Hematology Association
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GENERALNI PARTNERI

obbvie I Bristol Myers Squibb’

), NOVARTIS
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HLAVNIi PARTNERI

AMGEN' Le, GSK

A MEDICINE COMPANY

]
6 SW|XX BioPharma
Modern Medicines for All

PARTNERI

7astellas
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VYSTAVOVATELE

€rba s medac oclapharma

improving human health

SANDOZ @ Sobi

rare strength

& VIATRIS

Medialni partnefi

. euro’ . + W@RLD
©& HEMATOLOGIE-online.cz [FT] @
Konzultagni a vzdélévaci portal pro lékafe mggmﬁ!w% e e make media MEDNET

VSEM PARTNERUM A VYSTAVOVATELUM DEKUJEME ZA UCAST A PODPORU!



® Prvni schvalena subkutanni bispecifické ilatka’
i pecificka protilatka

tepKinly™

epkoritamab

dospélych pacientu s FLg

V Tento lécivy pfipravek podléha dalSimu sledovani. To umozni rychlé ziskani novych informaci o bezpeénosti.
Zadame zdravotnickeé pracovniky, aby hiasili jakakoli podezfeni na nezadouci Géinky.

DLBCL = difuzni velkobunéény B-lymfom; FL = folikularni lymfom ; 3L+ = 3. a dalsf linie 1éEby

Reference: 1. Souhrn (daijti o pripravku Tepkinly (datum posledni revize 08/2024); 2. Thieblemont C, Phillips T, Ghesquieres H, et al. Epcoritamab, a Novel, Subcutaneous CD3xCD20 BispecificT-Cell- Engaging
Antibody, in Relapsed or Refractory Large B-Cell Lymphoma: Dose Expansion in a Phasel/Il Trial. Journal of clinical oncology. 2023;41(12):2238-2247. doi101200/JC0.22.01725; 3. Kim M Linton MBChB, PhD, Umberto Vitol
MD, Wojciech Jurczak MD, et al. Epcoritamab monotherapy in patients with relapsed or refractory follicular lymphoma (EPCORE NHL-1): a phase 2 cohort of a single-arm, multicentre study, The Lancet Haematology
Volume 1, Issue 8, August 2024, Pages €593-e605

Zkracené informace o pripravku TEPKINLY

Nazev pripravku: Tepkinly 4 mg/0,8 ml injekcni roztok, Tepkinly 48 mg injekcnt roztok. Slozeni: Tepkinly 4 mq/0,8 ml: Jedna 0,8ml injekcni lahvicka obsahuje 4 mg epkoritamabu o koncentraci 5 mg/ml. Tepkinly 48 mg: Jedna O,8ml injekent lahvicka obsahuje 48 mg epkoritamabu o koncentraci 60 mg/ml. Indikace: Pripravek Tepkinly je Indikovan v monoterapii
K lécbe dospelyich pacient s relabujicim neba refrakternim difuznim velkobunécnym B-lymfomem (DLBCL) po dvou nebo vice lnifch systémaové Iécby a v monoterapil k 1éché dospéljch pacient s relabujicim nebo refrakternim folikularnim lymfomen (FL) po dvou nebo vice liniich systémové [écby. Davkovani: Pripravek Tepkinly je urcen k subkutnnimu podani a smi
byt podavdn pouze pod dohledem zdravotnického pracovnika kvalifikovaného v poddvanf protinddorove terapie. Pred podanim epkoritamabu v cyklu T mé byt k dispozici alespon 1 dévka tocilizumabu pro pouZitf v pifpadé syndromu z uvolnéni cytokind (cytokine release syndrome, CRS). Do 8 hodin od pouitf piedchozi davky tocilizumabu md byt zajistén pristup k dalsi
davee tocilizumabu. Pripravek se ma podavat ve 28dennich cyklech. DLBCL:V cyklu 1 je ve dni 1 davka 0,16 mg, ve dni 8 dévka 0,8 mg, ve dni 15 je davka 48 mg (prvni pInd davka) a ve dni 22 dévka 48 ma. V cyklu 2-3 e ve dni 1,8, 15.a 22 davka 48 mg. V cyklu 4-9 e pripravek podavan ve dni 1a 15 v dévce 48 mg.V cyklu 10a dalSich cyklech je pripravek podavan v den
1 v ddvee 48 mg. FL:V cyklu 1 je ve dni 1 davka 0,16 mg, ve dni 8 dévka 0,8 mg, ve dni 15 je davka 3 mg a ve dni 22 ddvka 48 mg (prvni pind dévka). V cyklu 2-3 je ve dni 1,8, 15 22 davka 48 mq.V cyklu 4-9 je pripravek poddvan ve dni 1 15 v ddvce 48 mg. V cyklu 10 a dalsich cyklech je pripravek poddvén v den 1v ddvce 48 mg. Pripravek Tepkinly md byt podavan,
dokud nedojde k progresi anemocnéni nebo k neprijatelné toxicite. Doporucend premedikace kvili syndromu z uvolnén cytokini (CRS) by méla byt podavéna podle nésledujfciho schématu: V' cyklu 1 by vsichni pacienti méli dostat Dexamethason (15 mg peroralné nebo intravendzng) nebo Prednisolon (100 mg perordIné nebo intravendzné) nebo ekvivalentni piipravek,
a0 30120 minut pred poddnim epkoritamabu v obdobf, kdy je podavan kazdy tyden a po tf nasledujicf dny po podani epkoritamabu. Dale by méli dostdvat Difenhydramin (50 mq perordIné nebo intravendzné) nebo ekvivalentni pifpravek a Paracetamol (650 a7 1000 mg perordIn€) 30120 minut pred podanim epkoritamabu. V cyklu 2 a dalSich cyklech by pacient,
U kteryich se s predchozf ddvkou abjevil CRS stupné 2 nebo 3, méli dostat Dexamethason (15 mg perorélné nebo intravendzné) nebo Prednisolon (100 mg perordiné nebo intravendzn€) nebo ekvivalentnt pripravek, a to 30120 minut pred dalSim podanf epkoritamabu po pihodé CRS stupné 2 nebo 3 a po tfi ndsledujici dny, dokud nebude epkoritamab podavdn bez
nasledného CRS jakehokoli stupné. Lécba epkoritamabem bude trvale ukoncena u pacientd po prihode CRS stupné 4. Na zklade vjsledkd optimalizacni studie GCT3013-01 e pro profylaxi CRS upfednostfiovanym kortikosteroidem dexamethason. Diirazné se doporucuje pouzit profylaxi proti pneumonii zplisobené Pmeumocystis irovecii (PCP) a infekcim zplsobenym
herpetickymi viry zejména béhem soubezného podavani steroid. Pripravek Tepkinly mad byt podavén priméfené hydratovanym pacienttim. Vsem pacientlim se drazné doporucuje, aby béhem cyklu 1 dodrzovali ndsledujict pokyny pro pifjem tekutin, pokud to neniz Iékafského hlediska kontraindikovéno. Pred kazdjm podanim epkoritamabu vypit 2-3 | tekutin béhem
24hodin, vysaditantihypertenziva po dobu 24 hodin, v den podani epkoritamabu podat 500 ml izotonického roztoku intravenazne pred podanim davky, a vypit 2-3 | tekutin behem 24 hodin po kazdém podani epkoritamabu. Doporucuje se, aby pacientise zvySenym rizikem Klinického syndromu nddorového rozpadu (CTLS) dostali hydratacnf a profylaktickou Iécbu pripravkem
snizujicim mnozstvi kyseliny mocove. Po podani epkoritamabu maj byt pacienti monitorovani, zda Se u nich neabjevi znamky a piiznaky RS a/nebo syndromu neurotoxicity souvisejicho s imunitnimi efektorovymi burikami (immune effector cell-associated neurotoxicity syndrome, ICANS), a Iéceni podle aktualnich doporucenyich postupd. Pacienti majf byt pouceni
a zvladanf nezadoucich (cinkd viz SPC. Kontraindikace: Precitlivélost na €civou ldtku nebo na kteroukoli pomocnou létku. Zvlastni upozornéni: U pacient, ktef dostdvali epkoritamab, se objevil: a) syndrom z uvolnéni cytokinii (CRS), ktery miize byt zivot ohrozujicf nebo fatani. NejCastejsi zndmky a pifznaky CRS zahmujf pyrexii, hypotenzi a hypoxii. Ostatni znamky
apiiznaky CRS, ktere se objevily u vice nez dvou pacientt, zahmujf zimnici, tachykardii, bolest hlavya dyspnoi. Vetsina pihod CRS se objevila v cyklu 1a byla spojena s prvn plnou davkou epkoritamabu. Podavejte profylaktické kortikosteroidy, abyste snizil riziko CRS. Pfi prvnich zndmkdch nebo pfiznacich CRS mé byt podle potreby zavedena podpilima péce tocilizumabem
a/nebo kortikosteroidy (viz SPC). Zvladnuti CRS mize vyzadovat bud docasné zpozdént, nebo ukoncenf podavani epkoritamabu podle zvaznosti CRS. b) ICANS (immune effector cell-assodiated neurotoxicity syndrome), veetné fatdnf pifhody. ICANS se méZe projevovat jako afézie, zména drovné védomi, zhorsenf kognitivnich schopnosti, motorickd slabost, epileptické
zachvaty a edém mozku. K vétsiné pripad ICANS doslo v cyklu 1 Iéchy epkoritamaben, ale nékteré se objevily se zpozdénym nastupem. Po podanf epkoritamabu majf byt pacienti monitorovani, zda se u nich neobjevi zndmky a piiznaky ICANS. Pfi prvnich zndmkdch a priznacich ICANS md byt podle potieby zahdjena lécha kortikosteroidy a nesedativnimi antiepileptiky.
Podavéni epkoritamabu md byt odlozeno nebo ukonceno dle doporucent (dalsf podrobnosti viz. SPC). ) zvySené riziko infekce. U pacientli [écenjich epkoritamabem v Klinickych studiich byly pozorovany zévazné nebo smrtelné infekce. U pacientd s Klinicky vijiznamnymi aktivnimi systémovymi infekcemi je tfeba se poddvéni epkoritamabu vyvarovat. Dle potfeby se maji pred
Iécbou epkoritamabem a béhem nf poddvat profylaktické antimikrobidnf pripravky. U pacientli je tfeba pred poddnim epkoritamabu a po ném sledovat znamky a piiznaky infekce a piislusnym zpsobem je 1éCit. V' pfipadé febrilni neutropenie je tfeba pacienty vysetiit na infekci a lécit je antibiotiky, tekutinami a dalsf podplimou pécfv souladu s mistnimi pokyny. d) syndrom
nadoroveho rozpadu (tumour lysis syndrome, ILS). Pacienttim se zvysenym rizikem ILS se doporucuje hydratace a profylakfickd 1écba pifpravkem snizujicim hladinu kyseliny moCové. Pacienti majf byt sledovani z hlediska priznakl TLS, zejména pacienti s vysokou nddorovou zatéZi nebo rychle proliferjicimi nédory a pacienti se sniZenou funkef ledvin. U pacient je tfeba
sledovat biochemicke parametry krve a abnormality majf byt neprodlené feseny. e) vzplanuti nadoru (tumour flare). Projevy mohou zahmovat lokalizovanou bolest a otok. V souladu s mechanismem téinku epkoritamabu je vzplanutf nadoru pravdgpodobné zptsobena prilivem T-bunék do mista nédoru po podani epkoritamabu. Nebyly identifikovény Zadné specifické
rizikové faktory pro vzplanutf nédoru; u pacient s objemnymi nadory umisténymi v tesné blizkosti dyichacich cest a/nebo zivotné dileitého orgdnu existuje nicméné zvjiSené riziko ohrozent a morbidity v disledku masivniho efektu sekundame zpisobeného vzplanutim nadoru. U pacientl 1écenyich epkoritamabem majf byt monitorovéna a vyhodnocovna anatomickd
mista kriticka pro vzplanutf nadoru. f) Jsou k dispozici omezené ddaje tykajict se pacientti s CD-20 negativnim DLBCL a pacientti s CD-20 negativnim FL Iécenyich epkoritamabem, a je mozné, Ze pacienti s (D-20 negativnim DLBCL nebo FL mohou mit mensf piinos z lécby ve srovndni s pacienty s (D20-pozitivnim DLBCL, resp. FL. Majf bjt zvazena moznd rizika a pfinosy
spojené s léchou epkoritamabem u pacienti s CD-20 negativnim DLBCL nebo FL. Lékar musf informovat pacienta o rizicich CRS a ICANS a jakychkoli znamkéch nebo pifznacich RS a ICANS. Pacienti musf byt pouceni, aby v pripadé vyiskytu zndmek a priznakt (RS a/nebo ICANS okamité vyhledali lékarskou pomoc. Pacienttim musi bjt peddna karta pacienta a maj bjt
pouceni, aby tuto kartu mef vzdy u sebe. Tato karta popisuje priznaky CRS a ICANS, které by v pfpade vyskytu mély pacienta primét k okamzitému vyhledan Iékafské pomaci. BEhem terapie epkoritamabem se nesmi podat Zivé a/nebo atenuované vakciny. Nebyly provedeny studie u pacientd, kteff dostali Zivé vakciny. Interakee: Nebyly provedeny Zddné studie interakd.
Piechodné zvysent urcitych prozanétlivyich cytokint epkoritamabem miize potlacovat akfivity enzymu CYP450. Pri zahdjent terapie epkoritamabem u pacientd Iécenyich substraty CYP450 s tzkjm terapeutickym indexem je tfeba zvdzit terapeutické sledovani. Téhotenstvi a kojeni: Podavnf epkoritamabu se v téhotenstvi a u Zen ve fertilnim véku, které nepouzivai
antikoncepci, nedoporucuje. Kojeni ma byt behem écby epkoritamabem a alespon 4 mésice po posledni davce preruseno. Nezadouci ucinky: Velmi caste: virové infekce, pneumonie, infekee hornich cest dyichacich, neutropenie, anemie, trombocytopenie, lymfopenie, syndrom z uvolnéni cytokind, snizend chutk jidlu, bolest hlavy, préjem, bolest bficha, nauzea, vyrézka,
muskuloskeletalnf bolest, reakee v misté vpichu injekce, Ginava, pyrexie, otok; casté: mykotické infekce, sepse, celulitida, vzplanuti nadoru, febrilnf neutropenie, hypokalemie, hypofosfatemie, hypomagnesemie, syndrom nadorového rozpadu, syndrom neurotoxicity souvisejict s imunitnimi efektorovymi bufikami, srdecni arytmie, pleuralni vyjpotek, zvracenf, pruritus, zvjen
alanin aminotransferdzy, aspartdt aminotransferdzy a kreatininu v krvi, snizenthladiny Sodku v krvi, zvySen alkalické fosfatazy. Balent: jedna injekcnilahvicka. Zvlastni opatteni pro uchovavani: Uchovdvejte a prevazejte v chladu (2 °C—8 °C). Chraiite pied mrazem. Uchovévejte injeken lahwicku v krabicce, aby byl pfipravek chranén pred svétlem. Podminky uchovdvani
pifpravku pojeho natedeni/prvnim otevieniviz SPC. Drzitel rozhodnuti o registraci: Abb\Vie Deutschland GmbH & Co. KG, Knollstrasse, 67061 Ludwigshafen, Némecko. Registracni cislaz EU/1/23/1759/001-002. Datum posledni revize SPC: 08/2024. Seznamte se, prosim, s iplnou informac o pripravku dfive, nez jej predepete. Pifpravek je vzdn na Iékafskj
piedpis a dosud nent hrazen z vefejného zdravotniho pojisténi. UpIné znéni SPC pripravku Tepkinly je k dispozici na adrese: https://www.abbvie.cz/our-science/products.html
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ZKRACENA INFORMACE O PRIPRAVKU CALQUENCE® 100 mg potahované tablety
'V Tento [éCivy pfipravek podiéhd dalSimu sledovani. To umozni rychlé ziskdni novych informaci o bezpetnosti. Zédame zdravotnické pracovniky, aby hisili jakakoli podezFeni na nezadouci tinky.
Kvalitativni a kvantitativni sloZeni: jedna ﬁotahovana tableta obsahuje 100 mg akalabrutinibu (Hako akalabrutinib-maleinét). Terapeutické indikace: v monoterapii nebo v kombinaci s oblnutuzumabem k 16¢hé dospélych pacientd s dive nelécenou chronickou lymfocytarni leukemii (CLL);
v monoterapii k [é¢bé dospélych Faclentu s chronickou lymfocytémi leukemif (CLL), kteff podstoupili alesporf jednu pfedchozi Iécbu. Davkovani a zpisob podani: léCbu musi zahajovat a vést |ékaf, ktery md zkuSenosti s écbou protinddorovymi lécivymi pripravky. Doporugend davka je 100 mg
akalabrutinibu dvakrat denné (celkova denni davka 200 mg). Informace o dévkovani obinutuzumabu viz. informace o Erlpravku pro doporugené davkovani obinutuzumabu. Davkovy interval je piiblizné 12 hodin. Pfipravek Calquence je uréen k peroralnimu podéni. Detailni informace o davkovani
viz. Souhm informaci o pfipravku Calquence (SmPC). Kontraindikace: hypersenzitivita na létivou latku nebo na kteroukoli pomocnou latku. Zvl&Stni upozornéni u pacientd s hematologickymi malignitami lécenych pripravkem Calquence v monoterapii a v kombinaci s obinutuzumabem: Krvdceni:
moznost vjskytu zévazné krvdcivé pithody véetné krvéceni do centrélniho nervového systému a gastrointestindlniho krvdceni, nékteré s fatdInim ndsledkem. Tyto prihody se obg)ewlyﬂak u pacientli s trombocytopenif, tak bez trombocytopenie. Celkové byly krvécivé pithody méné zévazné, vetné modin
nebo petechil. Je-li z Iékafského hlediska nutné soub&né uZivani je tfeba pfi pouZivani antitrombotik zvazit dalsi monitorovani pacientd kvlli znamkam krvaceni. Warfarin nebo dalsf antagonisté vitaminu K se nemajf podavat soub&zné s pfipravkem Calquence. Je tfeba zvéZit pfinos a riziko preruseni
uzivani pripravku Calquence alespofi 3 dny pfed chirurgickjm zakrokem a3 dny po chirurgickém zékroku. Infekce: moznost vjskytu zdvazné infekce (bakteridlni, virové nebo mykoticke), véetné fatdInich anadu Tyto infekee se objewlg pedevsim v nepfitomnosti neutropenie stupné 3 nebo 4,
neutropenicka infekce byla hlasena u 1,9 % viech Faclentu Objevily se infekce zplsobené reaktivaci viru hepatitidy B (HBV) a viru herpes zoster (HZV), aspergiléza a progresivni multifokalni leukoencefa opatie (PML). Reaktivace viru: byly zaznamenani pfipady reaktivace viru hepatitidy B. Stav
hepatitidy B (HBV) musf bjt zjiStén pied zaha enim lécby a u pacientl s pozitivnim sérologickym nalezem hepatitidy B, musf byt pfed zatatkem échy provedena konzultace s hepatologem a pacient musi byt monitorovan a oSetfovdn v souladu s mistnimi Iékafskjmi standardy pro prevenci reaktivace
hEEatltldy B.V ndvaznosti na uzivani pnpravku Calquence v kontextu s predchozi nebo soub&znou imunosupresivni léthou byly zaznamendny piipady progresivni multifokalni leukoencefalopatie (PML), véetné fatdlnich pfipadd. U pacientdi s novjmi nebo zhorSujicimi se neurologickymi, kognitivnimi
nebo behaviorélnimi zngmkami nebo symptomy musf lékafi vzit PMLv tvahu a pfi podezieni na PML musi byt provedena prisluSné diagnosticka hodnoceni a lécha piipravkem Calquence musi byt pozastavena az do vlloucem PML. Je tieba zvait profylaxi v souladu se standardni péci o pacienty se
vySenym rizikem ogortunmch infeki. Cytopenie: moZnost vjskytu cytopenie stupné 3 nebo 4, véetné neutropenie, anémie nebo trombocytopenie. Je tfeba sledovat krevni obraz. Dj]ﬂ_p_ﬂ_mj_mj_mj_ﬁgﬂﬂ.y moznost vyskytu dal3i primarni mah&;mty, vCetné koznich a mimokoznich karcinomd. Pripady
koznich karcinom byly hldSeny casto. Pacienty je tieba sledovat z ddvodu moznosti vzniku kozniho karcinomu a poutit pacienty o ochrané pfed slune¢nim zdfenim. Atridlni fibrilace: moznost vjskytu atridni fibrilace/flutter. Pacienty je tfeba sledovat kviili symptomim (napf. palpitace, zévrat, synkopa,
bolest na hrudi, dusnost) a zajistit vySetfeni EKG. U pacientd, u nich se b&hem lécby vyvinou atridlni fibrilace, musi gyt provedeno dukFadne zhodnoceni rizika tromboembolické nemoci. Interakee: blizsi informace viz bod 4.2 SmPC. MMWME_L&MMS prlpravkem
Calquence miiZe vést ke zvjené expozici akalabrutinibu a ndsledné k zvjZent rizika toxicity. Jestlize silné |nh|b|tory CYP3A/P-gp (napf. ketokonazol, konivaptan, klaritromycin, indinavir, itrakonazol, ritonavir, telaprevir, posakonazol, vorikonazol) budou uzivény krétkodobé, je tfeba prerusit lécbu
piipravkem Calquence. Soub&/né poddvani s induktory CYP3A miize naopak vést ke snizené expozici akalabrutinibu a ndsledné k riziku nedostate¢né éinnosti. Je tieba vyloutit soubgzné uivani pnpravku se silnymi induktory CYP3A (napf. fenytoin, rifampicin, karbamazepm) Pokud budou tyto
inhibitory uZivany krdtkodobé (napr. antiinfektiva do 7 dni) je tfeba lé¢bu prerusit. Je tfeba vyloutit soub&zné podavani's tfezalkou teckovanou ktera muize nepredwdatelne snlzovat plazmatlcke koncentrace akalabrutinibu. . Tablety akalabrutinibu
lze poddvat soubézné s latkami snizujicimi Zaludecni kyseliny (inhibitory protonové pumpy, antagonisté H2-receptord, antacida). h plazmatické ko e mohou b ény pripravkem Calquence: je tfeba dbdt opatrnosti pfi soub&Zném poddvani akalabrutinibu se substraty
CYP3A4 s uzkym terapeutickjm rozmezim podavanymi perordIné (napf. cyklosporin, ergotamin, pimozid). Soub&zné podavani akalabrutmlbu se substraty CYPIA2 (napr teofylm kofeln) muze vest ke snizené expozici. Akalabrutinib mize zvySovat expozici soub&né podavanych substrétd BCRP (napf.
methotrexdt) inhibici stfevniho BCRP. Pacienti soub&zné uzivajici dalsi Iécivé pripravky, jejichz ermlnace z4visi na MATE1 (napf. metformin), musf bﬁtsledovam kviili zndmkdm zménéné snasenlivosti zplisobené zvySenou expozici soub&né medikace b&hem uzivani pripravku Calquence. Fertilita,
téhotenstvi a kojeni: Nejsou k dispozici zadné daje o viivu pngravku Calquence na lidskou fertilitu. Zenam ve fertilnim véku mé byt doporugeno vyhnout se ot&hotnéni béhem uZivani pripravku Calquence. Jestlize klmlckk/)stav Zeny nevyZaduje [éCbu akalabrutinibem, pripravek Calquence se béhem
tehotenstvi nesmi uZivat. Kojicim Zendm je doporuceno nekajit béhem lé¢by pipravkem Cal(iuence a2 dny po uZiti posledni davky. Nezadouci ticinky: Ve skupiné pacientd lécenych pripravkem Calquence v monoterapii byly mezi nejcastéjsimi nezadoucimi uclnkyjakehokollv stupné zaznamendny
infekce (66,7 %), bolest hlavy (37, 8%)J)TUJem (36,7 %), tvorba modfin (34,1 %), muskuloskeletdIni bolest (33,1 %), nauzea (21,7 %), Ginava (21,3 %), kaSel (21 %) a vyrdzka (20,3 %{ Nejtastéji hlaSenymi neZddoucimi dcinky stupné = 3 byly infekce (17,6 %), leukopenie (14,3 %), neutropenie (14,2 %)
aanémie (7,8 %). K prerueni lécby v disledku nezadouach acinkd doslo u 9,3 % pacientd, neicastejl zdivod{i pneumonie, trombocytopenie a prdjmu. Snizeni ddvky bylo zaznamendno u 4,2 % pacientd, nejtastéji z duvodu reaktivace hepatitidy B, sepse a prijmu. Ve skupiné pacientd Iecenf/ch
Enpravkem Calquence v rdmci kombinované terapie byly mezi nejCastéjSimi nezadoucimi ticin y jakehokoliv stupné hidSeny infekce (74 %), muskuloskeletéIni bolest (44,8 %), prijem (43,9 %), bolest hlavy (43 %), leukopenie (31,8 %), neutropenie (31,8 %), kaSel (30,5 %), inava (30,5 %), bolest
loubti (26 9 %), nauzea (26,9 %), zavraté (23,8 %) azacpa (20,2 %) Nejcastéji hlasenymi nezadoucimi Ginky pripravku stupne > 3 byly leukopenie (30 %), neutropenle(30 %) infekce (21,5 %), trombocytopenie (9 %) a anémie (5,8 %). K preruseni 16chy v dusledku nezadoucich tcinkd doglo u 10,8%
pacientdl, nejcastéji z divodd pneumonie, trombocytopenie a prdjmu. Snizeni davky bylo zaznamendno u 6,7 % pacientd, nejtastéji z divodu neutropenie, prijmu a zvraceni. Mezi pacienty = 65 let a mlad3imi nebyl\{ pozorovény zadné klinicky relevantni rozdily v bezpegnosti a dcinnosti. létni
opatfeni pro uchovévani: Tento léCivy pripravek nevyzaduje zddné zvIastni Fodmmky uchovavani. Doba pouZ|teInost| 3 roky Baleni pripravku: Al/AI blistr se symboly slunce/mésice obsahujici 6 nebo 8 tvrdych tobolek. Krabitka s obsahem 56 nebo 60 tobolek. Na trhu nemusi byt viechny velikosti
baleni. DrZitel rozhodnuti o registraci: AstraZeneca AB, SE-151 85 Sodertélje, Svédsko Reglstracm tislo: EU/1/20/1479/007; EU/1/20/1479/002 Datum registrace: 5. 11. 2020 Datum posledni revize textu SPC: 16.2.2024 Referenéni cislo dokumentu: 16022024AP!
Vydej lécivého piipravku vézan na lékafsky predpis. Akalabrutinibv monoterapii je hrazen u dospélych pacientdi o stavu vykonnost| 0-1 dle ECOG s chronickou lymfocytarni leukémii (CLL), kteff splfiujf alespori jedno z ndsleduijicich kritérit: (a) jsou refrakterni na poslednilécbu; (b) doglo u nich krelapsu
do 24 mésicii po ukonent predchazejici Iécby; (c) doslo u nich k relapsu a nejsou vhodni na chemo-imunoterapii; (d) je u nich prokdzana mutace P53 nebo del17p. Pripravek je hrazen do progrese onemocnéni nebo projevi nepfijatelné toxicity. Pacienti nesméji bytsoubéiné léeni warfarinem ani
silnymi inhibitory CYP3A/P-gp. U ostatnich registrovanych indikaci pripravek neni hrazen z prostfedkd vefejného zdravotniho pojisténi. Pedtim, neZ pfipravek predepisete, prectéte si pozorné tplnou informaci o pifipravku, kterou naleznete na adrese: AstraZeneca Czech Republics.r. 0., U Trezorky
921/2,15800 Praha 5, tel.: +420 222 807 111, fax: +420 227 204 748, na www.astrazeneca.cz nebo na webovych strankdch Evropské agentury pro lécivé pripravky http://www.ema.europa.eu/.
Reference: 1. Wen . etal. Inhibitors targeting Bruton's tyrosine kinase in cancers: drug development advances. Leukemia 2021; 35:312-332. https://doi.org/10.1038/s41375-020-01072-6. 2. Sharman et al. 2020 Acalabrutinib with or without obinutuzumab versus chlorambucil and obinutuzumab for treatment-naive chronic lymphocytic leukaemia (ELEVATE-TN): a randomised, controlled,
phase 3 trial. Lancet; 395(10232):1278-1291. doi: 10.1016/50140-6736(20)30262-2. 3. Sharman JP, et al. Acalabrutinib +Obinutuzumab vs Obinutuzumab + Chlorambucil in Treatment-Naive Chronic Lymphocytic Leukemia: 5-Year Follow-Up of ELEVATE-TN. EHA 2022 Poster 7539. 4. Byrd JC, Hillmen P, Ghia P, et al. Acalabrutinib versus ibrutinib in previously treated chronic lymphocytic
leukemia: results of the first randomized phase Il trial. J Clin Oncol. Published onhneJuly 26 2021.J€0.21.01210 and supplementary appendix. 5. Ghia et al. 2020 ASCEND: Phase |1l Randomized Trial of Acalabrutinib Versus Idelalisib Plus Rituximab or Bendamustine Plus Rituximab in Relapsed or Refractory Chronic Lymphocytic Leukemia. J Clin Oncol; 38(25):2849-2861. doi: 10.1200/
JC0.19.03355. 6. Ghia etal. Acalabrutinib vs Rituximab + Idelalisib or Bend inR J/Refractory Chronic Lymphocytic Leukemia: Aascend Results at ~4 Years of Follow/up. EHA 2022 Poster 668. 7. BarfT, et al. Acalabrutinib (ACP-196): A Covalent Bruton Tyrosine Kinase Inhibitor with a Differentiated Selectivity and In Vivo Potency Profile. J Pharmacol Exp Ther. 2017;363:240-252.
8. Herman SEM et al. The Bruton Tyrosin Kinase (BTK) Inhibitor Acalabrutinib Demonstrate Potent On- -Target Effects and Efficacy in Two Mouse Models of Cronic Lymphocytlc Leukemia. Clin Cancer Res. 2017; 23-2831-2841. Abbas et Wierda. Acalabrutinib: A Selective Bruton Tyrosine Kinase Inhibitor for the Treatment of B-Cell Malignancies. Front Oncol. 2021 May 14;11:66816. 9. Danilov
et Persky Incorporating acalabrutinib, a selective next-generation Bruton tyrosine kinase inhibitor, into clinical practice for the of haem al ies. BrJ Haematol. 2021 Apr;193(1):15-25. 10. Davids et al. Matching-adjusted indirect comparisons of safety and efficacy of acalabrutinib versus other targeted therapies in patients with

treatment-naive chronic lymphocytic leukemia. Leuk Lymphoma. 2021 Oct; 62(10):2342-2351. 1. Vitale et al. Targeted Treatment of Chronic Lymphocytlc Leukemia: Clinical Utility of Acalabrutinib. Onco Targets Ther. 2021 Dec 29;14:5507-5519.
Registrovand ochrannd znamka CALQUENCE je majetkem AstraZeneca plc. ©AstraZeneca 2024 CZ-4042 AstraZeneca
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PREKONEJTE VASE OCEKAVANI

R/R=relapsed;refractory.

Indikace

ABECMA® (idekaptagen vikleucel) je geneficky modifikovand autologni T bunéénd imunoterapie zaciend na maturaéni antigen B-ounék (BCMA), kterdi je urcena k IEcbé dospélych pacientl s relabuijicim a refrakternim mnohocetnym myelomem, kfeff podstoupili alespori dvé predchozi
terapie zahrnujict imunomoduldtor, inhibitor proteazomu a protildtku anti-CD38 a pfi posledni 16¢bé u nich doslo k projeviim progrese onemocnén.

ZKRACENE INFORMACE 0 PRIPRAVKU
W Tento IéGivy pripravek podiéhd dalSimu sledovdni. To umozni rychlé ziskdni novych informaci o bezpednosti. Zdddme zdravotnické pracovniky, aby hidsili jakdkoli podezieni na nezddouci Gcinky.

Ndzev Ié¢ivého pripravku: Abecma 260 - 500 x 10° bunék infuznf disperze. SloZeni: Jeden infuzni vak specificky pro konkrétniho pacienta obsahuje idekabtagen vikleucel, jehoZ koncentrace autolognich T lymfocytl geneticky modifikovanych k expresi anti BCMA
chimérického antigenniho receptoru (Zivotaschopnych CAR-pozifivnich T lymfocyt() je zvisid na virobni SarZi. Lécivy pripravek je zabalen v jednom nebo vice infuznich vacich s bunécnou disperzf obsahujicich 260 az 500 x 10° Zivotaschopnych CAR-pozitivnich T lymfocytl
suspendovanych v kryokonzervaénim roztoku. Indikace: Lécba dospélch pacientli s relabujicim a refrakternim mnohocetnym myelomem, kteff podstoupili alespofi dvé predchozi 1é6by zahrnujici imunomoduldtor, inhibifor proteazomu a profildtku anti CD38 a pi posledni
I6¢bé u nich doslo k projevim progrese onemocnéni. Ddvkovdni a zptisob poddni: Pripravek musf byt poddvdn v kvalifikovaném zdravotnickém zafizeni. Pro pfipad vskytu syndromu z uvolnéni cytokini (CRS) musf byt k dispozici tocilizumab a pohotovostni vybaveni.
Pfipravek Abecma je urcen pouze k aufolognimu pouZifi. Lééba spocivd v poddnf jedné ddvky infuze disperze CAR+ Zivotaschopnych T lymfocytd. Cilovd ddvka je 420 x 10° CAR+ Zivotaschopnjch T lymfocytll v rozmezi od 260 do 500 x 108 CAR+ Zivotaschopnych
THymfocytd. Priprava pred léébou: Lymfodepleéni chemoterapii tvofenou i.v. cyklofosfamidem v dévee 300 mg/m?/den aiv. fludarabinem v ddvce 30 mg/m?/den je nutné podévat po dobu 3 dndl. Premedikace: Paracetamol (500 aZ 1000 mg perording) a difenhydramin
(12,5 mg i.v. nebo 25 az 50 mg perordiné) nebo jiné H1-anfihistaminika pfiblizné 30 az 60 minut pred poddnim infuze pfipravku Abecma. Sledovdni po infuzi: Pacienty je nutné sledovat po dobu prvnich 10 dnf po infuzi ve zdravotnickém zafizeni. Pacienty je ffeba poucit,
aby po dobu nejméné 4 tydn(i po infuzi zistali v blizkosti (do 2 hodin cesty) zdravotnického zafizeni. Kontraindikace: Hypersenzitivita na Iécivou Iitku nebo na kteroukoli pomocnou Idtku. Je nuiné vzit v ivahu kontraindikace lymfodeplecni chemoterapie. ZvidStni upozornéni
a opatfeni pro poutiti: Ndzev pripravku, ¢islo SarZe a jméno Iéceného pacienta musf byt uchovdvdny po dobu 30 let od data doby pouZitelnosti pripravku. Pfed poddnim infuze musf totoZnost pacienta odpovidat informacim na titeich pripravku a propoustécim certifikdtu
infuze pripravku. Pacienti s aktivni poruchou centrdiniho nervového systému nebo nedostatecnou funkei ledvin, jater, plic nebo srdce vyZaduijf zvidstni pozornost. Nedoporucuje se poddvat pripravek pacientlim béhem 4 mésicli po alogenni transplantaci kmenovych bunék
(SCT). Byly hidSeny pfipady, kdy CRS souvisel s ndlezy hemofagocytujict lymfohistiocytdzy/syndromu aktivace makrofdgd (haemophagocytic lymphohistiocytosis/macrophage activation syndrome, HLH/MAS) a projevy syndrom( se mohou prekryvat. Po poddni pripravku
Abecma byla zaznamendna infekce cytomegalovirem (CMV) vedouci k pneumonii a Gmrti. U pacient(i 1ééenych pfipravkem Abecma se mliZe objevit aplazie plazmatickych bunék a hypogamaglobulinémie. Existuje riziko prenosu infekénich agens. Pacienty je nutné po cely
Zivot sledovat s ohledem na sekunddmf malignity véetné T-bunééného plvodu, které se mohou u pacientd Iécenych pripravkem Abecma rozvinout. Pacienti Iécent pripravkem Abecma nesmi darovat krev, orgdny, tkdné nebo bufiky k transplantaci. Interakce s jinmi Iégivymi
pripravky: Nebyly provedeny Zddné studie inferakcf. Vakcinace Zivymi virowymi vakeinami se nedoporucuje po dobu nejméné 6 tydn(i pred zahdjenim lymfodeplecni chemoterapie, béhem I6¢by piipravkem Abecma a do zotaveni imunity po I6Ché pripravkem Abecma. Fertilita,
téhotenstvi a kojeni: Pripravek Abecma se U Zen, které jsou téhotné, nebo u Zen ve ferfilnim véku, kferé nepouZivajf antikoncepci, nedoporucuje. Téhotné Zeny je nuiné poucit o patencidinich rizicich pro plod. Riziko pro kojené dité nelze vyloucit. Nejsou k dispozici Zddné (idaje
0 Gcinku pfipravku Abecma na ferfilitu. NeZddouei déinky: Nejcastéjsimi zdvaznymi nezddoucimi Gcinky byly CRS, neutropenie, anémie, frombocytopenie, infekce - nespecifikovany patogen, hypofosfatemie, préjem, leukopenie, hypokalemie, Gnava, nauzea, lymfopenie,
virovd infekee, pneumnonie, hypertenze, hypokalcemie a bakteridini infekce. Nezddouci Gcinky 3. nebo 4. stupné byly Castéji pozorovdny béhem Gvodnich 8 tydn( po infuzi. Podminky uchovdvdni: pripravek must byt chovdvdn v plynné fézi kapalného dustku (< 130 °C) a musi
2listat zmrazeny, dokud neni pacient pfipraven k 166bé. Po rozmrazen je nutné objem pfipravku urceného k infuzi uchovévat pfi pokojové feploté (20 °C - 25 °C) a pfipravek se nesmi znovu zmrazovat. Viak musi byt poddn béhem 1 hodiny od zacdtku rozmrazovani. Velikost
baleni: 10-30 ml (50ml vak), 30-70 ml (250mi vak) nebo 55-100 ml (500ml vak) bunécné disperze. Dréitel rozhodnuti o registraci: Bristol-Myers Squibb Pharma EEIG, Dublin, Irsko. Registraéni Gislo: EU/1/21/1539/001. Posledni revize textu: 09/2024.

Pied predepsdnim se seznamte s pingm souhrnem ddaji o pfipravku (SPC). Vydej Iécivého piipravku je vdzdn na |ékafsky predpis. L&Givy pripravek neni hrazen z prostiedki vefejného zdravotniho poji§téni. Podrobné informace o tomto 16¢ivém pfipravku jsou k dispozic
na webowych stréinkdch Evropské agentury pro 1é€ivé pripravky (EMA) hitps://ema.europa.eu nebo jsou dostupné u zéstupce drZitele rozhodnuti o registraci v CR: Brisfol-Myers Squibb spol. s .0, Budgjovickd 778/3, 140 00 Praha 4, www.bms.com/cz.
*\/§imnéte si, prosim, zmén v Souhrnu dajti o pFipravku.

2012-CZ-2400010

Bristol-Myers Squibb spol. s r.o.

d||| Bristol Myers SCIUIbb® Budsjovické 778/3, 14000 Praha 4 | telefon: +420 221 016 111 | www.bms.com/cz



<@J AKAVIE pro Vase pacienty
ruxolitinib s MF, PV a GvHD'

NOVE HRAZENO
akutni GvHD’®

...kdyZ chcete Vase pacienty vratit do zivota. Necekejte.'*

Zkracena informace | JAKAVI 5 | mg tablety | JAKAVI 15 mg tablety | JAKAVI 20 mg tablety

Slozeni: L€Civd [dtka: ruxolitinibum 5 mg, 15 mg nebo 20 mg. Indikace: Lécha dospélych pacientli se splenomegalii nebo s priznaky pridruzenymi k primémi myelofibréze (chronické idiopatické myelofibréze), postpolycytemické myelofibréze nebo myelofibréze po esencidlni trombocytemii. Lécha dospélyich pacientdi s pravou polycytémii,
kteff jsou rezistentni nebo intolerantni k hydroxyurei. Lécba pacientli ve véku 12 let a starSich s akutnf reakcf $tépu proti hostiteli nebo chronickou reakcf $tépu proti hostiteli, kteff nemajf adekvétni odpovéd na Iécbu kortikosteroidy nebo jinou systémovou Iécbu. Davkevani: Doporucend pocdtecni dévka u myelofibrézy je 5 mg perordlné
dvakrdt denné u pacientl s poctem trombocytll 50x10°/1 az <75x10°/1, 10 mg perordIné dvakrat denné u pacient(i s poctem trombocytt 75%10°/1az <100x10%/1, 15 mg perordné dvakrdt denné u pacient( s poctem trombocytli 100x10°/1 az 200x10°/1 a 20 mq peroralné dvakrdt denné u pacientdi s poctem trombocytd >200x10°/1.
Doporucend pocétecni ddvka pripravku Jakavi u pravé polycytémie je 10 mq podavanych perordiné dvakrét denné. Doporucend pocatecni davka u akutnf a chronické reakce Stépu proti hostiteli (GvHD) je 10 mg podévanych perordIné dvakrét denné. U pacientli s mirnou nebo stfedné zdvaznou poruchou funkee ledvin neni nutné specifickd
(prava davky. U pacientli s téZkou poruchou funkce ledvin md byt doporucend pocdtecni davka redukovand o priblizné 50 %. U pacient(i s poruchou funkce jater mé byt doporucend pocétecni ddvka poddvand dvakrdt denné, snizena o pfiblizné 50 %. Kontraindikace: Hypersenzitivita na lécivou latku, nebo na kteroukoli pomocnou
dtku pripravku. Téhotenstvi a kojeni. *Zvlastni upozornéni/opatteni: Lécba miize zplisobit hematologické nezddouci Ucinky Iéku, véetné trombocytopenie, anemie a neutropenie. Pfed zahdjenim Iécby musf byt vy3etfen kompletni krevni obraz véetné diferencidiniho rozpoctu leukocytd. Lécba md byt prerusena u pacientd, u kterych
dojde k poklesu poctu trombocytdi na méné nez 50x10°/I nebo absolutniho poctu neutrofilli na méné nez 0,5 10°/1. U vech pacientli mé byt zhodnoceno riziko vzniku zdvazné bakteridIni, mykobakteridlni, mykotické, virové a jiné oportunniinfekce, Iécha nemé byt zahajovéna, dokud nenf zdvaznd probihajici infekce zviddnuta. V pipadé
vyskytu casnych priznakli infekce herpes zoster se doporucuje co moznd nejvcasnéjsi vyhledani moznosti 1écby v pripadé infekce. Pfed zahdjenim Iécby by mélo byt u pacientli provedeno vysetfeni na aktivni a neaktivni (,latentn”) tuberkuldzu podle mistnich doporucent. Pokud je podezfeni na progresivni multifokdnf leukoencefalopatii,
musi byt ukonceno dalsi podavani, dokud neni PML vyloucena. Pacienti se vzacnymi dédicnymi problémy s intoleranci galaktozy, vrozenym deficitem laktdzy nebo malabsorpci glukézy a galaktdzy by neméli Jakavi uzivat. Je doporuceno pravidelné sledovani hladiny lipiddi v séru a pripadnd Iécba dyslipidémie. *Opatrnost je tieba u pacientd
ve véku 65 let a starsich, u pacientd, kteff jsou soucasnymi nebo byvalymi dlouhodobymi kufdky, a u pacientd s anamnézou aterosklerotického kardiovaskuldrniho onemocnénf nebo majicich dalsi kardiovaskuldrm rizikové faktory. U pacient se zvysenym rizikem karcinomu kize se doporucuje pravidelné kozni vy3etfeni. * Interakce: Pri
spolecném uZitf se silnymi inhibitory CYP3A4 (napf. boceprevir, klarithromycin, indinavir, itrakonazol, ketokonazol, lopinavir/ritonavir, mibefradil, nefazodon, nelfinavir, posakonazol, sachinavir, telaprevir, telithromycin, vorikonazol) md byt jednotlivé dévka pripravku Jakavi, poddvand dvakrdt denné, snizena piblizné o 50 %. Pfi spolecném
uzitf s dudInimi inhibitory CYP2C9 a CYP3A4 (napf. flukonazol) md byt zvdzeno 50 % sniZeni davky. Pfi spolecném uziti s induktory CYP3A4 (napf. avasimib, karbamazepin, fenobarbital, fenytoin, rifabutin, rifampin (rifampicin), tfezalka teckovand (Hypericum perforatum) majf byt pacienti peclivé sledovdni a ddvka titrovéna s ohledem na
bezpecnost a tcinnost. Vliv na Fizeni vozidel a obsluhu strojii: Pokud pacient po u7itf pripravku Jakavi pozoruje zavraté, md se vyhnout fizenf a obsluze strojii. Nezadouci icinky: Velmi Casté: infekce mocovych cest, herpes zoster, pneumonie, anemie, trombocytopenie, neutropenie, krvécenf (vSechny piipady krvéceni zahmujici
intrakranidIni a gastrointestindinf krvdcent, podlitiny a jiné typy krvécenf), ndrdst télesné hmotnosti, hypercholesterolémie, hypertriacylglycerolemie, zvy3end hladina lipézy, zdcpa, zévrat, bolest hlavy, zvy3end hladina ALT, zvysend hladina AST, hypertenze, CMV infekce, sepse, pancytopenie, zvy3end hladina amyldzy, nauzea, zvy3end hladina
kreatinfosfokindzy, zvySent kreatininu v krvi. Casté: flatulence, BK virova infekce, narfist télesné hmotnosti. Dalsf nezddoucf dcinky - viz dplnd informace o pripravku. Podminky uchovavani: Neuchovavejte pfi teploté nad 30°C. Dostupné Iékové formy/velikosti baleni: 56 tablet. Poznamka: Diive ne7 |6k piedepfete, piectéte si
peclivé tplnou informaci o pripravku. Reg. €islo: Jakavi 5 mg — EU/1/12/773/005, Jakavi 15 mg — EU/1/12/773/008, Jakavi 20 mq — EU/1/12/773/011. Datum registrace: 23. 08. 2012. *Datum posledni revize textu SPC: 21. 3. 2024. Drzitel rozhodnuti o registraci: Novartis Europharm Limited, Vista Building, Elm Park,
Merrion Road, Dublin 4, Irsko.

Pripravek je cdstecné hrazen z prostedk(l vergjného zdravotniho pojisténi.

*VSimnéte si prosfm zmény (zmén) v informacich o lé¢ivém pipravku.

Reference: 1. Souhm (idajli o pripravku JAKAVI®, datum poslednfrevize 21. 3. 2024, www.sukl.cz. 2. Mesa RA, Gotlib J, et al. J Clin Oncol. 2013 Apr 1,31(10):1285-92. 3. Veerstovsek S, Gotlib J, et al. J Hematol Oncol. 2017 Sep 29;10(1):156. 4. Kiladjian JJ, Zachee P, et al. Lancet Haematol. 2020 Mar;7(3):e226-e237. 5. Zeiser R, von Bubnoff N, et al.
NEnglJ Med. 2020 May 7;382(19):1800-1810. 6. Zeiser R, Polverelli N, et al. N Engl ) Med. 2021 Jul 15;385(3):228-238. 7. https://www.sukl.cz/modules/medication/detail.php?code=0194123&tab=prices. 8. Penack 0. et al.; Prophylaxis and management of graft versus host disease after stem-cell transplantation for haematological malignancies:
updated consensus recommendationsof the European Society for Blood and Marrow Transplantation; Lancet Haematol. 2020 Feb;7(2): e157-e167. 9. https://www.sukl.cz/sukl/seznam-leciv-a-pzlu-hrazenych-ze-zdrav-pojisteni.

* SR - streroid resistent
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PROKAZANA
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zlepSeni OS vs. SoC
u dospélych ve 2L R/R

DLOUHODOBA DLBCL.? PREDVIDATELNY
ZKUSENOST PROFIL AKUTNi
s lIé¢bou z klinické praxe: TOXICITY
>15 000 lé¢enych pacientd s absenci novych
celosvétové® a z toho bezpecnostnich
120 v CR (od roku RYCHLA A signall pfi Sletém 8
2019).* USPESNA VYROBA sledovani.? JEDNODUCHE
96% vyrobni Gspésnost PODAN! .
s medidanem 17 dni . Doba POda,m
od aferézy do J_ednorazoveho
propusténi finalniho |n_fuzn|hc_> vaku
je 30 minut.?
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= YESCARTA'V

(axicabtagene ciloleucel) e

¥ Tento légivy pripravek podiéhé dal$imu sledovani. To umozni rychlé ziskani novych informaci o bezpecnosti. Zadéme zdravotnické pracovniky,
aby hlasili jakakoli podezfeni na nezadouci Ucinky. Podrobnosti o hlaSeni nezadoucich ucinkd viz bod 4.8. piné verze SPC.

monitorovat hladiny imunoglobulind, dodrzovat preventivni opatfeni proti infekci, zajistit antibiotickou profylaxi a substituci
imunoglobulind v pfipadé opakované se vyskytujicich infekci, pficemz se musi se postupovat podle standardnich pokyn(.

YESCARTA®" ZKRACENA INFORMACE O LECIVEM PRIPRAVKU
Nazev: Yescarta 0,4 — 2 x 108 bunék infuzni disperze.
Obecny popis: Pripravek Yescarta (axikabtagen ciloleucel) je pfipravek na bazi geneticky modifikovanych autolognich bunék
obsahujici T-lymfocyty, které byly transdukovany ex vivo pomoci retrovirového vektoru a které exprimuji anti-CD19 chiméricky
antigenni receptor (CAR) tvofeny mySim anti-CD19 jednofetézcovym variabilnim fragmentem (scFv) vazanym na CD 28
kostimulacni doménu a CD3 zeta signalizaéni doménu.
Slozeni: Jeden infuzni vak pfipravku Yescarta specificky pro konkrétniho pacienta obsahuje axikabtagen ciloleucel, jehoz
koncentrace autolognich T-lymfocytd geneticky modifikovanych k expresi anti-CD19 chimérického antigenniho receptoru
(zivotaschopnych CAR pozitivnich T-lymfocytd) je zavisla na vyrobni $arzi. Lécivy pfipravek je zabalen v jednom infuznim vaku
celkové obsahujicim bunécnou infuzni disperzi s cilovou davkou 2 x 10° Zivotaschopnych anti-CD19 CAR pozitivnich
T-lymfocyti/kg télesné hmotnosti (rozmezi: 1 x 108 — 2 x 10 bunék/kg télesné hmotnosti) s maximem 2 x 108 Zivotaschopnych
anti-CD19 CAR pozitivnich T-lymfocytli suspendovanych v kryokonzervaénim roztoku. Jeden infuzni vak obsahuje pfiblizné 68 ml
infuzni disperze.
Indikace: Pripravek Yescarta je indikovan k 1é¢bé dospélych pacientt:
+ s difuznim velkobunéénym B-lymfomem (DLBCL) a s ,high-grade* B-bunécnym lymfomem (HGBL), ktery relabuje do 12 mésict
po dokonc&eni chemoimunoterapie prvni linie nebo je na ni refrakterni.
+ s relabujicim nebo refrakternim (r/r) DLBCL a s primarnim mediastinalnim velkobunéénym B-lymfomem (PMBCL), po dvou ¢i
vice liniich systémové 1écby.
+ s r/r folikuldrmnim lymfomem (FL) po tfech ¢i vice liniich systémové lécby.
Davkovani: Pripravek Yescarta musi byt podavan ve kvalifikovaném zdravotnickém zafizeni |ékafem se zkuSenostmi s 1écbou
hematologickych malignit, ktery musi byt vy$kolen k podavani pfipravku a [é¢bé pacientt timto Ié€ivym pfipravkem. Pfed podanim
infuze musi byt pro pacienta k dispozici alespori 1 davka tocilizumabu pro pouziti v pfipadé vyskytu syndromu z uvolnéni cytokint
(CRS, cytokine release syndrome) a dale vybaveni pro emergentni péci. Pripravek Yescarta je uréen pro autologni pouziti. Lécba
spociva v podani jedné davky infuze obsahujici infuzni disperzi Zivotaschopnych CAR pozitivnich T-lymfocytd v jednom infuznim
vaku. Dal$i informace o davkovani viz plna verze SPC.
Kontraindikace: Hypersenzitivita na 1éCivou latku nebo na kteroukoli pomocnou latku nebo na gentamycin (mozng stopova
rezidua). Je nutné zvazit kontraindikace lymfodepleéni chemoterapie.
Zvlastni upozornéni: Monitorovani po podani infuze: Pacienti musi byt prvnich 7 dnli po podani infuze denné monitorovani kvdli
znadmkam a pfiznakiim potencialniho CRS, neurologickych nezadoucich a€inkd a jinych toxickych projevil. Prenos infekéniho
agens: Ackoli je pfipravek Yescarta testovan z hlediska sterility a na pfitomnost mykoplazmat, existuje riziko prenosu infekénich
agens. Syndrom z uvolnéni cytokind: Témér u vSech pacientl se vyskytl urity stupefi CRS. Na pracovisti musi byt alespor 1
davka tocilizumabu, inhibitoru receptoru interleukinu 6 (IL 6), pro kazdého pacienta a musi byt k dispozici pfed podanim infuze s
pripravkem Yescarta. Kvalifikované zdravotnické zafizeni musi mit pristup k dal$i davce tocilizumabu do 8 hodin od kazdé
predchazejici davky. Pfipravek Yescarta se nesmi podavat pacientim s aktivnimi infekcemi nebo zanétlivym onemocnénim.
Neurologické nezédouci tcinky: U pacientli 1éCenych pfipravkem Yescarta byly velmi ¢asto pozorovany zavazné neurologické
nezadouci ucinky, také znamé jako syndrom neurotoxicity spojené s imunitnimi efektorovymi burikami (ICANS), které mohou byt
Zivot ohrozujici nebo fatélni. Infekce a febrilni neutropenie: Pfi |é¢bé pfipravkem Yescarta byly velmi ¢asto pozorovéany zavazné
infekce. Pacienti musi byt sledovani, zda se u nich neobjevuji znamky a pfiznaky infekce pfed infuzi pfipravku Yescarta, béhem ni
a po ni, a maji se nalezitym zplsobem lécit. Reaktivace viru: U pacient( 1é¢enych Iéky cilenymi proti B-lymfocytim mize dojit k
reaktivaci HBV, v nékterych piipadech vedouci k fulminantni hepatitidé, selhani jater a umrti. U pacientli lécenych pfipravkem
Yescarta, ktefi byli predtim IéCeni i jinymi imunosupresivnimi pfipravky, byla hlasena reaktivace John Cunningham (JC) viru
vedouci k progresivni multifokalni leukoencefalopatii (PML). Dlouhotrvajici cytopenie: U pacientd po lymfodepleéni chemoterapii a
infuzi pfipravku Yescarta mize dojit k vyskytu nékolik tydnu trvajicich cytopenii a musi byt Ié¢eni podle standardnich pokynd. Po
infuzi pfipravku Yescarta se musi sledovat krevni obraz pacienta. Hypogamaglobulinemie: U pacientli 1éCenych pfipravkem
Yescarta se mUze vyskytnout aplazie B-lymfocytd vedouci k hypogamaglobulinemii. Po 1é¢bé pfipravkem Yescarta je nutné
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Sekundarni malignity, véetné T-bunééného pivodu: Sekundarni malignity z T-lymfocytii, véetné CAR pozitivnich malignit, byly
hlaseny v prabéhu tydnli az nékolika let po lécbé pripravky s CAR T-lymfocyty cilené na CD19 nebo BCMA. Nasledky nékterych
pfipad byly fatélni. Je nutné sledovat pacienty po celou dobu jejich Zivota z hlediska sekundarnich malignit.* Jiné: Hypersenzitivni
reakce, sekundarni malignity, syndrom nadorového rozpadu, CD19-negativni onemocnéni. Pomocné latky: Tento |éCivy pfipravek
obsahuje 300 mg sodiku v jednom infuznim vaku, coz odpovida 15 % doporuéeného maximainiho denniho pfijmu sodiku potravou
podle WHO pro dospélého, ktery €ini 2 g sodiku.

Interakce: Nebyly provedeny zadné studie interakci s pfipravkem Yescarta. Preventivni pouZiti systémovych kortikosteroidd mize
ovliviiovat aktivitu pripravku Yescarta. Preventivni pouziti systémovych kortikosteroidli se proto pfed podanim infuze
nedoporucuje. Zivé vakciny: Bezpecnost imunizace Zivymi virovymi vakcinami béhem Iééby pFipravkem Yescarta nebo po ni
nebyla studovéna. Jako preventivni opatieni se nedoporucuje vakcinace Zivymi virovymi vakcinami po dobu nejméné 6 tydn( pred
zahajenim lymfodepleéni chemoterapie, béhem lécby pfipravkem Yescarta a az do zotaveni imunitniho systému po 1écbé.
Fertilita, téhotenstvi a kojeni: Pfed zahajenim lécby pfipravkem Yescarta se u zen ve fertilnim véku musi ovéfit, zda nejsou
téhotné. Neni znamo, zda se mlZze pfipravek Yescarta pfenaSet na plod. Proto se podavani pfipravku Yescarta nedoporucuje
téhotnym Zenam ¢i zenam, které mohou otéhotnét, a které nepouzivaji antikoncepci. Neni znamo, zda se pfipravek vyluCuje do
lidského matefského miéka nebo se kojenim prenasi na dité. Riziko pro kojené dité nelze vyloucit. Zeny, které koji, musi byt
pouceny o mozném riziku pro kojené dité.

Ucinky na schopnost fidit a obsluhovat stroje: Pripravek Yescarta ma vyrazny vliv na schopnost fidit nebo obsluhovat stroje.
Vzhledem k moznosti vyskytu neurologickych nezadoucich G¢ink( véetné zmény dusevniho stavu ¢i epileptickych zachvati nesmi
pacienti fidit ani obsluhovat tézké nebo potencialné nebezpeéné stroje nejméné 8 tydni od podani infuze nebo dokud neodezni
neurologické nezadouci Uginky.

Hlavni nezadouci ucinky: Mezi velmi ¢asté nezadouci Ucinky patfi: infekce zplisobené blize neuréenymi patogeny, virova
infekce, bakterialni infekce, febrilni neutropenie, neutropenie, lymfopenie, leukopenie, anemie, trombocytopenie, syndrom z
uvolnéni cytokind, snizené hladiny imunoglobulinGi, hyponatremie, hypofosfatemie, hyperurikemie, hyperglykemie, snizena chut k
jidlu, delirium, insomnie, encefalopatie, tremor, bolest hlavy, zavrat, tachykardie, arytmie, hypotenze, hypertenze, kasel, zvraceni,
prijem, zacpa, bolest bficha, nauzea, zvySeni hladiny aminotransferaz, vyrazka, motoricka dysfunkce, muskuloskeletalni bolest,
horegka, edém, Unava, zimnice. Dal3i informace o nezadoucich ucincich viz piné verze SPC.

Predavkovani: Nejsou k dispozici Zadné tdaje z klinickych studii tykajici se pfedavkovani pfipravkem Yescarta.
Inkompatibility: Studie kompatibility nejsou k dispozici, a proto nesmi byt tento 1&€ivy pfipravek misen s jinymi léCivymi pFipravky.
Uchovavani: Pripravek Yescarta se musi uchovavat v plynné fazi kapalného dusiku (< -150 °C) a musi zistat zmrazen, dokud
neni pacient pfipraven k 16€bé, aby bylo zajisténo, Ze pacientovi jsou podany Zivotaschopné autologni buriky. Po rozmrazeni znovu
nezmrazujte.

Zvlastni opatieni pro likvidaci pfipravku a pro zachazeni s nim: Ozareni by mohlo vést k inaktivaci pfipravku. Pripravek
Yescarta musi byt v ramci zafizeni pfepravovan v uzavienych, nerozbitnych, nepropustnych nadobach. Tento léCivy pfipravek
obsahuje lidské krevni buriky. Zdravotnicti pracovnici, ktefi zachazeji s pfipravkem Yescarta, musi pfijmout vhodna opatfeni
(pouzivat rukavice a ochranu oci), aby se zabranilo moznému prenosu infekEnich onemocnéni. S nepouzitym lécivym pFipravkem
a s veSkerym materialem, ktery byl v kontaktu s pfipravkem Yescarta (pevny a kapalny odpad), je tfeba zachazet jako s
potencialné infekénim odpadem a zlikvidovat jej v souladu s mistnimi pokyny pro zachazeni s biologickym odpadem lidského
puvodu.

Drzitel rozhodnuti o registraci: Kite Pharma EU B.V., Tufsteen 1, 2132 NT Hoofddorp, Nizozemsko.

Registracni ¢islo: EU/1/18/1299/001.

Datum revize textu: 07/2024.

Pripravek je vydavan pouze na Iékaisky predpis a je hrazen ze zdroju vefejného zdravotniho pojisténi.
Pred predepsanim pfipravku si prectéte plnou verzi Souhrnu udaji o pfipravku.

* Vsimnéte si, prosim, novych informaci ohledné rizika vzniku sekundarnich malignit v piné verzi SPC.

Gilead Sciences s.r.0., Puimanové 1753/10a, 140 00 Praha 4, Ceska republika ICO: 24268551 | CS-YES-0125
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Jaypirca-
pirtobrutinib

Jaypirca je prvni a jediny schvaleny
reverzibilni inhibitor BTK, ktery
muze obnovit odpovéd nalécbu

inhibici BTK u dospélych pacientu
s MCL po selhani predchozi |éCby
kovalentnim inhibitorem BTK.'-2

Indikace
Pfipravek Jaypirca je indikovan v monoterapii k lé¢bé dospélych pacientt s relabujicim nebo refrakternim lymfomem z plastovych bunék (MCL, mantle cell ymphoma), ktefi podstoupili pfedchozi Ié¢bu inhibitorem Brutonovy tyrozinkinazy (BTK).

P ” P .0 vs
Zkraceny souhrn udaju o pripravku

< Tento Iégivy pfipravek podiéhd dalimu sledovdni. To umoZni rychlé ziskani novych informaci o bezpegnosti. Zéddme zdravotnické pracovniky, aby hidsili jakdkoli podezfent na nezddouci Gginky. Podrobnosti o hidSeni nezddoucich Géinkd viz bod 4.8 Gplného znéni Souhru ddajd o pipravku.

JAYPIRCA 100 mg a 50 mg potahované tablety: Jaypirca (pirtobrutinib) je protinddorové 1é¢ivo, nekovalentni inhibitor Brutonovy tyrozinkindzy. Slozeni: Jedna potahovand fableta obsahuje bud 100 mg nebo 50 mg pirtobrutinibu (pomocnd Idtka monohydrdt laktézy). Indikace: v monoterapii k 16Ebé dospélych pacientl s relabujicim nebo refrakternim lymfomem
z pldstovych bunék, kiefi podstoupili predchozi IEEbu inhibitorem Brutonovy tyrozinkindzy. Ddvkovdni a zplisob poddni: Doporucend ddvka je 200 mg jednou denné, kazdy den priblizné ve sfejnou dobu. Tableta se md spolknout celd, s jidiem nebo bez jidia. Lééba md pokracovat do progrese onemocnéni nebo nepijatelné toxicity. Pokud pacient vyzvraci nebo vynechd
ddvku, md uzit dalsi ddvku v pldnovanou dobu a neuzivat ddvku navic. Pokud se objevi néktery z ndsleduiicich stavti, musi byt poddvani piipravku Jaypirca preruseno do doby, nez dojde ke snizeni na stupef 1 nebo k Gpravé na vychozi hodnotu: neutropenie stupné 3 s horeckou a/nebo infekei, neutropenie stupné 4 trvajici > 7 dni, trombocytopenie stupné 3 s krvacenim,
trombocytopenie stupné 4, nehematologickd foxicita stupné 3 nebo 4. Asympfomatickd lymfocytéza neni povaZovdna za nezddouc Géinek a pacienti maji pokragovat v uzivani pripravku Jaypirca. V Klinické studii byly nezddouct prihody u omezeného poéfu pacientt zvidddny snizenim ddvky. Nenf nutnd dprava dévky na zdkladé véku a u pacientd s lehkou, stiedné
t6Zkou nebo téZkou poruchou funkce ledvin nebo jater. Nejsou dostupné Zddné Gidaje o bezpecnosti a Géinnosti pripravku u déti a dospivajicich (< 18 let). Symptomy preddvkovani pirfobrutinibem nebyly stanoveny a pro preddvkovani pirtobrutinibem neexistuje specifickd IéEba. Pfi preddvkovadni je teba pacienty peclivé sledovat a poskytnout jim odpovidajici podpdrnou
1écbu. Kontraindikace: Hypersenzitivita na Iécivou Igtku nebo kteroukoli pomocnou Itku. ZvidStni upozornéni: U Iéenych pacientl se vyskytly zdvazné infekce véetné fatdinich pripadd. U pacientt s vyssim rizikem oportunnich infekcije treba zvdZit profylaktickou antimikrobidinf1écbu. V zdvislosti na stupni infekce a na tom, zda se vyskytuje s neutropenii, mize byt nutné
prerusit poddvdni pripravku. U Iécenych pacientt se vyskytly krvdcivé pithody véetné fatdinich pripadd, v pitomnosti i nepfitomnosti trombocytopenie. U pacientd je ffeba sledovat zndmky a priznaky krvdcent. Pi soucasném poddvdni s piipravkem Jaypirca je ffeba zvdzit rizika a prinosy antikoagulaéni nebo antiagregacni ferapie a zvdzit dalsi dopliikové sledovani
zndmek krvdceni. PouZiti pfipravku Jaypirca s warfarinem &i ostatnimi antagonisty vitaminu K nebylo hodnoceno. V pfipadé krvdcivych pfihod stupné 3 nebo 4 je ffeba prrerusit poddvani piipravku. V zdvislosti na typu chirurgického vykonu ariziku krvéicent je feba zvazit pomér prinosu a rizika pozastaveni poddvdni pripravku Jaypirca po dobu 3 az 5 dni ped chirurgickym
vykonem a po ném. U IéCenych pacientti se vyskytly cytopenie stupné 3 nebo 4, véetné neutropenie, anemie a frombocytopenie, v priibéhu I6Eby je dle Kiinické indikace tieba sledovat kompletni krevni obraz. V zdvislosti na stupni cytopenie mézZe byt nutné prerusit poddvani pripravku. U Ié¢enych pacientli byla pozorovdna fibrilace/flutter sinf, zejména u pacientl
s fibrilaci sini a/nebo s vicecetnymi kardiovaskuldrnimi komorbiditami v anamnéze. Je tfeba sledovat symptomy fibrilace a flutteru sini a dle Klinické indikace vySeffit elekirokardiogram. Na zdkladé stupné fibrilace/flutteru sini miZe byt zapotfebi prerusit poddvani pripravku. U Ié¢enych pacientd byly ¢asfo pozorovdny dal$i primdrni malignity, nejcastéji lo
o nemelanomové kozni nddory. U pacientl je teba sledovat vyskyt koznich nddord a doporucit jim ochranu pred expozici sluneénimu zdreni. Pfi I6Ebé pripravkem Jaypirca byl vzécné hidSen syndrom nddorového rozpadu (fumour lysis syndrome, TLS). Pacienti s vysokym rizikem vzniku TLS jsou pacienti s vysokou nddorovou zdtézi pred [é¢bou. U pacientl ma byt
posouzeno riziko mozného vzniku TLS a dle klinické indikace maji byt peclivé sledovdni. Pripravek nemaji uzivat pacienti s infoleranci galakf6zy, Gpinym nedostatkem laktdzy nebo malabsorpcei glukdzy a galaktézy. 1 fableta pripravku obsahuje méné nez 1 mmol sodiku. Interakee: Pri uzivani s inhibitory CYP3A neni zapotfebi Zadnd prava dévky pripravku Jaypirca,

substrdtl CYP2C19 a substrdtli CYP3A. Pokud se nelze vyhnout jeho soubéznému poddvdni se substrdty CYP2C8 (napt. repaglinidem, dasabuvirem, selexipagem, rosiglitazonem, pioglitazonem a montelukastem), se substrdty BCRP s tizkym terapeutickym indexem (napf: s vysokymi ddvkami methotrexdtu, mitoxantronem), se substrdty P-gp s Gzkym terapeutickym
indexem (napf. s dabigatran-etexildtem a digoxinem), substraty CYP2C19 s tizkym terapeutickym indexem (napf: s fenobarbitalem a mefenytoinem) a substraty CYP3A s tizkym terapeutickym indexem (napf. s alfentanilem, midazolamem, takrolimem), je ffeba zvazit peclivé klinické sledovdni. Fertilita, téhotenstvi a kojeni: O Gcinku pirfobrutinibu na lidskou ferfilitu
nejsou k dispozici ZGdné ddaje. Pirfobrutinib miZe v pipadé poddvani téhotné Zené vyvolat poskozen plodu. Pfipravek Jaypirca se nemd pouzivat v t8hotenstvi. Zeny ve fertilnim véku musi béhem 1é€by a je$té po dobu 5 tydn(i po posledni ddvce pripravku Jaypirca pouZivat spolehlivou metodu antikoncepce. Muziim se doporuguje béhem 16¢by a jesté po dobu 3 mésici
po posledni ddvce pripravku Jaypirca pouzivat Giéinnou metodu antikoncepce a nepodit dité. Kojeni md byt preruseno béhem I6aby a jeden tyden po posledni dévee piipravku Jaypirca. Uginky na schopnost fidit a obsluhovat stroje: Jaypirca mé maly viiv na schopnost fidit nebo obsluhovat sfroje. U nékterych pacient byly pfi I66bé pFipravkem Jaypirca hid$eny tinava,
zGvrat a astenie, které je teba zvdzit pfi posuzovani schopnosti fidit a obsluhovat stroje. Nezddouci Gcinky: Nejcastéji se vyskytujicimi nezddoucimi dcinky jakéhokoliv stupné jsou Gnava (26,3 %), neutropenie (22,8 %), prijem (22,1 %) a kontuze (19,0 %). Nejcastéjsimi tézkymi (stupné = 3) nezddoucimi Gcinky jsou: neutropenie (19,7 %), anemie (7,9 %)
atrombocytopenie (6,6 %). Zavazné nezddouci G¢inky spojené s piipravkem Jaypirca se vyskytly u 11,3 % pacientd a nejéastéjsimi zGvaznymi nezadoucimi Ginky (vyskyfujicimi se u =1 % pacientli) byly pneumonie (4,7 %), neutropenie (2,2 %), anemie (1,7 %) a infekce mocovych cest (1,0 %). Fatdini nezddouci Géinky byly pozorovény u 0,3 % pacientli (2 pacientt)
v diisledku pneumonie a u 0,1 % pacient (1 pacienta) v diisledku hemoragie. Baleni, vydej a hrazeni: baleni po 28, 30 nebo 84 potahovanych tabletdch 50 mg nebo baleni po 28, 30, 56, 60, 84 nebo 168 potahovanych tabletdch 100 mg (blistry z PCTFE/ PVC zatavené hlinikovou f6lif). Na trhu dostupné baleni po 28 tabletdch 100 mg. Vydej pipravku je vdzén na
|ékaFsky predpis s preskrip&nim omezenim a pfipravek nenf hrazen z prosttedki vefejného zdravotniho pojisténi. Podminky pro uchovdvdni: NevyZaduje 4dné zvidstni podminky uchovdvdni. Drzitel registraéniho rozhodnuti: Eli Lilly Nederland B.V,, Papendorpseweg 83, 3528 BJ Utrecht, Nizozemsko. Gislo registraéniho rozhodnuti a datum posledni revize textu:
EU/1/23/1738/001-009; 8.10. 2024

Pfed predepsdnim piipravku si pedlivé prostuduite Gpiné znéni Souhrnu ddajd o pripravku. Upiné znéni Souhrnu Gidajli o pFipravku obdrZite na webovych strankdch VPOIS spol. Lilly: hitps://www.lilly.cz/cs/produkty/vpois.aspx nebo na adrese: ELI LILLY CR, s.r.0., Pobfezni 394/12, 186 00 Praha 8, fel.: 234 664 111.

BTK=Brutonova tyrosinkindza; MCL=lymfom z pldsfovych bunék.

Reference: x i
1. Jaypirca (pirtobrutinib). Summary of Product Characteristics. Eli Lilly Nederland BV, ELILILLY CR, s.r.0., Pobrezni 394/12, 186 00 Praha 8

2. Mato AR, Shah NN, Jurczak W, et al. Pirtobrutinib in relapsed or refractory B-cell malignancies (BRUIN): a phase 1/2 sfudy. Lancet. 2021,397(10277):892-901. Tel.: +420 234 664 111, www.lilly.com/cz A MEDICINE COMPANY
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CSK

MISE
ZLEPSENI

Ve dvou klinickych studiich
byly po 24 tydnech u anemickych (Hb <10 g/dl) MF pacientl hodnoceny tyto parametry:’

M SNIZENI CELKOVEHO SKORE PRIZNAKU

ZMENSENi OBJEMU SLEZINY

Hb = hemoglobin; JAK = Janus kindza.

*Ti definovano jako pomér pacientil bez transfuzi a vsech

s hodnotami Hb > 8 g/dl v obdobi 12 tydnii pred az do tydne 24."

‘Ucinnost ve studii SIMPLIFY-1 byla hodnocena u podskupiny pacient(i s anémif (Hb <10 g/dL)."
STSS bylo méfeno pomoci formulafe pro hodnocenf pfiznaki myelofibrézy verze 4.0.1."
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Roche)

Prvni bispecificka

protilatka v Iécbe

DLBCL s fixnim
rezimem podavani--

COLUMVI'V

glofitamalb

*Pripravek Columvi byl podminecng schvélen pro pouZiti v monoterapii k 16cbé dospélych pacientd s relabujicim nebo refrakternim difuznim velkobungénym B-lymfomem (DLBCL) po nejméné dvou liniich systémové I8chy.

GOLUMVI 2,5 mg koncentrat pro infuzni roztok « GOLUMVI 10 mg koncentrdt pro infuzni roztok e  Zakladni informace o pripravku; UGinnd latka; glofitamabum. DrZitel rozhodnuti o registraci: Roche Registration GmbH, Emil-Barell-Strasse 1, 79639 Grenzach-Wyhlen, Némecko. Registragni islo:

EU/1/23/1742/001,EU/1/23/1742/002. Indikace: Pripravek Columvije indikovan vmonoterapii k 16che dospélych pacienti s relabujicim nebo refrakternim diftiznim velkobunegnym B-lymfomem (DLBCL) po nejméné dvou liniich systémové I6cby. Davkovani a zpiisob poddni: Pripravek Columvi ma byt podavan
pod dohledem zdravotnického pracovnika s praxiv diagnostice a l6Ebé onkologickych pacient a s pfistupem k odpovidajicimu 6kafskému zdzemik I6Eb& zdvaZnych reakel spojenych se syndromem z uvolngni cytokind (CRS). Pripravek Columvije tfeba poddvat dostatecn hydratovanym pacienttm. Premedikace ve formé
intravendznich glukokortikoid( m4 byt poddna vSem pacientim v den 8 a 15 prvniho cyklu a v den 1 druhého a tFetiho cyklu 16Eby nejméné hodinu pred infuzi pfipravku Columi. Premedikace intravendznimi glukokortikoidy mé byt podéna i pacienttim s vyskytem CRS jakéhokoliv stupné pi pedchozi dévce. Premedikace
perordlnim analgetikem/ antipyretikem a antihistaminikem ma byt podana viem pacientiimv den 8 a 15 prvniho cyklu av den 1 druhého a dalsich cykli nejméné 30 min pred infuzf pfipravku Columvi. Maximdlni doporugend délkalécby pripravkem Columvije 12 cykld nebo do progrese onemacnéni nebo nepfijateln toxicity.
Kazdy cyklus trva 21 dnd. Predlégba obinutuzumabem: V den 1 prvniho cyklu (tj. 7 dnii pred zahdjenim [égby pfipravkem Columvi) je vSem pacientiim podéna jednordzova ddvka obinutuzumabu 1000 mg. Létha glofitamabem: doporutend ddvka glofitamabu je v den 8 prvniho cyklu 2,5 mg, v den 15 pruniho cyklu 10 mg
avden 1 druhého aZ dvandctého cyklu 30mg. Doporucend délka infuze je v prvnim adruhém cyklu 4 hodiny. PFi dobré snaSenlivostiinfuziv prvnim a druhém cyklu lze nasledujict infuze pripravku Columvi podévat po dobu 2 hodin. Kontraindikace: Hypersenzitivita na lécivou létku, obinutuzumab nebo na kteroukoli pomocnou
létku. Konkrétni kontraindikace obinutuzumabu viz Souhrn tdajdi o pripravku (SPC) Gazyvaro. Vijznamné interakce: Nebyly provedeny Zadné studie interakci. Neotekdvaji se Zadné interakee pfipravku Columvi prostiednictvim enzymii ze skupiny cytochromi P450, jinych metabolickych enzymi Gi transportérd. Pocatecni
nezadoucimi tcinkyjsou CRS, neutropenie, anemie, trombocytopenie, bolest hlavy, zdcpa, prjem, nauzea, horecka, vyrazka, znovuvzplanutinddorového onemocnéni, virové infekce, hypofosfatemie, hypomagnesemie, hypokalcemie a hypokalemie. Upozornéni; U pacientii [écenych pripravkem Columvi byl hlasen vyskyt CRS
vietné Zivot ohroZujicich reakel. Nejtastéjsimi projevy CRS byly horecka, tachykardie, hypotenze, zimnice a hypoxie. U pacient je tfeba vySetfit jiné moZné pficiny horecky, hypoxie a hypotenze, nap. infekce nebo sepsi. CRS je tfeba I6Git na zaklad@ pacientova klinického obrazu a podle doporutenik I68b& CRS uvedenych
vTabulce 3 SPC Columvi. Reakce souvisejici s podanim infuze mohou mit Klinicky stejné projevy jako CRS. CRS se ve vétsing pripadd vyskytl po pruni dévee pripravku Columvi. Po pouziti pripravku Columvi byly soubgzng s vyskytem CRS hldSeny zvySené hodnoty jaternich testd. Pred infuzf pripravku Columviv cyklu 1 a 2 musi
byt k dispozici nejméné 1 ddvka tocilizumabu pro pfipad vyskytu CRS. Behem 8 hodin od podéni pedchozi davky tocilizumabu musf byt zajistén pristup k dodateéné ddvee tocilizumabu. Bhem vSech infuzf pripravku Columvi a nejméné 10 hodin po skongenf prvni infuze musf byt pacienti sledovéni. Predepisujfcf Iékar musi
nacienta poutit o riziku vyskytu CRS azndmkach a pfiznacich CRS. Pacienti musi byt pouceni, aby okamZité vyhledali16kare, pokud se unich vyskytnou znamky nebo piznaky CRS. Pacient(im je treba vydat kartu pacientaa poutit je, aby méli kartu neustale pfi sobé. U pacientii IGenyich pFipravkem Columvi se vyskytly zdvazné
infekce (jako je sepse a pneumonie). Pripravek Columvi nesmi byt poddvan pacienttim s aktivni infekcr. B&hem 16chy pripravkem Columvi byla hldSena febrilni neutropenie. U pacienti s febrilni neutropenifje tfeba okamzité zhodnotit pritomnost infekce a zahdjit 16chu. U pacienti I6cenych pFipravkem Columui bylo hidSeno
nfipravkii k profylaxi hyperurikemie. Imunizace Zivymi vakcinami b&hem 16gby pripravkem Columi se nedoporucuje. Pro pacienty s CD20-negativnim DLBCL miZe mit IéEba pFipravkem Columvi mensi pfinos ve srovnéni's pacienty s CD20-pozitivnim DLBCL. Je tFeba zvéZit potencidlnirizika a pFinosy spojené s I6Ebou pacienti
s 6D20-negativnim DLBCL pFipravkem Columvi. Doba pouZitelnosti: 30 mésict - neoteviend injekeni lahvicka. Dostupnd baleni; COLUMVI 2,5 mg koncentrét pro infuzni roztok, COLUMVI 10 mg koncentrat pro infuzni roztok. Podminky uehovavani; Uchovévejte v chladnicee (2-8 °C). Chrarite pred mrazem a pred svétlem.
Datum registrace: 7.7. 2023. Datum vytvoreni textu Zkrdcené informace o pripravku: 1.7.2024. Aktulni verze Souhrnu ddajii o pripravku je dostupnd na https: / /www.sukl.cz

v Tento Ig€ivy pripravek podléhd dalSimu sledovani. To umozni rychlé ziskni nowjeh informaci | - Vdej I6civeho pripravku je vézan na lékafsky predpis. Légivy pripravek je hrazen z prostiedkd verejného zdravatniho pojisténi. Podminky dhrady viz. www.SUKL ez Dalsfinformace | Reference: 1. Souhm informec o pfipravku Columvi; 2. European Medicines
0 bezpetnosti. Zgdame zdravotnické pracovniky, aby hidsiijakakoliv podezren na neZédouci | o pripravku ziskéte ze Souhu tdajl o pipravku Columvi nebo na adrese ROCHE s.ro,, Futurama Business Park Bld F, Sokolovské 685/ 136, 186 00 Praha 8, Czech Republic, | Agency, Columvi authorisation detalls [onfine], dostupné z fitps/ /wwwema.
(icinky na www.Sukl.cz/ nahlasitnezadouckicinek nebo na czech_republic.pa_susarGroche.com. | Tel: +420 220 282 111, Podrobné informace o tomto piipravku jsou uvefjnény na webovych strankdch Evropske Iékove agentury (EMEA) http:/ /wwwemea europa.su/ europa.gu;en/medicings, human, EPAR columyi #authorisation-Cetalls section

Roche s.r.0., Futurama Business Park Bld F, Sokolovskd 685,/136f, 186 00 Praha 8, tel.: +420 220 383 111, www.roche.cz M-CZ-00004456
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BRUKINSA

(ZANUBRUTINIB)

BTK INHIBITOR NOVE

MiL
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GENERAGE SCHVALENY
VE 4 INDIKACIGH"

Brukinsa’’

zanubrutinib tvrdetobolky

Reference: 1. BRUKINSA. European Union Summary of Product Characteristics. BeiGene, Ltd; 2023. 2. Tam CS, et al. Expert Rev Clin Pharmacol. 021;14(11):1329-1344. 3. NPM Rozhodnuti BRUKINSA, Sp. zn. SUKLS120337/2023, sukl.cz.
Zkratky: BTK: Brutonova tyrozinova kindza; TP53: gen kodujici onkosupresoricky protein p53lymfom z malych lymfocytd/malobunéény B lymfom del(17p): genové delece na kratkém raménku chromosomu 17; CYP3A: izoenzym ze skupiny cytochromu P450, enzymd

odpovédnych za metabolickou pfeménu cizorodych latek

Zkracena informace o lécivém pFipravku Brukinsa (zanubrutinibum)

Tento IécCivy pripravek podléhd dalSimu sledovani. To umozni rychlé ziskani novych informaci o bezpecnosti.

Z&dame zdravotnické pracovniky, aby hlasili jakakoli podezreni na nezadouci téinky.

Pred pfedepsanim pripravku se seznamte s Uplnym Souhrnem Gdajl o ptipravku (SmPC).
Nazev ptipravku: Brukinsa 80 mg tvrdé tobolky Kvalitativni a kvantitativni sloZeni: jedna tvrda tobolka obsahuje
zanubrutinibum 80 mg. Obsah tobolky: mikrokrystalicka celulosa, sodna sul kroskarmelosy, natrium-lauryl-sulfat (E 487),
koloidnibezvody oxid kremicity, magnesium-stearat. Obal tobolky: Zelatina, oxid titanicity (E 171). Potiskovy inkoust: Selak
(E 904), cerny oxid zelezity (E 172), propylenglykol (E 1520). Terapeutické indikace: Pripravek BRUKINSA je indikovan
v monoterapii k 1é¢bé dospélych pacientl s Waldenstrémovou makroglobulinemii (WM), ktefi podstoupili alespon
jednu predchozi 1é¢bu, nebo v prvni linii k 1é¢bé pacientl nevhodnych pro chemoimunoterapii. Pripravek BRUKINSA
je indikovan v monoterapii k 1é¢bé dospélych pacientt s lymfomem marginalni zény (MZL), ktefi podstoupili alespon
jednu predchozi Ié¢bu na bazi protilatky anti-CD20. Pripravek BRUKINSA je indikovan v monoterapii k Ié¢bé dospélych
pacientd s chronickou lymfocytarni leukemii (CLL). P¥ipravek BRUKINSA je indikovan v kombinaci s obinutuzumabem
k 1é¢bé dospélych pacientd s refrakternim nebo relabovanym folikularnim lymfomem (FL), ktefi podstoupili alespon
dvé predchozi systémové lé¢by. Davkovani a zplsob podani: 1é¢ba timto léCivym pripravkem méa byt zahéjena
a kontrolovana lékafem, ktery ma zkusenosti s pouzitim protinddorovych léCivych pfipravkd. Davkovani: doporucena
celkova denni davka zanubrutinibu je 320 mg. Denni davku je mozné uzivat jednou denné (Ctyfi tobolky 80 mg) nebo
rozdélenou do dvou davek po 160 mg (dvé tobolky 80 mg) Lécba pripravkem BRUKINSA ma pokracovat az do progrese
onemocnéni nebo nepfijatelné toxicity. Doporucené Upravy davky zanubrutinibu z divodu nezadoucich G¢inkd nebo
soucasné aplikované lécby jsou uvedeny v SmPC. Zvlastni populace: U pamentu se zavaznou poruchou funkce ledvin
(CrCl < 30 ml/min) nebo dialyzou je nutno sledovat vyskyt nezddoucich Gcinki (viz SmPC). Doporucend davka pfipravku
BRUKINSA u pacient( se zavaznou poruchou funkce jater (tfida C podle Child-Pugha) je 80 mg peroralné dvakrat denné.
U pacientd se zdvaznou poruchou funkce jater bedlivé sledujte vyskyt nezadoucich ptihod vyvolanych pfipravkem
BRUKINSA (viz SmPC). Zpusob podani: ptipravek BRUKINSA je urcen pro peroralni uzivani. Tvrdé tobolky lze uzivat
s jidlem nebo bez jidla. Pacienty je nutné instruovat, aby polykali tobolky vcelku, zapijeli je vodou, a aby je neotvirali,
neldmali ani nekousali. Kontraindikace: hypersenzitivita na lécCivou latku nebo na kteroukoli pomocnou latku (viz
SmPC). Zvlastni upozornéni a opatfeni pro pouZiti: Krvaceni: u pacientl lé¢enych pfipravkem BRUKINSA se vyskytly
zavazné a fatalni hemoragické prihody. U pacientt byl hlasen vyskyt krvacivych pfihod 3. nebo vyssiho stupné, véetné
intrakranidlniho a gastrointestinalniho krvaceni, hematurie a hemotoraxu. U pacientl s hematologickymi malignitami
dochézelo ke krvacivym prihodam jakéhokoli stupné, véetné purpury a petechie. U pacientd podstupujicich antiagregacni
nebo antikoagulaéni lécbu mize pripravek BRUKINSA zvySovat riziko krvaceni a znamky krvaceni je proto u nich nutno
sledovat. Soucasné s pripravkem BRUKINSA nema byt podavan Warfarin nebo dalsi antagonisté vitaminu K. U pacientd
je nutno sledovat zndmky a pfiznaky krvéceni a sledovat celkovy krevni obraz. Infekce: u pacientt lé¢enych pfipravkem
BRUKINSA se vyskytly fatalni a nefatdini infekce (véetné bakteridlnich, virovych nebo mykotickych infekci nebo sepse)
a oportunniinfekce (napt. herpetické virové infekce, kryptokokové infekce, aspergildza a pneumocystdza). Pred zacatkem
|é¢by pripravkem BRUKINSA je nutné u pacientt zjistit vyskyt HBV. Cytopenie: u pacientt |é¢enych pFipravkem BRUKINSA
byl na zakladé laboratornich méfeni hldsen vyskyt cytopenii 3. nebo 4. stupné, véetné neutropenie, trombocytopenie
a anemie. Druhé primarni malignity: u pacientl s hematologickymi malignitami lé¢enych pripravkem BRUKINSA

Q SWIiXX sicprarma

Modern Medicines for All

Swixx Biopharma s.r.o., Hybernska 1034/5, 110 00 Praha 1,
tel.: +420 242 434 222, www.swixxbiopharma.com

se vyskytly druhé primarni malignity, vCetné nekozniho karcinomu. Ne]caste15|m| druhymi  primarnimi mallgn|tam|
byly karcinomy kize (bazoceluldrni karcinom a dlazdicobunécny karcinom klze). Fibrilace sini a flutter: u pacientd
s hematologickymi malignitami lé¢enych pripravkem BRUKINSA , zejména u pacientd s rizikovymi faktory srdeénich
komplikaci, hypertenzi a akutnimi infekcemi, se vyskytla fibrilace sinfa fiutter sini. Syndrom nadorového rozpadu: pfi lé¢bé
zanubrutinibem byl vzécné hldsen syndrom nadorového rozpadu, zejména u pacientt, ktefi byli [éEeni pro chronickou
Iymfocytérm’ leukemii (CLL). Interakce: zanubrutinib je primérné metabolizovan enzymem 3A cytochromu P450 (CYP3A).
Soubézné uzivani pripravku BRUKINSA a lé¢ivych pfipravkd silné nebo stredné silné inhibujicich CYP3A (posakonazol,
vorikonazol, ketokonazol, itrakonazol, klarithromycin, indinavir, lopinavir, ritonavir, telaprevir, erythromycin, mprofloxacm
diltiazem, dronedaron flukonazol verapam|l aprepitant, imatinib, grapefruitovy dzus, sevillské pomerance) mize
zvy$ovat expozici zanubrutinibu. Soubézné pouzivani zanubrutinibu a silnych nebo stfedné silnych induktor CYP3A
(karbamazepin, fenytoin, rifampicin, tfezalka te¢kovana, bosentan, efavirenz, etravirin, modafinil, nafcilin, rifabutin) mdze
snizovat plazmatické koncentrace zanubrutinibu. Zanubrutinib je mirny induktor CYP3A a CYP2C19. Soubézné uzivani
zanubrutinibu mdze snizovat plazmatické koncentrace lé¢ivych pripravky, které jsou jejich substraty. Pfi soubézném
podavani peroralnlch P-gp substratd s Uzkym terapeutickym indexem (napf. dlgoxm) je nutna opatrnost, protoze
zanubrutinib mlze zvysovat JeJICh koncentrace. Téhotenstvi a kojeni: na zakladé nalezl u zvifat mize BRUKINSA pFi
podavani téhotnym zenam zpusobit poskozem plodu (viz SmPC). Zeny ve fertilnim véku proto musi béhem uzivani
pFipravku BRUKINSA a po dobu do jednoho meésice po ukonceni terapie pouzivat vysoce ucinnou antikoncepci. Kojeni
ma byt béhem lécby pripravkem BRUKINSA preruseno Uéinky na schopnost Fidit a obsluhovat stroje: U nékterych
pacientl uzivajicich pripravek BRUKINSA byla hldsena Unava, zavraté a astenie, coz je nutno vzit v Gvahu pfi hodnoceni
schopnosti pacienta fidit nebo obsluhovat stroje. Nezadouci ucinky: Velmi Casté: infekce hornich cest dychacich,
podlitiny, neutropenie, krvacenl/hematom vyrazka, muskuloskeletaIni bolest, kasel, prdjem, pneumonie, zhmozdéniny,
trombocytopeme Unava, anemie, hypertenze artralgle infekce mocovych cest, zacpa, zavrat, hematurie, bolest zad,
snizeny absolutni pocet neutrofllu trombocytd a hemoglobinu. Casté: petechle epistaxe, pruritus, perlfernl edém,
infekce dolnich cest dychacich, purpura, bronchitida, astenie, fibrilace sini a flutter, ekchymaoza, febrilni neutropenie. Méné
Caste: reaktivace hepatitidy B, gastrointestinalni krvacem syndrom nadorového rozpadu. Neni zndmo: generalizovana
exfoliativni dermatitida. Zvlastni opatfeni pro uchovavani: tento lé¢ivy pripravek nevyzaduje zadné zvlastni podminky
uchovavani. Druh obalu a obsah baleni: HDPE lahvicka s détskym bezpecnostnim polypropylenovym uzévérem. Lahvicka
obsahuje 120 tvrdych tobolek. Drzitel rozhodnuti o registraci: BeiGene Ireland Limited, 10 Earlsfort Terrace, Dublin 2
D02 T380, Irsko Registraéni €islo: EU/1/21/1576/001 Datum revize textu: 15/11/2023.

URCENO PRO ODBORNOU VEREJNOST.

Vydej IéCivého pFipravku je vazan na Iékafsky predpis. Pripravek je hrazen z prostredku vefejného zdravotniho pojisténi.
Pred pfedepsanim pfipravku se seznamte s tplnym Souhrnem Udaji o pripravku. Uplnou informaci o pfipravku
obdrzite na adrese: Swixx Biopharmas.r.o,, Hybernska1034/5,110 00 Praha, tel.: +420 242 434 222. Podrobné informace
o tomto pfipravku jsou uverejnény na webovych strankach Statniho Ustavu pro kontrolu léCiv (SUKL) https://prehledy.
sukl.cz/prehled_leciv.html. Nezadouci U¢inky musi byt hlaseny Statnimu Ustavu pro kontrolu lé¢iv http://www.sukl.cz/
nahlasit-nezadouci-ucinek nebo spoleénosti BeiGene Ireland Limited prostfednictvim e-mailu: bg.ireland@beigene.com
nebo telefonu: +353 1566 7660 pripadné lokalnimu zastoupeni spolecnosti Swixx Biopharma s.r.o.:
medinfo.czech@swixxbiopharma.com

Datum pfipravy zkracené informace o lé¢ivém pfipravku Brukinsa: 11/2023

PM-CZ-2024-12-7802, Datum pfipravy: 12/2024
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SEZNAMTE SE S NASI NOVINKOU PRO HEMATOLOGI!

H7100

H7100 je automaticky hematologicky analyzator s rozsahlou
skdlou parametru, zahrnujici panel retikulocytl, nezralé

granulocyty (IG), frakce nezralych trombocytu (IPF),
s moznosti méreni z plné a kapilarni krve.

bSl 15013485
Qualty
@ Managerent for
Medica Deices
CERTIFIED

Délame automatizaci dostupnou
pro laboratore po celém svété

PRINCIP MERENI
WBC a retikulocyty:

Fluorescencni pritokova cytometrie

RBC: Impendance
PLT: impedance a optika

)

HGB: kolorimetrickd metoda bez kyanidd
Q)

ROZSAH LINEARITY

WBC :  0-500 x 10"9/L
RBC : 0-8.6x10M2/L
HGB : 0-260g/L

HCT : 0-75%

PLT : 0-5000 x10"9/L
RET%: 0-30%

70+ PARAMETERU

35 reportovanych parametr(
+ 36 vyzkumnych parametrt

VYKON
66-100 testd/hod.

MINIMALNI OBJEM VZORKU

CBC+DIFF — 30 pl
CBC+DIFF+RET — 35 pl

%

(G

6 REAGENCII
a1 cCistici roztok

IDENTIFIKACE
REAGENCII

RFID karta

ZOBRAZENI

3 histogramy
2 3D scattergramy
8 2D Scattergramy

KAPACITA AUTOLOADERU
60 vzorkd

DISPLEJ
12,1 TFT dotykovy displej

PAMET
AZ 150 000 vysledk

www.erbalachema.com

m.rachelova@erba.com | L.Lukeszova@erba.com
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@ VENCLYXTO’

venetoklax tablety

LECBA KONCI, ZIVOT POKRACUJE

Pacienti s CLL po dokon¢eni Ié¢by maiji dalSi obdobi bez aktivni terapie'3

« Obdobi bez aktivni 1écby « Cilové datum dokon¢eni lécby
« Fixni néklady na lécbu « Limitovana lé¢ebna expozice

STOP
L3 it @ (e

LL).
6che dospélch pacientd s dosud nelécenou CLL. Pifpravek Venclyxto v kombinaci rituximabemg’e
R L Eho receptort, nebo u nichi tato 16cha selhala, nebo's absenct delece 17p nebo mutace genu P33
U dospéljch Batientl‘], unichz selhala chemoimunoterapie i cba infibitorem drahy B-bunétného receptoru. Kontraindikace: Hypersenztivita na lécivou litku nebo na kteroukoli pomocnoulatku; U pacientt s CLL soucasné pouti e silnjmi inhibito?/ CYP3A pri zahdjeni terapie a béhem titrace davky; u vsech pacientd uzfvani ph’gravkﬂ obsahujicich tiezalku
teckovanou. Davkovani a zpiisob podani: Léhu venetoklaxem musi zahjt a monitorovat Iékar se zkuSenostmi s pouitim prot‘médorovfch Iécivjch pripravkd. U pacientd Iécenich venetoklaxem se miize wyvinout syndrom nadorového rozpadu (TLS). K prevenci a snizent rizika TLS je tfeba se fdit informacemy popsanyimiv SPC, veetné hanocenir‘\zika
rofylaktickich patfent,plinu ttace daky,laboratorho monitorovént  ékovich interak. Podvini se musiv pripac poieby iersit. CLL zahajovactdévka je 20 mg venetoklaxu jednou denn po dobu 7 dnd. Daka se musf po dobu 5t postupné avySovat (B idje iz SPC)a na denn dévku 400 m. Uelem pétjdenni titrace davky je postupné
amenSovani nddorové z4téze (1. debulking)a snizovani izkaTLS. Venetoklar v kombinaci  obinutuzumabem: Venetoklax se podva celkem 12 cyIpritem ke cykius ma 28 dnf: 6 yhld v kombinacis obinutuzumabem a ndsledné 6 cyl venetoklaxu samostatné. Obinutuzumab podvejte 1. den 1. cykduv davce 100 mg, naslednd dévka 900 mg mize byt
goda’na 1.nebo 2. den. 8. 15. den 1.c%k|u apak 1.den kazdého dalsfho 28denniho cyklu - celkem 6 cykld - podavejte davku 1 000 mg. Dvacéty druhy den 1. yklu zachéte postupovat podle Stjdenniho schématu titrace davky venetoklaxu {viz tabulka v SPC)  do 28.dne 2. cyklu. Po dokonceni schématu ttrace davky e doporucend dévka venetoklaxu od 1. dne
.Cyklu obinutuzumabu aZ do posledniho dne 12. cyklu 400 mg jednou denné. Ddvka venetoklaxu v kombinaci s rituximabem po titract: DoForuCena’ avka venetoklaxu v kombinaci ituimabe je 400 mg jednou denn. Rituimab podévejte poté, co pacient dokoncilpldn ttrace davky a dostdval doporuCenou dennf davku 400 g venetoklaxu po dobu 7 dnd.
Venetoklaxs¢ v po dobu 24 mésfci od 1.dne 1. yklurituximabu. Divka venetoklanu v monoterapii po ttrac: Doporucend davka venetoklaxuje 400 ma jednou denné. Lécba pokaujea do progrese onemocnéni nebo do doby, kly i pacient estane tolrovat.Pro dalS opaten ke snizenf rizka TLSpii écbé L viz SPC. LvlStni populace: U stersich pacient
(veveku > 63 et) neni teba pravovat davku. U pacienti s ehkou,siedng tézkou nebotézkou poruchou funkce ledvin(CrCl > 15 mlimin a < 90 mijmin] neni dprava davky nutna. Venetoklax se mé pacientim s téfkou poruchau funkce ecvin (Crgl] >15mifmina< 30 ml/mingpodévatjenvpﬁ’padé, ze pifnos prevai iziko,a pacienty je feba dakladnéji monitorovat
ki znamkm toricty vzhledem ke 2v{Senému riziku TLS.U pacient  lehkou nebo siedné té2kou poruchou unkce jater s Zdnd dprava davky nedaporutuje, ale u pacienti se tfedn téikou poruchou funkce ater e tieba pi ahéjeni terapie a v fittrace dvky ddkladnéji monitorovat znamky toxicity. U pacentl s é2kou poruchou funkcejate[ﬂ'e doporuceno
v prdbéhu IEchy snient davky minimalné o 50 %. Tyto pacinty j teba dtkladnéji monttorovat kvl zndmkém toxicty. BezpeCnosta dcinnost pipravku Venc?xtoudétido%let nebylastanovena. Zpisob podani: Perornf podén, tablety se majipolykatcelé a zapfetvodou kad den pibliiné ve sejnou dobu. Tablty se must uéivat s jclem. Zvlétni

0

upozornéni a varovani: CLL Vy5 rizko 1L pfi zahdjent IéChy venetoklavem majfpacient s vysokou nadorovou zdte raiko dale avSuje smizend funkce ledvin (CrCl < 80 mimin). U pacientl {e tfeba posoudit riziko a maé\’ ostdvat prislusnou profylaxi LS veetné hyclratace a antihyperurikemickjch ltek.Je tieba monitorovat biochemicke paremetry krve
aabnorma\itﬁ/ nermdlenéfeﬁt. Podvnise musfv prfpadé pot?ebx prenuit. U pacient écenych venetoklaxem ve studiich v kombinaci  rituximabem nebo obinutuzumabem nebo v monoterapiibyla hldSena neutopenie 3.nebo 4. stuppe. B&hem lécby se must monitorovat iy krevni obraz. U pacienti s tkou neutrogeni\’sedoporuiuje prerusenil&cby nebo
snizeni ddvek. By ihl;%enyza’vainé infekee veetng pripadd sepse s fatélnim zakondenim. Pi podezfent na infeki je tiebahned EodatIéEbuvﬁetnéantimikrobiélnich liteka poddvanivenetoklaxu L}Feruﬁtnebo priméfené snitjeho davku. Upravy davky venetoklaxu 2 divodu nedadoucich cinkii sou podrobné uvedeny v SPC. Nedadoueicinky: CLL: NejCastjSimi
nezédoucmi dcinky (> 20%) libovolného stupné u pacent’, ief dostavali venetoklax v studich v kombinaci s obinutuzumabem nebo rituximabem, byly neutropente,prdjem a infekce homich cestdjchacich. Ve studiich v monoterapiibyly nejCstejmi nezddoucimi dcinky neutrapentelsniZen poctu neutofild, prijem, nauzea, anemie, inava anfekce harnich
cestdjchacih. NejCatEj uvadénymi zvanjmi nezédoucimi cinky (> 2 %) u pacientd, Keffdostaval venetoklax v kombinaci s obinutuzumabem nebo ituximabem, byly pneumonie seEse, febrilnf neutmfenieaTLS.Ve studich v monoterapiibyly nefeastéj uvddEnjmi zavainjmi nezddoucimi dcinky (> 2 %) pneumanea febrilni neutiopenie. Pirusen léchy
a snizeni ddvky kvuli nezadoucim ticinkdm u CLL: K ukoncent écby kvl nezadoucim dcinkim doslou 16 % Eacientﬁ Iécenych venetoklatem v kombinaci s obinutuzumabem nebo rituximabem ve stuciich CLL14 a MURANO. Ve stuiich v monoterapi s venetoklaxem ukondilo 1écbu 11 % pacientt v ddsledku nezadoucich Gcink—L. Ke snizeni davky kvl nezédoucim
tcinktim bylo pristoupeno u 21 % pacientd IéEengch kombinacf venetoklaxu a obinutuzumabu ve studii CLL14, u 15 % Badentﬁ Iécenych kombinaci venetoklaxu a rituximabu ve studii MURANO a u 14 % pacientl lécenjch venetoklaxem ve studiich v monoterapii. K gFeruéem’ léchy v dsledku nezédoucich tcinki doslo u 74 % Fadentﬁ lécenych kombinaci
venetoklaxu a obinutuzumabu ve studii CLL14au 71 % pacientl [écenjch kombinacivenetoklaxu a ituximabu ve studii MURANO; ne'Easté%éim nezadoucim tcinkem, ktery ved! k prerusenIéchy venetoklaxu, byla neutropenie (41 %ve studii CLL14 .43 %ve studii MURAN ).Vestudh’chvmonoterapiisvenetoklaxemdoélokFFeruéenf gty v dlsledku nezédoucich
(cink~ u 40 % pacientl; njcastéjsim nezddoucim dcinkem, kiery vedrk pieruSent Iéchy, byla neutropenie (3 %). fediatrické studii M13-833 u 140 pediatrickych a mlacych dospelych pacient; s relabuicimi nebo refrakternimi malignitami nebyla zjiéténa zédna nova rizika ani roblém%ty’kajia’se bezpetnosti Interakee: Silné nebo stfedné silné inhibitory CYP3A
(nap. ketokonazol, itrakonazol, Eosakonazol,vorikonazol, klarithromgtin), inhibitory P-gp a BCR, induktory CYP3A, azithromycin, atky snizujict hladinu Zaludecnf kyseliny,sekvestranty Zlucowjch kyselin, warfarin, mohou zménit expozici venetoklaxu a mize bjt vjsena rizia TLS pii zahdjeni terapie a behem titrace da’vky,vPacientrjetFeba dkladnéji monitorovat
ki zna’mkérr;< Itoxicitya én%ie it zapotgzbé davku déle upravit (podrobnost viz. SPC). enetoklax se nemd podavat soucasne s sinyim nebo stiedné ilnjmi indultory CYP3A. Téhotenstvi a kojeni: Zeny s¢ béhem uzivan pifpravku Venclyxto a po dobu nejméné 30 dni po ukonten by maj vyhnout otéhotnén. Zeny ve fertinim véku proto musf béhem
uivéni venetoklaxu a po dobu nejmené 30 dnd '
uchovdvéni. Baleni: enclyxto1amﬁz10neboflltablet;VendyxtoSOm%: nebo 7 tablet; Vendl xto100m%/:7neboMtabletnebovicena’sobnéba\enimneb0360tablet.DriiteI rozhodnutioreglstraa:Abb e Deutschland GmbH & Co.KG, Knollstrasse, 67061 Ludwigshafen, Némecko. Registracni isla: Venclyxto 10 mg: EUM/16/1138/001 (10 tablet
EU/1/16/1138/002 (14 tablet); Venclyito 50 mg: EUM/16/1138/003 (5 ta Iet),EU/W/W6/1138/00X(7tablet); enclyxto 100 mg: EU/1/16/11381005 (7 tablet), EU/1/16/11381006 (14 tablet), EU/1/16/1138/007 (112 tablet), EU/1/16/11381008 (380 tablet). Posledni revize textu: 09/2024. Pripravek je vézdn na pfedpis{ékafeaje razen smiuvnim zdravotnickym
zaifzenim 2 vefejného zdravotniho pojistént u pacient s CLL pro indikace schvalené pro kombinacis obinutuzumaﬁem neborituximaberm a u pacientls s AMLv kombinaci s azaciticinem. Seznante s, post,  phou informacto pirask roviechnyschciené inikace e, e ledepiee

*po 3mésicnf indukeni 1écbé prpravkem ibrutinib (3 cykly po 28 dnech), ndsleduje 12 cykld po 28 dnech spolecné Iéchy ibrutinibu s venetoklaxem, *po 12 cyklech v délce 28 dni pro léchu VEN+-0; * po Stydenni fdzi titrace davky a 24 cyklech v délce 28 dnf pro [écbu VEN-HR. VEN+0 = venetoklax + obinutuzumab; VEN-R = VENCLYXTO -+ rituximab; CLL = chronické lymfocytami leukémie.

Reference: 1. SPCVENCLYXTO; 2. Al-Sawaf 0, Zhang C, Robrecht S, et al. Venetoclax-obinutuzumab for previously untreated chronic lymphocytic leukemia: 5-year results of the randomized CLL14 study. HemaSphere. 2022;6:(53):49-50; 3. Seymour JF, Kipps TJ, Eichhorst B, et al. Enduring undetectableMRD and updated outcomes in relapsed/refractory CLL after fied-duration venetoclax-
rituximab. Blood. 2022. https://doi.org/10.1182/blood.2021015014. Published online May 5, 2022; 4. Souhrn tdajd o piipravku IMBRUVICA.

0 ukoncent Iéchy poutivat ysoce dcinnou antikoncepci.V soucasné dobé neni zndmo, zda venetoklax maze snit cinnost hormondlniantikoncepce, a proto eny uiivad'icihormona’lnianﬂkonce (i maji pridati bariérovou metodu. Béhem léchy pn’ﬁravkemVenclyxtojetfeba perusit ko&eni. ia’dnézvla’§tm’p0dm|’nk¥
U

AbbVie s.r.o. | Metronom Business Center | Bucharova 2817/13 | 158 00 Praha 5 :
tel: 233 098 111 | fax: 233 098100 | www.abbvie.cz | CZ-VNCCLL-240029 | Datum pripravy: 11/2024 obbvie



Atypicky hemolyticko-uremicky syndrom (aHUS) U'LTO'M |'R I S®

Paroxysmalni noéni hemoglobinurie (PNH) (ravulizumab)

koncentrat pro infuzni roztok

s

Okamzita a Uplna inhibice C5' je dosazena po prvnim podani pfipravku
ULTOMIRIS® u pacientti s PNH a aHUS.!?

Pripravek se podava intravenozni infuzi 1x za 8 tydnt.'”

* Trvala inhibice C5' pretrvavala u vech pacientti po dobu 26 tydnti Ié¢by pripravkem ULTOMIRIS® ve studiich faze 3.1

** Pocinaje 2 tydny po nasycovaci davce se udrzovaci davky podavaji jednou za 4 nebo 8 tydni
(v zavislosti na télesné hmotnosti).

Reference: 1. Souhrn (dajl o pfipravku, ULTOMIRIS®. 2. Rondeau E, et al. Kidney Int. 2020:97;1287-1296.
aHUS = atypicky hemolyticko-uremicky syndrom. PNH = paroxysmalni nocni hemoglobinurie.
fInhibice volného sérového C5 (koncentrace < 0,5 pg/ml).

CZ-6752 | Datum pfipravy: 11/2024

AstraZeneca Czech Republic s.r.o.
U Trezorky 921/2, 158 00 Praha 5 - Jinonice | tel.: +420 222 807 111 | www.astrazeneca.cz

Zkracena informace o lécivém pripravku Ultomiris®
Pred predepsanim pripravku se seznamte s Gplnym Souhmem Gdajl o pipravku.

Ultomiris (ravulizumabum) 300 mg/3 ml, 1 100 mg/11 ml a 300 mg/30 ml koncentraty pro infuzni roztok. Slozeni: Jedna injekcni lahvicka o objemu 3 ml obsahuje 300 mg
(100 mg/mi) ravulizumabu. Jedna injekéni fahvicka o objemu 11 ml obsahuje 1 100 mg (100 mg/mi) ravulizumabu. Jedna injekéni lahvicka o objemu 30 ml obsahuje 300 mg (10 mg/mi)
ravulizumabu. Terapeuticke indikace: Uttomiris je indikovan k Iéché dospélych a pediatrickych pacientl s télesnou hmotnosti 210 kg s paroxysmélni nocni hemoglobinurit (PNH): u pacient
s hemoljzou s Kiinickjm priznakem (Kiinickjmi pFiznaky) svédGicim (svédcicimi) o vysoké aktivité onemocnéni; u pacientd, kteff jsou Kiinicky stabilni nejméné po dobu poslednich 6 mésicd
léchy ekulizumabem. Uttomiris je indikovan k Iéche pacientd s télesnou hmotnosti =10 kg s atypickjm hemolyticko-uremickjm syndromem (aHUS), ktefi doposud nebyli Iéceni inhibitory
komplementu nebo jim byl podévan ekulizumab nejméné po dobu 3 mésiclia byla u nich prokzand odpovéd na ekulizumab. Uttomiris je, jako pridatnd terapie ke standardni terapii, indikovan
k1écbé dospélych pacientd s generalizovanou myastenit gravis (MG), ktefi vykazujf pozitivitu na protitatky proti acetylcholinovému receptoru (ACHR). Uttomiris je indikovan k Iécbé dospéljch
pacientd s Neuromyelitis optica a poruch jejiho $irstho spekira (NMIOSD), ktefi jsou pozitivni na piitomnast protilatek proti akvaporinu-4 (AQPA). Davkovani a zpisob podavani: Daspéli

ienti s PNH, aHUS, gMG nebo NMOSD: Nasycovaci davka a nasledné udrzovaci davky, podévané intravendzni infuzi, vychézeji z télesné hmotnosti pacienta. UdrZovaci dévky podavané
jednou za 8 tydn, pocinaje 2 tydny po podani nasycovaci davky. Informace o davkovacim rezimu ravulizumabu zalozeném na télesné hmotnosti jsou uvedeny v SPC. Se soubéznym
pouzivanim PE/PI (plazmaferézy nebo vjmény plazmy nebo infuze Cerstvé zmrazené plazmy) a ravulizumabu nejsou zkuSenosti. Podavani PE/PI mize snizit sérové hladiny ravulizumabu.
Zulastni populace: Pediatricti pacienti s PNH a aHUS a s télesnou hmotnosti 2 40 kg jsou léceni dle doporuceného davkovani pro dospélé. Davkovani a intervaly davkovani u pediatrickych
pacient; s télesnou hmotnosti > 10 kg az 20 kg e jednou za 4 tydny, u pediatrickjich pacienti s télesnou hmotnosti > 20 kg aZ 40 kg je jednou za 8 tjdni, pocinaje 2 tjdny po podani nasycovaci
davky. Udaje potwrzujici bezpecnost a tcinnost ravulizumabu u pacientd s télesnou hmotnosti nizsi nez 10 kg jsou omezené. Ravulizumab nebyl studovan u pediatrickych pacientd s PNH
s télesnou hmotnosti <30 kg. Davkovani ravulizumabu u pediatrickych pacient( s télesnou hmotnosti <30 kg je zalozeno na dévkovani pouzitém u pediatrickych pacientd s aHUS. Ravulizumab
nebyl studovan u pediatrickych pacient s gMG nebo NMOSD. Stari osoby: U pacientii s PNH, aHUS, gMG a NMOSD ve véku 65 let a starich neni nutna iprava davky. Porucha funkee ledvin:
Neni nutna iprava davky. Porucha funkce jater: Bezpecnost a tcinnost ravulizumabu nebyly u pacient s poruchou funkee jater studovany. Zplisob podani: Pouze intravenozni infuze, podavat
pres 0,2um filtr pomoci injekni nebo infuzni pumpy (informace o fedéni a délce podavéni infuze viz SPC). Kontraindikace: Hypersenzitivita na Iécivou létku nebo na kteroukoli pomocnou
Iatku; pacienti s nevylécenou infekei Neisseria meningitidis v dobé zahajeni Iéchy; pacienti, ktefi nemajf platné ockovani proti Neisseria meningitidis, pokud nepodstoupi profylaktickou lécbu
vhodngmi antibiotiky po dobu 2 tjdndi po ockovani. ZvlaStni upozornéni a opatfeni: K zlepeni sledovatelnosti se mé zaznamenat nézev a Cislo Sarze piipravku Ultomiris. Zavazna
meningokokova infekce: Na zakladg mechanismu Gcinku ravulizumab zvySuje nachylnost pacienta k meningokokové infekci/sepsi (N. meningttidis). Mize se objevit meningokokové
onemocnéni vyvolang jakoukoli séroskupinou. Ke snizeni rizika infekce, musi byt vsichni pacienti ockovani proti meningokokowym infekcim nejméné 2 tydny pred zahdjenim léchy
ravulizumabem, pokud riziko oddéleni 1&¢by nepfevySuje riziko rozvoje meningokokové infekce. Pacienti, ktef zahdji Iéchu ravulizumabem dive ne za 2 tjdny po podani vakciny, must bjt
Iéceni vhodnymi profylaktickymi antibiotiky po dobu 2 tydni po ockovéni. Doporucujf se vakeiny proti séroskupindm A, C, Y, W135 a B. Pacienti musi bjt ockovéni nebo preockovéni podle
platnych narodnich pokyn(i pro pouziti vakciny. Pokud je pacient preveden z 1échy ekulizumabem, mus Iékafi ovéit, zda je ockovani proti meningokokiim aktualni. Ockovani nemusi dostatecné
chranit pred meningokokovou infekei. U pacientd Iécenych ravulizumabem byly hléseny pripady zavaznych meningokokowych infekci/sepsi. VSichni pacienti musf byt sledovani s ohledem na
¢asné znamky meningokokové infekce a sepse. Pokud je podezfent na infekei, mus byt pacienti okamZité vySetfeni a léceni vhodnymi antibiotiky. Pacienti must byt na tyto znémy a pfiznaky
upozomeni. Lekafi musf pacientim poskytnout informacni brozuru pro pacienty a bezpecnostni kartu pacienta. Imunizace: Ockovani miize dale aktivovat komplement. V diisledku toho s
mohou u pacientd s onemocnénimi zprostiedkovanymi komplementem vyskytovat ve zvySené mife znamky a piiznaky zakladniho onemocnéni. Proto se u pacientd musf po doporuceném
ockovani peclivé sledovat pfiznaky onemocnéni, Pacienti miadf 18 let must byt ockovéni proti Haemophilus influenzae a pneumokokovym infekeim. Daléi systémové infekce: viz SPC. Reakce
nainfuzi: Podavani ravulizumabu méize vyvolat reakce na infuzi (vCetné anafylaxe). V pfipadé reakce na infuzi se md infuze ravulizumabu prerusit a pokud se vyskytnou znamky kardiovaskularmi
nestability nebo respiracni tisné, maji se zavést vhodna podpdma opatfeni. Ukonceni Iécby PNH: Pokud pacienti s PNH ukonéi Iécbu ravulizumabem, musi byt peclivé sledovani s ohledem na
znémky a priznaky zavazng intravaskularni hemolyzy (vice informaci viz SPC) nejméné po dobu 16 tydndi. Ukonceni léchy aHUS: O ukonéeni podavani ravulizumabu neexistujt zadné konkrétni
(daje. Pokud musi pacienti prerusit Iécbu ravulizumabem, maji byt pribézné sledovani ohledné zndmek a piiznak( TMA. (Vice informaci viz SPC). Ukonceni Iécby gMG: gMG je chronické
onemocnéni. Pacienti profitujici z léchy ravulizumabem, ktefi Iécbu prerus, proto maji bt sledovani z hlediska priznakii zakladniho onemocnéni. Pokud se po preruseni léchy objevi priznaky
NG, zvaite opétovné zahajeni 1écby ravulizumabem. Ukoncen lécby NMOSD: NMOSD je je chronické onemocnéni. Pacienti profitujici z Iécby ravulizumabem, kteft 1échu prerusi, proto maji
byt sledovani z hlediska priznakd recidivy onemocnéni. Pokud se po preruseni Iéchy objevi pfiznaky NMOSD, zvaite opétovné zahajeni [échy ravulizumabem. Interakce s jingmi léCivymi
pripravky a jiné formy interakce: Nebyly provedeny 7dné studie interakc. Dlouhodobd lécba intravendzné poddvanym lidskym imunoglobulinem mdze narusit mechanismus recyklace
endozomalniho neonatélniho Fc receptoru monoklonlnich protilatek, jako je ravulizumab, a tim snizt sérové koncentrace ravulizumabu. Pokyny pro soub&znou lécbu PE, PP nebo iv. Ig viz
SPC. Fertilita, téhotenstvi a kojeni: Zeny ve fertilnim véku musi béhem Iéchy a jesté 8 mésicd po ukonceni terapie pouzivat ¢inné metody antikoncepce. Klinické ddaje o podavani
ravulizumabu téhotnym Zenam nejsou k dispozici. Ravulizumab miize potencidlné zplisobit inhibici terminalniho komplexu komplementu ve fetalnim obéhu. U téhotnjch Zen je mozné zvazit
pouziti ravulizumabu po zhodnocen rizik a pfinosti. Neni znamo, zda se ravulizumab yluuje do lidského matefského migka. Béhem Iéchy a na dobu 8 mésicl po terapii ravulizumabem se
doporucuje prerusit kojeni. Nezadouci uinky: Nejcastéjsimi nezadoucimi icinky (frekvence wskytu velmi casté) jsou bolest hlavy, infekce horich cest djichacich, nazofaryngitida, prajem,
pyrexie, nausea, artralgie, bolest zad, tnava, bolest bricha, zévrat a infekce mocowych cest. NejzavaznéjSimi nezédoucimi Gcinky jsou meningokokova infekce zahrnuijici meningokokovou sepsi,
meningokokovou encefalitidu a meningokokovou infekei a diseminovanou gonokokovou infekei. Vice informaci viz SPC. Velmi Casté nezadouci tinky (2 1/10): infekce mocowych cest, infekce
hornich cest dychacich, nazofaryngitida, bolest hlavy, zéurat, prijem, nausea, bolest biicha, artralgie, bolest zad, pyrexie, inava; casté nezadouci ucinky (2 1/100 az < 1/10): infekce moCovjch
cest, hypersenzitivita, zvracen, dyspepsie, urtikérie, pruritus, vyrazka, myalgie, svalové spazmy, onemocnéni podobné chiipce, zimnice, astenie, reakce spojend s infuzf; méné casté nezadouct
Ucinky (= 1/1000 az < 1/100): meningokokov infekce, diseminovana gonokokova infekce, anafylakticka reakce. Pediatrické populace: U pediatrickych pacientd s PNH a prokézanym aHUS
zafazenych do pediatrickych studif byl bezpecnostni profil podobny jako u dospéljch pacientd. NejcastéjSimi nezadoucimi tcinky hiasenymi u pediatrickych pacient s PNH byly bolest biicha,
nauzea, nazofaryngitida, a bolest hlavy, u pediatrickych pacientt s aHUS pyrexie, zwracen, prijem, bolest hlavy, nazofaryngitida, infekee hornich cest dychacich a bolest bricha. (Vice viz SPC).
Ravulizumab neby! zkouman u pediatrickych pacientl s gMG a NMOSD. Zvlastni pozadavky na podminky uchovavani: Uchovavejte v chladnicce (2 °C - 8 °C). Chrafte pred mrazem.
Uchovavejte injekéni lahvicku v krabicce, aby byl pfipravek chranén pred svétlem. Dréitel rozhodnuti o registraci: Alexion Europe SAS, 103-105 rue Anatole France, 92300 Levallois-Perret,
Francie. Registracni ¢isla: EU/1/19/1371/001, 002, 003. Datum pruni registrace: 2. cervence 2019. Datum posledni revize textu: 26. zafi 2024.

Vjdej Iécivého pripravku je vazan na lékaisky pedpis s omezenim. Pripravek neni hrazen  prostedki vefejného zdravotnio pojisténi. Uplnou informaci o pfipravku obdrte na adrese:
AstraZeneca Czech Republic s.r.0., U Trezorky 921/2, 158 00 Praha 5, tel.: +420 222 807 111, Podrobné informace o tomto pripravku jsou uvefejnény na webovjch strankach Evropské
8kové agentury (EMA) hitp: //www.ema.europa.eu/.

Hlaseni nezadoucich Gcinki: Statni Gstavu pro kontrolu léciv: http://www.sukl.cz/nahlasit-nezadouci-ucinek nebo AstraZeneca prostfednictvim portalu:
hitps.//contactazmedical.astrazeneca.com.

CZ-6752 | Datum pfipravy: 11/2024
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Breyanzi je CAR-T bunécna terapie zacilena na antigen CD19 podavana ve formé definované kompozice purifikovanych Bre a n
CD8 a CD4 CAR pozitivnich T bunék; pro dospelé s R/R velkobunéénym B lymfomem po = 2 liniich systémoveé lécby.

CHYTRE st CHYTREJSI

T-buniky jsou chytré: pfirozené detekuji a eliminuji nadorové bunky, ale ty se umi imunitnim bunkam vyhnout.

Breyanzi jsou chytrejsi T lymfocyty vasich pacientii: CAR-T bunky vyrobené tak, aby cilily a zabijely B-buriky exprimujici CD19.

Indikace: BREYANZI je geneticky modifikovana autologni T buné&na imunoterapie zacilena na CD19, ktera je uréena k 1é¢bé dospélych pacient( s difuznim
velkobunéénym B-lymfomem (DLBCL), B-bunécnym lymfomem vysokého stupné (HGBCL), primarnim mediastinalnim velkobunécnym B-lymfomem (PMBCL)
a folikularnim lymfomem stupné 3B (FL3B), u nichz doslo k relapsu onemocnéni v priibéhu 12 mésicl od ukonéeni chemoimunoterapie prvni linie nebo jsou
na tuto lécbu refrakterni a pro [é¢bu dospélych pacientl s relabujicim nebo refrakternim DLBCL, PMBCL a FL3B po dvou nebo vice liniich systémové terapie.

ZKRACENE INFORMACE 0 LECIVEM PRIPRAVKU
W Tento légivy pipravek podiéha dal$imu sledovani. To umozni rychlé ziskani novjch informaci o bezpeénosti. Zadéme zdravotnické pracovniky, aby hidsilijakékoli podezeni na nezédouci i¢inky.

Nazev lécivého pfipravku: Breyanzi 1,1-70 x 10° bunék/ml 1,1-70 x 10° bunék/ml infuzni disperze. SloZeni: Pfipravek se sklada ze dvou bunécnych slozek CD8+ a CD4+. Kazdd slozka je v jedné injekeni lahvicee obsahujici lisokabtagen maraleucel, jehoz koncentrace autolognich
T-lymfocytd geneticky modlflkovanych k expresi anti-CD19 chimérického antigenniho receptoru (Zivotaschopnych CAR-pozitivnich T-lymfocytd) je specificka pro danou vyrobni $arzi. LéCivy pripravek je zabalen v jedné nebo vice injekcnich lahvickach s bunéénou disperzi
51-322 x 10° zivotaschopnych CAR+ T-lymfocytd suspendovanych v kryokonzervacnim roztoku. Jedna injekcni lahvicka obsahuje 4,6 ml bunécné slozky CD8+ a jedna injekni lahvicka obsahuje 4,6 ml bunécne slozky CD4+. Podrobné Udaje viz SmPC. Indikace: Lécba
dospélych pacientd s difuznim velkobunénym B-lymfomem (DLBCL), B-bunéEnym lymfomem vysokého stupné (HGBCL), primérnim mediastindlnim velkobunénym B-lymfomem (PMBCL) a folikulgrnim lymfomem stupné 3B (FL3B), u nich doSlo k relapsu onemocnéni
v prubehu 12 mésicd od ukoncent chemoimunoterapie prvni linie nebo jsou na tuto lécbu refrakterni. Lécba dospélych pacientd s relabujicim nebo refrakternim DLBCL, PMBCL a FL3B po dvou nebo vice liniich systémové terapie. Dévkovéni a zpisob podani: Pripravek musi
byt podavan ve kvalifikovaném zdravotnickém zafizent. Pro pfipad vyskytu syndromu z uvolnéni cytokin (CRS) musi byt k dispozici alespori jedna dévka tocilizumabu a vybaveni pro neodkladnou péCi. Pripravek Breyanzi je urcen pouze k autolognimu pouZiti. Lécba spocivd
vpodani jedné davky infuze obsahujici infuzni disperzi CAR+ Zivotaschopnych T-lymfocytd v jedné nebo vice injekCnich lahvickach. Cilovd davka je 100 x 10° CAR+ Zivotaschopnych T-lymfocytd (cilovy pomér bunécnych slozek 1:1) v rozmezi 44-120 x 10° CAR+ Zivotaschopnych
T-lymfocytd. Priprava pred léchou: Lymfodeplecni chemoterapii tvoenou i.v. cyklofosfamidem v ddvee 300 mg/m?/den a . fludarabinem v dévee 30 mg/m?/den je nutné podavat po dobu 3 dni. Premedikace: Paracetamol a difenhydramin (25-50 mgi.v. nebo perordIn€) nebo jing
H1- antihistaminikum pfiblizné 30 az 60 minut pred podanim infuze pfipravku Breyanzi. Sledovani po infuzi: Béhem prvniho tydne po infuzi je nutné pacienty kontrolovat 2-3x kvili CRS, neurologickym pihodam a jinym toxicitam. Pacienty je tfeba poucit, aby po dobu nejméné
4tydnd po infuzi zlstali v blizkosti zdravotnického zafizeni s oprdvnénim k této 1éché. Podrobné informace viz SmPC. Kontraindikace: Hypersenzitivita na léCivou létku nebo na kteroukoli pomocnou latku. Je nutné vzit v Gvahu kontraindikace lymfodeplecni chemoterapie.
Zvlastni upozornéni a opatfeni pro pouZiti*: Nazev pfipravku, Cislo Sarze a jméno Iéceného pacienta je nutno uchovavat po dobu 30 let od data doby pouzitelnosti pfipravku. Pied podanim infuze musi totoznost pacienta odpovidat informacim na Stitcich pfipravku
a propoustecim certifikatu infuze pfipravku. Po infuzi pfipravku se mize objevit CRS, véetné fatalnich nebo Zivot ohroZujicich reakel. Je nutné pacienta vysetfit a éCit jiné priciny horecky, hypoxie a hypotenze. Podrobné informace viz SmPC. Po [écbé pripravkem Breyanzi se
objevila neurologickd toxicita, véetne ICANS, ktera mZe byt fatlni nebo Zivot ohrozupm ato soub&zné s CRS, po vymizeni CRS nebo i v pfipadé absence CRS. Podrobné informace viz SmPC. Pripravek se nesmi podavat pacientdm s klinicky vjznamnou aktivni infekci nebo
zénétlivym onemocnénim. Muze dojt k reaktivaci viru u imunosuprimovanych pacientu. S 1écbou pripravkem Breyanzi mize souviset vznik cytopenie, hypogamaglobulinémie, rozvoj sekundérnich malignit véetné T-bunééného pvodu, syndrom nadorového rozpadu, alergické
reakce. Existuje riziko pfenosu infekcnich agens. Pacienti [éCeni pripravkem Breyanzi nesmi darovat krev, organy, tkané nebo buriky k transplantaci. Podrobné informace viz SmPC. Interakee s jinymi Ié€ivymi pFipravky: Nebyly provedeny zadné studie interakci. Vakcinace zivymi
virovymi vakcinami se nedoporucuje po dobu nejmené 6 tydnd pred zahgjenim lymfodeplecni chemoteraple béhem Iécby pripravkem Breyanzi a do zotaveni imunity po IéChé. Fertilita, téhotenstvi a kojeni: Pipravek se u zen, které jsou téhotné, nebo u Zen ve fertilnim véku, které
nepouzivaji antikoncepci, nedoporucuje. Téhotné Zeny je nutné poucit o potencidlnich rizicich pro plod. Riziko pro kojené dité nelze vyloucit. Nejsou k dispozici zadné daje o Géinku pr|pravku Breyanzi na fertilitu. Nezadouci ucmky NejCastéjsimi nezadoucimi Ucinky ]akehokohv
stupné byly neutropenie, anemie, CRS, trombocytopenie, inava. Nejcastéjimi zavaznymi nezadoucimi ucinky byly CRS, neutropenie, bakterialni infekcni onemocnéni, infekce nespecifikovanym patogenem, trombocytopenie, febrilni neutropenie, pyrexie, afdzie, bolest hlavy,
stav zmatenosti, plicni embolie, anemie, krvéceni do horniho gastrointestinélniho traktu a tfes. Nejcastéjsimi nez4doucimi ucinky 3. nebo vy$siho stupné byly neutropenie, trombocytopenie, anemie, lymfopenie, leukopenie, febrilni neutropenie a bakteriaini infekce. Podrobné
(daje viz SmPC. Podminky uchovavani: Pripravek musi byt uchovavan a prepravovén zmrazeny v plynné fazi kapalného dusiku (< -130 °C) a musi zistat zmrazeny, dokud neni pacient pfipraven k 1cbé. Po rozmrazenije treba podat okamyit€, doba uchovavani pfi pokojové teploté
(15°C - 25°C) nesmi presahnout 2 hodiny. Velikost baleni: Jedna 5ml injekéni lahvicka obsahuje 4,6 ml bunécné disperze. Drzitel rozhodnuti o registraci: Bristol-Myers Squibb Pharma EEIG, Dublin, Irsko. Registracni Cislo: EU/1/22/1631/001. Posledni revize textu: 08/2024.
Pred predepsanim se seznamte s tplnym souhrnem tidaj o pfipravku (SPC). Vydej Iécivého pripravku je vazan na lékafsky predpis. LéCivy pfipravek neni hrazen z prostfedki vefejného zdravotniho pojisténi. Podrobné informace o tomto lécivém pripravku jsou k dispozici
na webovych strankach Evropské agentury pro 1éivé pfipravky (EMA) https://ema.europa.eu nebo jsou dostupné u zastupce drZitele rozhodnuti o registraci v CR: Bristol-Myers Squibb spol. s .0., Budéjovicka 778/3, 140 00 Praha 4, www.bms.com/cz.

*V$imnéte si prosim zmén v Souhrnu idajli o pfipravku.
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2x denné

SCEMBLIX® po témér dvou letech sledovani nadale vykazoval klinicky a statisticky vyznamné vyssi ucinnost

a lepsi snasenlivost ve srovnani s bosutinibem.’%*

Vysledky studie ASCEMBL s 233 dospélymi pacienty s Ph+ CML-CP, dFive lécenych 22 TKI: 157 pacientl léCeno Lé¢ivym pFipravkem SCEMBLIX® v davce 40 mg dvakrat denné a 76

pacientd dostavalo bosutinib v davce 500 mg jedenkrat denné, dokud nedoslo k nepfijatelné toxicité nebo selhani lé&by.! A SCEM BLIX®
INDIKACE Lécivého pFipravku SCEMBLIX® (asciminib) tablety?

SCEMBLIX® je inhibitor kindz indikovany k lé¢bé dospélych pacientl s chronickou myeloidni leukémii s pozitivnim filadelfskym chromozomem (Ph+ CML) v chronické fazi (CP), ktefi byli P

dFive lé&eni dvéma nebo vice inhibitory tyrozinkinaz (TKI). (aSCImIﬂIb) 20 mg, 40 mg tablety

Zkracena informace o pripravku Scemblix® 20 mg potahované tablety Scemblix® 40 mg potahované tablety

SloZeni: LéCiva ldtka: asciminib 20 mg, asciminib 40 mg. Indikace: Pfipravek Scemblix je indikovan k lécbé dospélych pacientd s Philadelphia chromozom pozitivni chronickou myeloidni leukemii v chronické fazi (Ph+ CML-CP), ktefi byli dfive
lé¢eni nejméné dvéma inhibitory tyrosinkinazy. Davkovani: Doporucena denni davka je 40 mg dvakrat denné v priblizné 12hodinovych intervalech. Pokud dojde k vynechani davky o méné nez priblizné 6 hodin, je tfeba davku uzit a dalsi davku
uZit podle planu. Pokud dojde k vynechani davky o vice neZ pfiblizné 6 hodin, je tfeba davku vynechat a dalsi davku uZit podle planu. Asciminib ma byt trvale vysazen u pacientd, ktefi nejsou schopni tolerovat davku 20 mg dvakrat denné.
Nejméné 2 hodiny pred a 1 hodinu po uZiti asciminibu je tfeba se vyhnout konzumaci jidla. Kontraindikace: Hypersenzitivita na lécivou latku nebo na kteroukoli pomocnou latku uvedenou v bodé 6.1. Zvlastni upozornéni/opatfeni: U pacientl
je tieba sledovat zndmky a pfiznaky myelosuprese. Hladiny sérové lipazy a amylazy maji byt béhem &by asciminibem vySetfovany mésiéné nebo dle klinické potieby. U pacientd je tieba sledovat zndmky a priznaky pankreatické toxicity.
U pacientd s anamnézou pankreatitidy je tfeba provadét ¢astéjsi sledovani. Pokud je zvySeni sérové lipazy a amylazy doprovazeno abdominalni bolesti, je tfeba lécbu doasné prerusit a zvazit vhodné diagnostické testy k vylouéeni pankreatitidy.
Pred zahajenim lé¢by asciminibem se doporucuje provést elektrokardiogram a dale v pribéhu (éc¢by dle klinické potfeby. PFed uZivanim asciminibu je tieba vyfeSit hypokalémii a hypomagnezémii a vée béhem lé¢by sledovat dle klinické
potreby. Béhem éCby asciminibem ma byt hypertenze a dalsi kardiovaskularni rizikové faktory pravidelné monitorovany a rizeny standardni lé¢bou. Pred zahajenim lécby asciminibem maji byt pacienti vySetreni na infekci HBV. Nositelé HBV,
kteFi vyzaduji lé¢bu asciminibem, maji byt peclivé sledovani kvili zndmkam a pfiznaklm aktivni infekce HBV béhem Lé¢by a dale nékolik mésicl po ukonleni léEby. Pacienti se vzacnymi dédi¢nymi problémy s intoleranci galaktdzy, uplnym
nedostatkem laktazy nebo malabsorpci glukdzy a galaktézy nemaji tento pFipravek uzivat. Interakce: Opatrnosti je tfeba pfi soubézném podavani asciminibu a lécivych pripravkd se zndmym rizikem torsade de pointes, jako jsou napfiklad
bepridil, chlorochin, klarithromycin, halofantrin, haloperidol, methadon, moxifloxacin nebo pimozid. Opatrnosti je tfeba pfi soubézném podavani asciminibu se silnymi induktory CYP3A4 jako je napriklad karbamazepin, fenobarbital, fenytoin
nebo trezalka teckovana (Hypericum perforatum), jelikoz mohou sniZovat U¢innost asciminibu. Opatrnosti je tfeba také pri soub&ézném podavani asciminibu se substraty CYP3A4, o nichz je zndmo, Ze maji Uzky terapeuticky index, jako je
napriklad fentanyl, alfentanil, dihydroergotamin nebo ergotamin, dale pak pfi soubézném podavani asciminibu se substraty CYP2C9 napriklad fenytoin nebo warfarin, pfi soubézném podavani asciminibu se substraty OATP1B, BCRP nebo se
substraty obou transportérd (pr. sulfasalazin, methotrexat, pravastatin, atorvastatin, pitavastatin, rosuvastatin a simvastatin) a pfi sou¢asném podavani asciminibu se substraty P-gp (pf. digoxin, dabigatran a kolchicin). Téhotenstvi a kojeni:
Sexudlné aktivni zeny ve fertilnim véku maji béhem lé¢by asciminibem a alespofi 3 dny po ukonceni lé¢by pouzivat Uéinnou antikoncepci (metody, které vedou k méné nez 1 % otéhotnéni). Podavani asciminibu se v téhotenstvi a u Zen ve
fertilnim véku, které nepouzivaji antikoncepci, nedoporucuje. Vzhledem k moznosti zavaznych nezadoucich Uc¢inkd u kojeného novorozence/kojence ma byt kojeni béhem Lé€by a alespon 3 dny po ukondeni lé¢by asciminibem preruseno. Vliv
na Fizeni vozidel a obsluhu strojli: Asciminib nema zadny nebo ma zanedbatelny vliv na schopnost Fidit nebo obsluhovat stroje. Doporucuje se v3ak, aby se pacienti pocitujici zavraté, Gnavu nebo jiné neZadouci G¢inky s potencialnim dopadem
na schopnost bezpecné ridit nebo obsluhovat stroje téchto Cinnosti zdrzeli, dokud nezadouci Ucinky pretrvavaji. Nezadouci Ucinky: Velmi casté: Infekce hornich cest dychacich, trombocytopenie, neutropenie, anémie, dyslipidémie, bolest
hlavy, zavraté, hypertenze, dyspnoe, kasel, zvy$ena koncentrace pankreatickych enzym(, zvraceni, prijem, nauzea, abdominalni bolest, zvy$ena hladina jaternich enzym(, vyrazka, pruritus, muskuloskeletalni bolest, artralgie, inava, edém,
horecka. Casté: Infekce dolnich cest dychacich, chripka, snizena chut k jidlu, hyperglykémie, suché oci, rozmazané vidéni, palpitace, pleuralni vypotek, nekardialni bolest na hrudi, pankreatitida, zvySené hladiny bilirubinu v krvi, koprivka,
prodlouzeniintervalu QT na elektrokardiogramu, zvysend hladina kreatinfosfokinazy v krvi. Dalsi neZzadouci ucinky - viz dplna informace o pfipravku. Podminky uchovavani: Neuchovavejte pri teploté nad 25 °C. Dostupné lékové formy/velikosti
baleni: Pfipravek Scemblix je dodavén v blistrech, baleni obsahuje 60 potahovanych tablet. Pozndmka: Dfive ne? lék predepiete, prectéte si peclivé dplnou informaci o pfipravku. Req. &islo: EU/1/22/1670/002, EU/1/22/1670/004. Datum
registrace: 25.8.2022. Datum posledni revize textu SPC: 19.7.2024. Drzitel rozhodnuti o registraci: Novartis Europharm Limited, Vista Building, ELm Park, Merrion Road, Dublin 4, Irsko. Vydej pfipravku je vézéan na lékarsky predpis, ihrada
pripravku dosud nebyla stanovena.

Reference: 1. Réa D., Mauro M.J,, et al.: A phase 3, open-label, randomized study of asciminib, a STAMP inhibitor, vs bosutinib in CML after 2 or more prior TKls. Blood. 2021 Nov 25;138(21):2031-2041. 2. Manley P.W., Barys L., Cowan-Jacob
S.W.: The specificity of asciminib, a potential treatment for chronic myeloid leukemia, as a myristate-pocket binding ABL inhibitor and analysis of its interactions with mutant forms of BCR-ABL1 kinase. Leuk Res. 2020 Nov;98:106458. 3.
Souhrn Gdajl o l&¢ivém pripravku Scemblix® (SPC), datum posledni revize textu 19.7.2024, www.sukl.cz. 4. Hochhaus A., Réa D., Boquimpani C., et al.: Asciminib vs bosutinib in chronic-phase chronic myeloid leukemia previously treated with
at least two tyrosine kinase inhibitors: longer-term follow-up of ASCEMBL. Leukemia. 2023 Mar;37(3):617-626.
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