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Vyro¢ni zprava CELL 2024

Zprava byla prijata na 19. plenarni schiizi CELL konané 19. 11. 2024 v FN Hradec
Kralové.

Na schtizi byli pritomni (abecedné, bez titulii): Bélohlavkova, Doubek, Faber, Folber,
Horagek, Jobankova, Jonasova, Karas, Kartdkova Svabova, Kofistek, Machova Polakova,
Mayer, Muzikova, Raida, Szotkowski, Salek, Stépénové, Unar Vinklerova, Voglova,
Weinbergerova, Z4&kova, Zak

|

Jednani zahajil prof. Mayer a shrnul aktivity CELL za posledni rok, pfedev§im piipravené
publikace. Dale informoval o evropském projektu tykajicim se akutni myeloidni leukemie.

1T

Dr. Unar Vinklerovd z CZECRIN informovala o studii HALF a ¢innosti CZECRIN v ramci této
studie. Nejvetsi zmeény u studie nastaly v souvislosti se zadanim studie do CTIS portalu, a dale
v souvislosti s deviacemi od protokolu 1écby. Na dr. Unar Vinklerovou navéazala Mgr.
Stépanova z CZECRIN, ktera informovala o statistickych analyzich projektu HALF,
nezadoucich ucincich 1é¢by a jejich zaznamenavani.

11

Doc. Weinbergerova informovala o databazi DatoolAML, piedev§im o rozsifujicim se poctu
center. Nasledné referovala o uzavienych i aktivnich projektech u AML. Doc. Jonasova
pozadala piitomné o spolupraci na analyze sekundarnich AML z MDS.

v

Prof. Mayer znovu pfipomnél projekt HALF a nutnost spravniho zadavani dat. Nasledné se
vénoval dal§im projektim u chronické myeloidni leukemie. Doc. Machova Polakova
informovala o molekularnich analyzach v ramci projektu HALF a o projektu blasticky zvrat
CML. Prof. Faber informoval o projektu neoptimalni 1é¢ebné odpovédi u chronické myeloidni
leukemie.

\4

Doc. Salek informoval o novych CELL protokolech a rozifené molekularni diagnostice akutni
lymfoblastové leukemie. Rovnéz probihd projekt in vitro testovani citlivosti k 1ékiim. Shrnul
vysledky publikaci za rok 2024 a ptipravované projekty u akutni lymfoblastové leukemie,
zejména ve spolupraci se skupinou EWALL.

VI

Prof. Doubek informoval o finan¢ni situaci CELL. Upozornil na nutnost redukce néakladu.
Nasledné byly diskutovany moznosti plateb za registry a analyz z nich. Ptitomni se shodli, ze
tyto néklady je nutné redukovat.



VII

Prof. Doubek informoval o projektech, publikacich a registru pacientli s chronickou
lymfocytarni leukemii.

VIII

Doc. Weinbergerova piipomnéla registt MIND, modul Besremi a projekty tykajici se Ph
negativnich myeloproliferaci.

IX

Doc. Weinbergerova rovnéz informovala projekty tykajici se oportunnich infekci, naptiklad
sledovani mikrobiomu u pacientt s akutni myeloidni leukemii.

X

Prof. Doubek na zavér informoval o projektech v oblasti systémové mastocytozy a spolupraci
s ECNM skupinou.

XI

Na zavér zasedani byla hlasy vSech ptitomnych do CELL pftijata nova ¢lenka: Ing. Katefina
Muzikova z Laboratotfe genomické mediciny FN Kralovské Vinohrady.

O ¢lenstvi v CELL vyslovili pisemné z&jem 1 dalsi zjemci. Tito se ale nemohli osobné zasedani
ucastnit, proto bylo jejich pfijeti odloZeno na piisti schizi CELL.

XII
Vsichni ucastnici s predlozenymi zpravami souhlasili.
XIIT

Schiizi ukoncil prof. Mayer podékovanim vsem ucastniktim.

Nasledovalo jednani vyboru CELLu, které se tykalo dominantné databazi CELLu. V této véci
bylo dosazeno urcitého konsenzu, jak pokracovat dale. Toto jedndni ale nebylo soucasti
plenarni schiize a jednalo se o uzaviené zasedani.

Zapsal: Doubek
19. 11. 2024

Ptilohy: Prezentace z 19. plenarniho zasedéni.
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Spise celkovy souhrn, nyni ,putovni® zasedani
Jaro - pri OHD - vice projektové a pracovni

Pokracujici vlastni aktivity a spoluprace se
zahraniCim

Vyroéni sjezd CHS CLS JEP za&fi Hradec Kralové

Stabilni organizace, formalni i neformalni schuzky,
telekonference kvuli projektim a spolupraci
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Single or Double Induction With 7 + 3 Containing Standard or
High-Dose Daunorubicin for Newly Diagnosed AML: The
Randomized DaunoDouble Trial by the Study

Alliance Leukemia

Christoph Rollig, MD, MSc' (&) ; Bjorn Steffen, MD? Christoph Schliemann, MD* (&) ; Jan-Henrik Mikesch, MD?; Nael Alakel, MD' (&) ; Regina Herbst, MD*;
Mathias Hanel, MD*; Richard Noppeney, MD®; Maher Hanoun, MD®, Martin Kaufmann, MD®; Barbora Weinbergerova, MD’ (3 ; Kerstin Schafer-Eckart, MD?,
Tim Sauer, MD? (&) ; Andreas Neubauer, MD'®{%); Andreas Burchert, MD'®(& ; Claudia D. Baldus, MD'"; Jolana Mertova, MD'?% Edgar Jost, MD?,

Dirk Niemann, MD'4; Jan Novak, MD'5; Stefan W. Krause, MD'® ([} ; Sebastian Scholl, MD'"; Andreas Hochhaus, MD'" (%) ; Gerhard Held, MD'®,

Tomas Szotkowski, MD'® (%) ; Andreas Rank, MD®; Christoph Schmid, MD?* (&) ; Lars Fransecky, MD'" (&) ; Sabine Kayser, MD?'%*%%; Markus Schaich, MD**,
Michael Kramer, MSc'; Frank Fiebig, MSc'; Annett Haake, BSN'; Johannes Schetelig, MD' (&} ; Jan Moritz Middeke, MD' (&) ; Friedrich Stolzel, MD"";
Uwe Platzbecker, MD?' (%) ; Christian Thiede, MD"#* (5} ; Carsten Mller-Tidow, MD® () ; Wolfgang E. Berdel, MD®(%); Gerhard Ehninger, MD';

Jiri Mayer, MD’ (&) ; Hubert Serve, MD?(%); and Martin Bornhauser, MD' (&)

DOl hitps://doi.org/10.1200/JC0.24.00235
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ARTICLE W) Check for updates
Health-related quality of life and symptoms of chronic myeloid

leukemia patients after discontinuation of tyrosine kinase
inhibitors: results from the EURO-SKI Trial

Fabio Efficace® '™, Francois-Xavier Mahon?, Johan Richter(®?, Alfonso Piciocchi ', Marta Cipriani (', Franck E. Nicolini®,

Jiri Mayer®, Daniela Zackova()°, Jeroen J. W. M. Janssen (’, Panayiotis Panayiotidis®, Hanne Vestergaard®, Perttu Koskenvesa'®,

Antonio Almeida(2'""?, Henrik Hjorth-Hansen(®'?, Joaquin Martinez-Lopez'?, Ulla Olsson-Strémberg'”, Andreas Hochhaus (',
Marc G. Berger'’, Gabriel Etienne'®'®, Hana Klamova (3°°, Edgar Faber®', Philippe Rousselot*’, Markus Pfirrmann(?* and

4
Susanne Saussele (52

© The Author(s), under exclusive licence to Springer Nature Limited 2024
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Clinical efficacy and safety of first-line nilotinib or imatinib
therapy in patients with chronic myeloid leukemia—
Nationwide real life data

Petra Belohlavkova' ©® | Daniela Zackova’® | Hana Klamova® | Edgar Faber® |
Michal Karas® | Lukas Stejskal6 | Eduard Cmunt’ | Olga Cerna® |
Ivana Jeziskova’® | Katerina Machova Polakova® | Pavel Zak' | Tereza Jurkova® |
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Marika Chrapava’ | Jiri Mayer
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SHORT REPORT

Haematological Malignancy - Clinical

Fungal infection frequency in newly diagnosed acute myeloid
leukaemia patients treated with venetoclax plus azacitidine with or
without antifungal prophylaxis

Barbora Weinbergerova' @ | Ji#i Mayer' | Toma§ Kabut' | Wolfgang R. Sperr™’® |

Jana Stevkova® | AnnaJondsova’® | Martin Ceriian® | Susanne Herndlhofer’ |

Iveta Oravcova’ | JifiSramek® | Jan Novik® | Radka Stépanova'® | Tomas Szotkowski® |
Lubo$ Drgonia’ | Pavel Zak' | Peter Valent™
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Clinical Trial Updates

®European Stop Tyrosine Kinase Inhibitor Trial (EURO-SKI) in
Chronic Myeloid Leukemia: Final Analysis and Novel
Prognostic Factors for Treatment-Free Remission

Francois-Xavier Mahon, MD, PhD' (8); Markus Pfirrmann, PhD? () ; Stéphanie Dulucg, PhD**((3); Andreas Hochhaus, MD, PhD* () ;

Panayiotis Panayiotidis, MD, PhD% Antonio Almeida, MD, PhD” (&); Jiri Mayer, MD, PhD? () ; Henrik Hjorth-Hansen, MD, PhD® (&) ;

Jeroen J.W.M. Janssen, MD, PhD'%; Satu Mustjoki, MD, PhD'""? (f; Joaquin Martinez-Lopez, MD, PhD'® & ; Hanne Vestergaard, MD, PhD'%;
Hans Ehrencrona, MD, PhD'®'¢ (&) ; Katerina Machova Polakova, MD, PhD'"; Ulla Olsson-Stromberg, MD, PhD'#; Gert Ossenkoppele, MD, PhD'?;
Marc G. Berger, MD, PhD'? (¥} ; Gabriel Etienne, MD, PhD?*?' (&} ; Jolanta Dengler, MD, PhD?>%%; Tim H. Briimmendorf, MD, PhD%2% (&) ;

Andreas Burchert, MD, PhD?® (3 ; Delphine Réa, MD, PhD?' (3 ; Philippe Rousselot, MD, PhD?®; Franck E. Nicolini, MD, PhD?,;

Wolf-Karsten Hofmann, MD, PhD%; Johan Richter, MD, PhD?'; and Susanne Saussele, MD, PhD?° & ; on behalf of the EURO-SKI Investigators
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ARTICLE ) Check forwpdistes
CHRONIC MYELOGENOUS LEUKEMIA

Management and outcome of patients with chronic myeloid
leukemia in blast phase in the tyrosine kinase inhibitor era -
analysis of the European LeukemiaNet Blast Phase Registry

y123% El7a Lomaia(®?, Christian Fabisch?, Tomasz Sacha(®?, Hana Klamova®, Elena Morozova’, Aleksandra Golos®,

1314
’

Annamaria Brioli
Philipp Ernst(®?, Ulla Olsson-Stromberg®, Daniela Zackova'®, Franck E. Nicolini'!, Han Bao'?, Fausto Castagnetti(:
Elzbieta Patkowska (">, Jiri Mayer'®, Klaus Hirschbiihl (5'¢, Helena Podgornik@'”'®, Edyta Paczkowska('?, Anne Parry®’,

Thomas Ernst (%, Astghik Voskanyan®', Elzbieta Szczepanek??, Susanne Saussele (3>°, Georg-Nikolaus Franke (32,

Alexander Kiani(5%°, Edgar Faber®®, Stefan Krause(%?’, Luis Felipe Casado?®, Krzysztof Lewandowski®’, Matthias Eder®, Peter Anhut®°,
Justyna Gil®*', Thomas Stidhoff*2, Holger Hebart (33, Sonja Heibl**, Markus Pfirrmann’'?, Andreas Hochhaus? and

Michael Lauseker 2>
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De novo accelerated phase of chronic myeloid leukemia should
be recognized even in the era of tyrosine kinase inhibitors
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LETTER OPEN M) Check for updates

CHRONIC MYELOGENOUS LEUKEMIA

Why are not all eligible chronic myeloid leukemia patients
willing to attempt tyrosine kinase inhibitor discontinuation? A
Czech nationwide analysis related to the TKI stopping trial HALF

Daniela Zackova ™™, Lukas Semerad™"", Edgar Faber?, Hana Klamova®, Lukas Stejskal®, Petra B&lohlavkova®, Michal Karas®,

Eduard Cmunt’, Olga Cerna®, Jifina Prochazkova', Petra Ci¢atkova', Anezka Kvetkova', Tomaé Horfak ', Ivana Skoumalova®,
Dana Srbova?, Cyril Salek°, David Buffa®, Jaroslava Voglova®, Tomas Jurcek', Adam Folta', Ivana JeZiskova', Hana Zizkova®,

Katefina Machova Polakova®, Tomaé Papajik?, Pavel Zak®, Pavel Jindra(° Adam Svobodnik®, Radka Stépanova® and Jiti Mayer(''°

© The Author(s) 2024
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ARTICLE W) Check for updates

CHRONIC MYELOGENOUS LEUKEMIA

The SNP rs460089 in the gene promoter of the drug transporter
OCTN1 has prognostic value for treatment-free remission in
chronic myeloid leukemia patients treated with imatinib

Katerina Machova Polakova ('™, Ali Albeer (%2, Vaclava Polivkova', Monika Krutska'?, Katerina Vicanova', Nikola Curik’,

Alice Fabarius”®, Hana Klamova', Birgit Spiess®, Cornelius F. Waller(®?, Tim H. Brimmendorf(%°, Jolanta Dengler’, Volker Kunzmann?,
Andreas Burchert(3°, Petra Belohlavkova'®, Satu Mustjoki iz Edgar Faber'®, Jiri Mayer '* Daniela Zackova(®'#,

Panayiotis Panayiotidis'®, Johan Richter('®, Henrik Hjorth-Hansen (3 '”'®, Magdalena Kaminska'?, Magdalena Ptonka'?,

Elzbieta Szczepanek'?, Monika Szarejko®®, Grazyna Bober®', Iwona Hus??, Olga Grzybowska-lzydorczyk®®, Ewa Wasilewska®?,

Edyta Paczkowska(%%°, Joanna Niesiobedzka-Krezel?®, Krzysztof Giannopoulos®’, Francois X. Mahon®®, Tomasz Sacha ("
Susanne SauBele (3% and Markus Pfirrmann ()2
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MethScore as a new comprehensive DNA il

methylation-based value refining the prognosis
in acute myeloid leukemia

Sérka Sestakova'?, Cyril Salek'?, David Kundrét', Ela Cerovska'?, Jan Viydra'?, Ivana Jeziskové®, Adam Folta?,
Jifi Mayer*, Petr Cetkovsky'” and Hana Remesova'”



Main Sponsor

Sponsors







the Cz€ch (eukemia
study group for |ife



PROJEKT IMPACT

J Mayer za spolupracujici centra



...
0,00

%36 te® IMPACT- AML
....... Resuts Myeloid Leukemia

® O

e Myelo

Rela psed/ Refractc

Myeloid Leu ke nia:
~of a new therapet




Objectives of the project

1

OBJECTIVES OF THE PROJECT

Establish an inclusive framework for R/R AML patients,

DEVELOP STANDARD OPERATING
PROCEDURES

Develop Standard Operating Procedures (SOPs) for local
biobanking, Including samples for measurable residual disease
{MRD) quaniification to enhance biclogical knowledge in R/R AML.

RANDOMIZED PRAGMATIC CLINICAL TRIAL
Design and perform a Randomized Pragmatic Clinical Trial (RPCT)
comparing low-intensity and standard chemotherapy rescue.

RETRIEVE HIGH-QUALITY DATA
Retrieve high-guality data to address treatment interventions for
refraclory cancers.

INTERNATIONAL TRIALS FOR CHILDHOOD
Facilitate the creation of international trials for childhood AML
through pragmatic approaches.

AFFORDABLY ENSURE DATA QUALITY
Affordably ensure data quality with an innovative system of risk-
oriented, minimal impact data monitoring.

COLLECT AND ANALYZE DATA
Caollect and analyze data on the efiectiveness of low-intensity and
high-Intensity rescue as measured by the increase In survival.

DEVELOP ENLIGHTENING COHORT STUDIES
Develop enlightening cohort studies, exploratory trials, and
additional randomized trials, alongside conducting Industry-Initiated
prospective dinical trials in underserved populations.

PROJECT RESULTS

Disseminate and exploit project results at different levels.
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Kvanta telekonferenci, nespocitané emaill, papird,
lokalnich jednani...

Realné se nestalo nic

Pripravena databaze Stream

Skoro dokonceny protokol klinickeé studie

Podepsana smlouva mezi CELL a Czecrin

Stream databaze schvalena Etickou komisi FN Brno
Resi se bizarni drobnosti s Italy... snad pfed spust&nim
Zapojeni dalsich center

Klinicka studie...?






the Cz€ch (eukemia
study group for |ife

'Al
n £

—
LF

CZ
W

ECRIN

CZECH CLINICAL RESEARCH
INFRASTRUCTURE NETWORK




Co nas ceka

- Grant koncCi s koncem r. 2025

- Studie jeSte potom pokracuje

- Mame zatim jednu kratkou publikaci

- Mame mit 2 mensi a 2 vetsi...

- Hlavné bychom meli na neéco praktického prijit

- Do konce r. 2024 provedeme masivni ocCistu dat

- zvl. davkovani léku a side effects

- data od do a co!



Co nas ceka

Posledni zarfazeny pacient bude do konce r 2024 cca pul
roku po definitivnim vysazeni

Leden a unor 2025 se pokusime
udelat prvni vetsi analyzu
napsat dobry abstrakt na EHA
Kolem poloviny r. 2025 udelame dalsi audit dat
Potom zkusime napsat zakladni Clanek
Dale neco separé o kvalité zivota

A potom o predikci TFR na podklade specializovanych
BCR::ABL a dalsich analyz

Spousta prace, tesime se na spolupraci!
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CELL — Akutni myeloidni leukemie 2024

STAV PROJEKTU 2024

DATOOL -AML

Qe
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FN Brno:
 Jifi Mayer,
Barbora Weinbergerova a kol.
UHKT Praha:
* JanValka a kol.
FN KV Praha:
* Jan Novak a kol.
FN Hradec Kralové:
« Pavel Zak a kol.
FN Olomouc:
* Tomas Szotkowski a kol.
FN Ostrava:
» Zdenék Koristek a kol.
FN Plzen:
* PavelJindra a kol.
VFN Praha:
* AnnaJonasova a kol.



ELL — Akutni myeloidni leukemie 2024

STAV DATOOL-AML 2024

Podet pacientd v registru

Datum diagnozy Vek vdobe dg
£.2.1993 25.10.2024 18 100 lba Institut
7 1 8 8 biostatistiky
a analyz
Ve vizualizaci se nachazi pouze pacienti s vyplnénym formularem Vstupni udaje a diagnoza.
r I el . o -
Zastoupenl center Naber paCIEHtU do reglstru
B tis.
FN Brno - IHOK 1956
UHKT Przha 1369

6 tis.
2
FM Clomouc - Hemato-onkologicka klinika 1071 c
®
o
FM Plzen - HOK Bgg @

o< -

o 4 tis,
FNHK - IV. interni hematologicka klinika 829 £
o
=
FNKV Praha - OKH 722 =
..

2 tis,

FN Ostrava - Klinika hematoonkologie 335
VFN Praha- I Interni klinika | 7
o tis.
o 500 1000 1500 z coo 2014 2016 2018 2020 zozz2 2024
Aktualizované: 07.11.2024 Podet pacientd Rok zarazeni pacienta do registru

www.leukemia-cell.org
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Analyzy & Prezentace & Publikace

DATOOL-AML analyza dat 2024
Vysledky lecby dospelych nemocnych
& 0] DATOOL-..FINAL pptx S akutni myeloidni Ieukemil'

"-ﬁn'l i b 3 3 b r v r r 'l L
RIS RS SR Analyza dat z ceske narodni databaze

DATOOL-AML

© Komu: Jindra Pavel <JINDRA@Tnplzen.cz>; benjamin.visek@fnhk.cz; @ Semerad Luka®: @ Prochazkovd Jifing: MUDLMi

Kopie: 74k, Pavel <Zak@lhkcunicz>: @ Mayer Jiff

a DATOOL-AML shideset 2024 ... .,
1MB Lukes Semerdad (1), Barbora Weinbergerowvia (1), Jan Vilka (2), Tomas Szotkowski (3), Pavel Jindra (4),
Pavel Zik (5), Jan Novik (6), Zdenék Kofistek (7,8), Jifi Mayer (1)

i ' ‘ | (2) Interni hematologické a onkelogickd klinika FN Brne; (2) Ustav hematelogie a krevni transfuze;
¥ fherly - (3) Hemato-onkologicka klinika FN Olomeuc; (4) Hemato-onkelogické oddéleni FN Plzer;
(5} IV interni hematologicka klinika FN Hradec Krélove; (6) Interni hematolegicka klinika FN Krélovské Vinohrady;

thie Cabih Laohemlo (7) Klinika hematoonkolagie Lekafska fakulta, Ostravska univerzita; (8) Klinika hematoonkelogie, FN Ostrava

study group fer [ife

\Vazenia mili, kolegove a kolegyng,

e_se" lha Lr;?si:::isﬁky | : ) '_ '

chtéli bychom vam podékovat za spolupraci na databdzi pacientd s akutni myeloidni leukémii P~ 5\‘\6 a analyz
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MYLO-MIDO U AML
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824, doi: 10.3224/h

» Haematologica. 2023 Oct 1108101282

Gemtuzumab ozogamicin plus midestaurin in

conjunction with standard intensive therapy for
FLT3- mutated acute myeloid leukemia patlents -
Czech center experience e

Gemtuzumab ozogamicin s midostaurinem v
intenzivni léébé CD33 / FLT3+ AML
- aktwalizovana data
Cerfian M., Szotkowski T, Semerid L,

Kabut T, Nevritilové ., PDIIHHMN Jetithovi
Klemedova |, Foka A, Mayer .

1. Cesky
HEMATOLOGICKY A
TRANSFUZIOLOGICKY
SIEZD

15,18, 7T 2020

Seotkenwsii 17, B

Hradec Kralové

uvop

PROGNOZA PACIENTU\S AML NA LECBE

VENETOCLAX+AZACYTIDIN'PODLE VYSKYTU
PRiIZNAKU ONEMOENENI V DOBE DIAGNOZY

Akutnd mysloidr leukdmie (AML) = bjt o u fnting
pacientl  disgrostibovine  néhoduf, bez plinekd |
onemoenini Dopasud wisk nebyla pubkbovina price
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Retrospektivni anshfz DATOOLAML tjiajici se pacienti s
nowé diagnastibovanou primimi AML s poroundnim
kohorty bar piiznaldl [herpiinako, N=A7: 23%) = «
piiznaky [piimnakend N=119; 71%) onsmacndai v dobd
diagnazy Méenych u L. lind ma nsmi Zaskjch cantrach
| VENSIOCEEMHAZACKDOILEM [VENHAZA] bEham 2020-2024.

e
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VYSLEDKY
Celbemm bylo analyrowine 166 pfipedd (535 muil; medisn wiku 71
Iet). ELN rizike 2022 bylo we 12% ricks, L6% stfedri, 53% vysoké o
209 nehodnatizelnd. Obé kohorty byly bez rozdilu v mstoupeni
podle pohiavi, wiku, EIN rizda, doby od diagndzy do zahdjeni
VEN<AZA 3 alogonai transpiantaca. Bazpfiznakowi kohoma méla
signifikantné nasi ECOG = wyid medisn poitu padamych cykli
VENHAZA oproti piinakovs kohorté (dvs. 1),

Kompletni ramice dosshio 53 3 30 pacentl « pimakous s,
bezofizrakove kohorté (5% vs. 33%, p=0.041). Zamielo celkemn 30 a
& paciemd v plinakové a bezplimakové kohond (25 vs, 17%,
$=0.033, fozrank test). Odhad poméry fizike G v pfiznakove vs,
bezpiiznelové kohortd byl 191 (35% CF: 0.67-9.18). Zastoupeni
dmmrti me progresi AML bylo v obou kohortdch bes rozdilu. Celbove
pieiivini bylo kretii v priznakové oproti bespfiznakové kohorti
|Obrizok 1] napii ELM rizibowimi shupirami. Madidn cledovsni do
zahijoni jind ledby/pocledaino kontsltu byl kratfi v piiznaboud
oprati beapfiznakou kohortd (22 ve. 37 bydni, p=0.005).
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CELL — Akutni myeloidni leukemie 2024

NPM1 u AML FLT3 u AML

NPMz1 vs. NPM1+MDS-STM vs. NPMz1+jiné STM: FLT3-TKD vs. FLT3-ITD:

1.4 +- - 4 +Censored . 104 + + Censored
Logrank p=0.0689 | Logrank p=0.0056
0.9 08+ } :
: 08 Median RFS: s o8 | Y Median RFS:
o ! e r w xr
£ 07- ‘iﬁ H NRvs. NR vs. 12 mésich 3 07_| 3 28 mésicy vs. 8 mésico
k: 3 | t}
~§ 06 E 08 | E
@ +H
s 05 & 054 L b
8 @ | L
5 04 — # 5 04 \,_ ) L ”l
b | Y |
0.3 § 03 | i
2 !
+ + +
o 0.2 [:IL? 024 ]
0.1+ o1 I
004
0.0 S S S N —
0 1 2 3 4 5 6 (}123456h}'89‘|0‘|11213
Cas od diagnézy (roky) Cas od diagnézy (roky)
NPM1 + MDS-STM 23 a 1 0 | Skupina FLT3-TD FLT3-TKD
NPM1 +jina STM o0 24 10 g 1 1 0

FLT2-ITD 134 42 = 24 20 17 12 e ? = & 3 1

Pouze NPM?1 5 2 z 1 o FLT3-TKD




CELL — Akutni myeloidni leukemie 2024

Liberaciy kraj |

Ustecky hral
& T:lca rva

| Pardubicicr kraj

DATOOL-AML - Databaze mutaci - jiz pres 700 pacientu vyplnéno

Pizefishy oo

braj Weoding |

Jibofetkhra) @~ < T £

* sdilenivysledkd molekularné biologickych analyz prostfednictvim databaze DATOOL-AML
* 08/2022 rozsifeni stavajiciho obsahu databaze o vysledky NGS (nové pridana c¢ast ,,molekularni biologie — specialni)

« C [ 23 datool-aml.data-warehouse zone/study/ 1598/ subject/DTL-D008508 ffo rm//4 9491 N - ¢ (=) L
C3 FMBmo @ UKNIQAS forbenc.  €f COSMIC|Catlogue.. & Gaogle () OneNet samosbeiu Allvariartsinthe T f§ REDCap | (OMNESsz-srdmivic @ LS-chybnévpisiov. [ The TPS2 Datsbase.. NGS unyakity-Ta.. @ IARC TP53 Search » [ Veschny zlodky
DTL-01-1871: Povinna éast [ Cytogenetika a molekuldrni biologie ULOAIT ULOZIT A ZNCGVU EDITOVAT y MENY.
& Stav formulaie O anoe @ Ne (molekuldmi MRD nelze hodnotit) O Nezndmo - nedostupna dokumentace
= Queries

Wysetfeni MOLEKULARNI BIOLOGIE - SPECIALNI

Cytogenetika a FISH

Iolekuldrni biologie AT EELTEIECISIES M OLEKULARNI BIOLOGIE - VYSLEDKY NGS ANALYZ
Molekularni biologie - specialni ® Ano () Ne
NGS 1 |
Molekularni biclogie - visledky NGS ABLY )
analjz ® Negativni (O Pozitivni [ }
Vysledek vySetient _ 2
e e Gen © verze NiM cDNA verze NP protein koordindta VAF (%)
® Negativnl O Pozitivni ‘ ASXL1 ‘ NM_015338.5 ‘ c.1934dup ‘ ‘ NP_056153.2 ‘ pGly64GTrpfs*12) ‘ chr20:31022441 ‘ ‘ 282
napi. N 002520.6 napi. c.860_8s3dup napi- NP_002511.1 napi. p.(Trp288Cysls*12) napf. chrs: 170837543 nebo napi- 18,7
ASKL1 chrX:15827389

O Megativni @ Pozitivni
patogenita zarodecna varianta

ATM

‘ pravdépodobné patogenni ~

Q Negativni O Pozitivni

ATRX

O Negativni (O Pozitivni @) Nevysetieno () Neznamo - nedostupna dokumentace

BCL2

() Negstivni () Pozitivni (@) Newy3etfeno () Neznémo - nedostupné dokumentace WWW. I e U ke m I a = Ce I I [ o rg
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V CZECH CLIMICAL RESEARCH
INFRASTRUCTURE NETWORK

HALF from the CZECRIN point of view

"’2018

WWwWw.czecrin.cz

- Regulatory support
- Project management
+ Trial methodology

- Local trial management, day-to-day trial support
- Pharmacovigilance

- Monitoring

- Data management

- Statistical analysis

- Reporting

- An investigator-initiated clinical trial
- Principal investigator: Assoc. Prof. MUDr. Daniela ZaZkova, Ph.D.

+ Technical support in protocol desing, protocol writing

A\ 4

... towards patient-oriented medicine!

n
- '.‘.l

- Sponsor: Masaryk university, Brno, Czech Republic
- Masaryk university, CZECRIN roles:

- Decision on September 12, 2024
- Lables on study medication do not

- Updated forms (CV, DOI, suitability)

CTD to CTR transition
EU-CT: 2024-514592-17-00 instead of
EudraCT: 2019-003221-16

contain EudraCT, no update necessary

necessary - send to
adela.bartova@med.muni.cz




CZECRIN

V CZECH CLIMICAL RESEARCH
INFRASTRUCTURE NETWORK

HALF from the CZECRIN point of view

d 1 - HALF from technical/regulatory/reporting point of view

... towards patient-oriented medicine!

N

o * Protocol version 1.0 - 07/2019 * Informed consent form 1.4z 9.11.2020,

i - Protocol version 1.1 - 10/2019 - Genetic testing consent form (VFN)
. Protocol version 1.2 - 11/2019 16.6.2020
- Protocol version 1.3 - 03/2020 * GDPR 1.1z 31.3.2020

| - Protocol version 1.4 - 06/2022
- Protocol version 1.5 - 10/2022

+ Lab manual + roadmap, CRF User manual - updated as needed
: + Monitoring manual, Data Validation Plan, Statistical Analysis Plan, CAPAs

 Dear doctor letters 04/2021, 06/2021
* Insurance document update - the trial is insured till January 1, 2026 - period must be prolonged (2025)

! « Transitioned to CTIS (CTR, 536/2014) from September 12, 2024

WWwWw.czecrin.cz



QECR IN ... towards patient-oriented medicine!

W INFRASTRUCTURE NETWORK
'Al
n A
d jj: - HALF from the trial management point of view

HALF from the CZECRIN point of view

University Hospital Brno 11.06.2020
University Hospital Olomouc 15.10.2020 34 34 34 30 17
e University Hospital Plzen 04.02.2021 18 18 18 18 1
: University Hospital Ostrava 08.03.2021 24 22 | 22 19 12
' 2020 University Hospital Hradec Kralové 25.03.2021 25 25 25 24 4
2021 Instltute-of Hematology and Blood 15.04.2021 35 31 30 | 29 6
Transfusion
! University Hospital Kralovské Vinohrady 15.04.2021 3 3 3 3 0
: General University Hospital Prague 02.12.2022 1
: mmmn—

¥ + Patient recruitment closed on June 30, 2023
L « PhV: 32 SAEs, 0 SUSARSs, AESI, 3 death (unrelated to medication)
+ Quality management: Protocol Violation: 30 — Trial Management Group, 2x CAPA (drug dosage)

WWwWw.czecrin.cz



CZECRIN

V CZECH CLIMICAL RESEARCH
INFRASTRUCTURE NETWORK

HALF from the CZECRIN point of view

WWwWw.czecrin.cz

* HALF from the CRO/monitoring point of view

... towards patient-oriented medicine!

N

Center | SIv._[1tmMov [2M®MOV | 39MOV |  2023-2026 | COV |
University Hospital Brno 11.06.2020 | 08/2020 | 05/2021 | 06/2022 | 11/2023 | 04/2024 | TBD | TBD
University Hospital Olomouc 15.10.2020 | 04/2021 | 04/2022 | 05/2023 | 06/2024 TBD TBD | TBD
University Hospital Plzef 04.02.2021 | 08/2021 | 09/2022 | 11/2023 | 11/2024 | TBD TBD
University Hospital Ostrava 08.03.2021 | 07/2021 | 08/2022 | 09/2023 | 10/2024 TBD TBD
University Hospital Hradec Kralové 25.03.2021 | 09/2021 | 1072022 | 11/2023 | 11/2024 | TBD TBD
Institute of Hematology and Blood 15.04.2021 | 08/2021 | 04/2022 | 06/2023 | 06/2024 | TBD | TBD | TBD
Transfusion
University Hospital Kralovske 10.05.2021 | 06/2022 | 07/2023 | 09/2024 | TBD TBD
Vinohrady
General University Hospital Prague 02.12.2022 | 04/2023 | 05/2024 TBD TBD TBD

| Total (October31,2024) [ [ [ | ]

+ Yearly on-site monitoring: ICF, inclusion/exclusion criteria, demographic data, drug dosage
- Technical controll: automatic data validation of data in CRF + regular reports, queries




CZECRIN

W

HALF from the CZECRIN point of view

WWwWw.czecrin.cz

CZECH CLIMICAL RESEARCH
INFRASTRUCTURE NETWORK

HALF from the automatic CRF-control point of view

‘HHHHHI||||||||||IIIIIIIIIIIII

2024

2024

2024

2024

.. towards patient-oriented medicine!

'
'AI
| J A~

. . - Missing visits per . Missing values per
November 1,
2024

University Hospital Brno 22 0 8/43 0/25 0,12 0 835 610 11 8

University Hospital Olomouc 7 0 8/28 2115 0,24 0,06 844 900 25 26
University Hospital Plzef 4 2 1/65 0/32 0,08 0 592 563 33 31
University Hospital Ostrava 7 13 4/29 0/15 0,16 0 721 557 31 23
University Hospital Hradec Kralové 21 21 3/52 4/21 0,12 0,16 1141 1144 46 46
inetiite of Hematology and Blood | 4 0 3109 | 3/59 0,09 0,09 290 306 9 9

University Hospital Kralovske 21 21 14114 | 1517 47 5 107 129 36 43
Vinohrady

General University Hospital Prague 1/789 0/34 0,17

S N N

May 2024

- molekularne_biologicka_vysetreni

Odber broveden -mRNA
Pocet kopii kontrolniho genu - mRNA
Vysledek - mRNA
-zhodnoceni_lecebne odpovedl
Doslo k molekulami rekurenci

3784

534
1150
1109
47
37

I I I I

November 2024

-imolekularne biologicka vysetreni
Odber proveden - mRMNA
Pocet kopil kontrolniho genu - mRMA
Vysledek - mRMA

-Izhodnoceni lecebne odpovedi
Doslo k molekularni rekurenci

3529
424
1231
1208
52
42



CZECRIN

... towards patient-oriented medicine!

N

HALF from the CZECRIN point of view

d | + To summarize:

. « CTIS - updated CV of PlIs, declaration of interest, and suitability of center needed
- Monitoring

et + Quality management

- Insurance payment has to be arranged in 2025

+ Day-to-day support to investigators and their team members.

2023

2026

WWWw.czecrin.cz rychlickova@med.muni.cz




Statistika v HALF

Navrh vhodnych statistickych metod pro > Statistické kapitoly v protokolu studie
vyhodnoceni cilu studie » Plan statistické analyzy (SAP)
' ) | > Listingy
‘ Priprava podkladl pro (medical) review dat ’ > Pacientské profily
» Tabulky s hodnotami mimo referencni meze
—_— T
> Vystupy pro konference
‘ PriibéZné vystupy analyzy > Abstrakta
» Powerpointové prezentace, postery
- ) » Kompletni analyza cild studie
Finalni analyza > Statistické modely
> Tabulky, grafy, listingy, profily pacientt
> Statisticky report
Reportovani vysledku a publikace > Podklady pro zavérecnou zpravu
» Podklady pro publikace

WWwWw.czecrin.cz



EEC R I N N ezé d O u Cll L:I éi n ky ... towards patient-oriented medicine!

V CZECH CLIMICAL RESEARCH
INFRASTRUCTURE NETWORK

Netadonci Jina nehematologicka toxicita
ezadouci ucinek
Potet pacient(i s alespori jednim NU

Celkovy pocet NU hypOfanatémie
artralgie (bolesti kloubu) hypofosfatémi e
bolest hlavy (cephalea) ) ]

bolesti svalu, kosti (myalgie, muskuloskeletalni bolesti) inkontinence
diabetes mellitus (cukrovka) . -

dusnost (zadychavani se, dyspnoe) instabilita

horecky bez infekce (febrilie) cca 30% kasel

infekce . C g
_ischemicka choroba dolnich kancetin (1zaverova choroba perifernich tepen, ICHDKK, PAOD) kOﬂIUktIVItlda
jiny typ nehematologicke toxicity kOﬂ]UﬂktIVItld a
kardiovaskularni prihoda (infarkt myokardu, angina pectoris, ICHS) . )
kozni vyrazka (exantem, rash) lehka dysartrle po cmp
krvaceni (hemoragie)

mozkova cevni prihoda (iktus, CMP) leu kOCytOZH
nevolnosti (nausea) leu kopenie

periferni otoky, otoky vicek, otoky DKK

pleuralni vypotky (fluidothorax)

plicni hypertenze (PH, plicni arterialni hypertenze, PAH)
prujem

subkonjuktivalni krvaceni, krvaceni do spojivky
svalove krece

svedeni kuze (pruritus)

unava, nevykonnost
Izanet spojivek (konjunktivitida)

zvraceni (vomitus)

Nezapominat na prubéZnou kontrolu
trvani NU a doplnovani konce NU!

WWwWw.czecrin.cz



CZECRIN

U CZECH CLINICAL RESEARCH
INFRASTRUCTURE NETWORK

« Aktudlné: 303 NU, kde chybi datum zatatku nebo konce

record_id
FNOO002
FNOO007
FNOO0O07
FNOO0O7
FNOO008
FNOO008
FNOO008
FNOO008
FNOO010
FNOO010
FNOO017
FNOO019
FNOO021
FNOO021
FNOQ022
UHKT002
UHKTO014
UHKTO16
UHKTO017
UHKT017

nu_nazev

jiny typ nehematologicke toxicity
jiny typ nehematologicke toxicity
zvraceni (vomitus)

svalove krece

jiny typ nehematologicke toxicity
jiny typ nehematologicke toxicity
jiny typ nehematologicke toxicity
kozni vyrazka (exantem, rash)
jiny typ nehematologicke toxicity
kozni vyrazka (exantem, rash)
jiny typ nehematologicke toxicity
jiny typ nehematologicke toxicity
jiny typ nehematologicke toxicity

periferni otoky, otoky vicek, otoky DKK

jiny typ nehematologicke toxicity
infekce
infekce
infekce
infekce
jiny typ nehematologicke toxicity

UHKTO17 jiny typ nehematologicke toxicity

UHKTO020
UHKTO020
UHKTO020
UHKTO023
UHKTO025

infekce
infekce
infekce
infekce
infekce

WWwWw.czecrin.cz
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Nezadouci ucinky

WYIE record_id nu_nazev
RN UHKT003 infekce

BB UHKT014  artralgie (bolesti kloubu)

unava, nevykonnost
jiny typ nehematologicke toxicity problémy s levou kycli po TEP

artralgie (bolesti kloubu)
artralgie (bolesti kloubu)

trombocytopenie
elevace bilirubinu
Otok vicek

prodlouz. QTc

svédéni klze

hyperkalcémie
operace pristitnych télisek pro adenomy

Ne
Ne
Ne
Ne
Ne
Ne
Ne
Ne
Ne
Ne
Ne
Ne
Ne
Ne
Ne
Ne
Ne
Ne
Ne

nu_nazev_jin

... towards patient-oriented medicine!

nu_pret nu_enddat

Ne 20.03.2023 /aj ici)
\[<] 22.06.2023

Ne

Ne

Ne

Ne
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b o M wysaova 1. Konfirmacni odbér na M16 - nepotvrzena MR
= . 2. Konfirmacni odber na M17 - potvrzena MR
" 3. Zaznam o konfirmované MR
0.8+
. 4. Vyplnéni navstevy ,Molekularni rekurence”
£ il 5. Opetovne nasazeni TKI a zaznam do eCRF
- osd 6. DalSi navstévy ,Po restartu TKI"
g 0.4
- 0.3 4

N | M17:19.4.2022; KO 17.5. 2022

0.1 ra— Ztrata MMR

- L g M18:17.5.2022; KO 28.6.2022

DO M2 M4 ME MB MO MI2 M3 MI4 M5 MIE M7 MI8 M195 M19,5: 28.6.2022; KO 16.8.2022
oo MR: 16.8.2022 (nasazeni TKI)
—a—— Hodnota BCR-ABL1 (I1S) (%)
g Hodnota konfirmaéniho odbéru BCR-ABL1 (1S) (%)

WWwWw.czecrin.cz
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Dekujeme za pozornost a Cista data

WWW.czecrin.cz



CELL

the Cz€ch (eukemia
study group for |ife

Ustav hematologie a krevni transfuze

Data ke 25.10.2024 pacientli ve | pacientti na UHKT | vyfazeno dle
(UHKT) studii (REDCap) (k analyzam) REDCap
UHKT 35 35 7
FN Brno 76 63 13
FN Ostrava 24 24 5
FN Olomouc 34 34 3
FN Plzen 18 18 0
VFN 6 6 1
FN Hradec Kralové 25 25 1
FN Kralovské Vinohrady 3 3 1
celkovy pocet 221 208 31




CELL

the Cz€ch (eukemia
study group for |ife

LF

Data ke 25.10.2024 (UHKT)

celkovy pocet jednotlivych pacientskych vizit (kodad HA-HD) 3101
celkovy pocet vzork RNA + DNA (fyzicky na UHKT) 5424
pocet RNA k dispozici pro RT-PCR a ddPCR analyzy 3044

provedené ddPCR RNA analyzy 1 839
zapsané ddPCR RNA analyzy v REDCap 1 839
pocet DNA k uréeni farmakogenotypu 192
pocet jiz uréenych farmakogenotypti 192
pocet zapsanych farmakogenotypl v REDCap 192
pocet DNA k dispozici pro ddPCR analyzy 1692
pocet dg vzorkd DNA k dispozici pro urceni zlomu BCR::ABL1 112
pocet jiz uréenych zlomu BCR::ABL1 107
hotova pacient-specificka DNA assay pro ddPCR DNA analyzy 83

Ustav hematologie a krevni transfuze




CELL projekt
BC-CML

Blasticky zvrat chronické myeloidni leukemie

CELl

the CzEch leukemia
19.11.2024 study group for life
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Zapojena centra ® CML
@Eh
o UHKT
* FN Brno
 FN Plzen

* FN Hradec Kralové
* FN Olomouc
* FN Kralovské Vinohrady (nové)




BC

CML

@c0

the Cz&ch leukemia
study group for life

Cile/vystupy
1. Somatické mutace a cytogenetické aberace u pacientli s nové zjisténym a progredovanym

BC-CML mezi lety 2005-2023 a jejich vliv na OS pacienttli s ohledem na zvoleny postup Iécby

2. Klondlni evoluce u pacientl s progresi do myeloidniho a lymfoidniho BC-CML a u pacientu
s novou AML v terénu zalécené CML

3. Diagnosticky postup u pacientt s nové diagnostikovanym lymfoidnim BC-CML vs. Ph+ ALL
4. Experimentalni |é¢ba pacientli s BC-CML

5. Doporuceny postup CELL pro diagnostiku a |écbu BC-CML



Aktualni stav #2BC

® CML

Dle seznamu od dr. Horndka (7/2024) zarazeno t¢. 54 pacient( Vzorky dorazily v m
s BC-CMLL, kteri zprogredovali z CP. L OpIeE the Caeh loukemia
dekujeme! study group for life

Predpokladame dokonceni NGS analyz do konce listopadu.

centrum zarazenych osekvenovano dostupné vzorky nejsou vzorky
pacientl (CP/BC) (CP/BC) (CP/BC)
UHKT 18* 14/14 4/3 0/1
FNB 14 1/6 7/4 6/4
FNOL 9 2/2 5/4 2/3
FNHK 6 0/0 0/2 6/4
FNP 4 0/0 0/0 4/4
FNO 2 0/0 2/2% 0/0
VFN 1 0/0 0/0 0/0

* Za UHKT navrZeno jesté zafazeni dalSich 9 pacientd, u viech hotové NGS v CP i BC
+ hledame vzorky, mély by byt dostupné



BC
Prehled detekovanych mutaci — progredovany BC-CML CML

Detekované mutace v dobé BC-CML m

the Cz&ch leukemia
study group for life

UHKT-CZ

progrese
BC-CML

v

FNOL-SF
FNB-U

v

FNB-KI
UHKT-NT
UHKT-NF
FNP-PM
UHKT-PR
UHKT-BDm
UHKT-RA
FNB-AC
FNB-KJ
UHKT-BD
UHKT-PV
UHKT-PJ
UHKT-NV
UHKT-IM
UHKT-CJ
UHKT-TD
UHKT-ZJ
UHKT-NM
UHKT-KD
FNB-MP
UHKT-NJ
FNB-KS
UHKT-VIJ
FNB-JJ
FNB-DB
FNB-PV
FNB-MH
UHKT-LL
UHKT-FM
UHKT-PJ
UHKT-SV
UHKT-SH

faze
fenotyp - -
wt
ABL1 (11)
ASXL1(5)
RUNX1 (5) *
GATA2(3)
NRAS (1)
IDH1 (2)
WT1(2)
DNMT3A (2)
PHF6 (1)
TET2 (1)
BCORL (1)
ETV6(1)
U2AF1(0)
BCOR (1)
PTPN11 (1)

*
*

* zachycena vice neZ jedna mutace

Faze choroby:

Fenotyp: ROl /Ll 11/ smiseny / neni znamo



Parametry progrese (data UHKT)

Doba do progrese dle pfitomnosti mutace BCR::ABL1

1.0

0

0.754

Pravdépodobnost pleitl

0.504

.25+

Pravdépodobnost preitl

0.751

0.251

0004

mutace BCR::ABL1 nedetekovana
= Mutace BCR::ABL1 detekovdna
p =0,009

12 24 36 48 80 72 a4 s 108 120 132
Mesice

Doba do progrese dle dosazeni MR2

== MR2 nedosaZena

- MR2 dosazena
p =0,05

12 24 36 a8 80 72 g4 g5 108 120 132
Mésice

Parametry ovliviujici dobu do progrese

pohlavi
muz
Zena
fenotyp
lymfoidni
myeloidni
smiSeny
hr-ACA
ano
ne
mutace BCR::ABL1

ano

ne

mutace jind nez BCR::ABL1

ano
ne

dosazeni MR2
(BCR::ABL1< 1% 1S)

ano

ne

median do progese
mésice (rozptyl)

30 (4,5-134,3)
23 (6,4-60,6)

28 (4,5-134,3)
65 (4,7-105,2)
25 (6,8-123,7)

48 (4,7-123,7)
32 (4,5-44,3)

76 (24,8-134,3)
20 (4,5-105,2)

32 (4,5-134,3)
22 (7,7-54,5)

41 (4,7-134,3)
21 (4,5-105,2)

0,4

0,6

0,2

0,009

0,5

0,050

BC

® CML

@c0

the Cz&ch leukemia
study group for life



Linie l1é¢by (data UHKT)

Mutace BCR::ABL1 v CP

#2BC

® CML

@c0

the Cz&ch leukemia
study group for life

(Ne)dosazeni BCR::ABL1< 1% v CP

<1%IS; N >1%IS; N
Celkem 13 15
Linie TKI v CP
-1 7 9
-2 4 4
-3 2 2
BCR::ABL1
mutace
-ano 4 2
- he 9 13

Ano; N(%) Ne; N(%)
Med do progrese (més) 76 20
Celkem pacientt 6 22
Linie TKI v CP
1 0 (0) 16 (72)
-2 3 (50) 5(23)
-3 3 (50) 1 (5)
Dosazeni< 1% IS
- ano 4 (67) 8 (36)
- ne 2 (33) 14 (64)
Dosazeni<0,1% IS
- ano 3 (50) 5(23)
- he 3 (50) 17 (77)




BC
cML

the Cz&ch leukemia
study group for life

Casovy harmonogram

2023 2024 2025 2026

Q4 Q1 Q2 Q@ Q4 Q1 Q2 a3 Q04 Q1 Q2 a3 a4
Cil 1: vliv mutaci a cytogenetiky na OS

zjisténi dostupnosti materiadlu a provedenych vysetreni (NGS a CG)

doplnéni analyz (pracovisté nebo UHKT)
kontrola a pfip. dozadani pac. do Infinity
export a zpracovani dat z Infinity
kompletace dat NGS/CG s daty Infinity
statisticka analyza

publikace

Cil 2: klonalni evoluce

stanoveni postupu zpracovani vzorku pfi nové dg
zjisténi dostupnosti materialu, vybér pacientt
prospektivni sbér vzorkd novych dg

NGS panel, RNASeq - pribézné

publikace

Cil 3: LyBC-CML vs Ph+ALL

prospektivni sbér vzorkd novych dg
scRNASeq

dalsi NGS-based analyzy

stanovni IgTCR

publikace

Cil 4: experimentalni terapie

prospektivni sbér vzork( novych dg

testovani citlivosti |é¢i, PDX modely

méreni CyTOF apoptoticky panel

publikace
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AKUTNI LYMFOBLASTOVA LEUKEMIE

CELL a Leukemicka sekce CHS
Hradec Kraloveé 19. 11. 2024

the Cz€ch eukemia
study group for life



Prehled aktivit

* 2 publikace s dedikaci CELLu v roce 2021:

* Hrabovsky S. et al. Genomic landscape of B-other acute lymphoblastic leukemia in an
adult retrospective cohort with a focus on BCR-ABL1-like subtype. Acta Oncologica

2021.

« Sélek C. et al. Low levels of minimal residual disease after induction chemotherapy
for BCR-ABL1—negative acute lymphoblastic leukaemia in adults are clinically
relevant. Br J Haematol 2021.

* Grantova aplikace AZV: Genomicka charakterizace B-prekurzorove akutni
lymfoblastove leukemie dospélych pro predpovéd efektu cilené lécby
 UHKT (C. Salek), FN Brno (Z. Vrzalovd), Masarykova univerzita (M. Doubek)

e pracovni setkani Evropské pracovni skupiny pro ALL dospélych (EWALL)
24.-25. 6. 2022 v Praze



AZV grant: Genomicka charakterizace B-prekurzorové akutni

lymfoblastové leukemie dospélych pro predpoveéd efektu cilené 1éCby
UHKT (C. Salek), FN Brno (Z. Vrzalova), Masarykova univerzita (M. Doubek)

*rozsirena molekularni diagnostika pro vsechny
nove diagnostikované ALL dospélych

* RNAseq: urceni genetickych subtypu
* MLPA: analyza standardni MLPA vs digiMLPA



Nové protokoly pro |écbu ALL: ALL CELL 2023

* V/stoupily do praxe na 4 centrech

* Soucasti je experimentalni in vitro
testovani citlivosti k 1ékim
(venetoclax, dasatinib, ruxolitinib,
borezomib, nelarabin, azacytidin +
asciminib, ponatinib)

18 pacientu

Optimalizace ex vivo testovéni citlivosti primarnich bunék pacienti s nové
diagnostikovanou akutni T-lymfoblastovou leukemii k venetoclaxu a dasatinibu

suhkt

Ustav hamatelogie a krevni transiuze
Cyril SALEKL*, Petr SOUKUPY, Jan VALKA, Katefina MACHOVA POLAXOVAL* a Adam LAZNICKAL*

& fekelta univerzity mariovy, Praha, Ceskd regudiika
' tologicke fyz
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I1l. Cesky hematologicky a transfuziologicky sjezd
Hradec Kralové 15.—18. 9. 2024

* Review: Moderni postupy v |é¢bé ALL dospélych (S. Hrabovsky)

. Abstravkt 140: RozSirena molekularni diagnostika dospélych pacientu s
ALL v CR (V. Polivkova)

* Abstrakt 153: Jeden cyklus blinatumomabu nasledovany
vysokodavkovanou chemoterapii v indukcni [écbé Ph-negativni akutni
lymfoblastové leukémie dospélych — vysledky studie Blina-CELL (C.
Salek)



the Cz€ch |eukemia
study group for life

Jeden cyklus blinatumomabu nasledovany
vysokodavkovanou chemoterapii v indukéni lécbé
Ph-negativni akutni lymfoblastové leukémie dospélych —
vysledky studie Blina-CELL

Cyril Salek

Frantiek Folber, St&pan Hrabovsky, Zdené&k Kofistek, Jan M. Horacek,
Eva Fronkova, Petr Cetkovsky, Jan Trka, Michael Doubek

lll. Cesky hematologicky a transfuziologicky sjzed, Hradec Kralové, 15.-18. 9. 2024



Odpoved na lécbu

Po indukci I (den 40)
hematologicka odpovéd’ (n = 28)
CR

refrakterni
umrti v indukci

molekularni odpovéd’ (n = 25)
CMR
pozitivni nekvantifikovatelna
pozitivni kvantifikovatelna = 104

Po indukci Il (tyden 11)

molekularni odpovéd’ (n = 25)
CMR
pozitivni nekvantifikovatelna
pozitivni kvantifikovatelna = 104

* oba méli Ph-like fenotyp

26 (93 %)
2 (7 %)*
0

14 (56 %)
10 (40 %)
1 (4%)

21 (84 %)
2 (8 %)
2 (8 %)

blinatumomab pro MRN pozitivitu po skonceni
indukce:

5 pacientt (20 %)

e 2x nedostatecna MRN odpovéd v tydnu 18

* 3x molekularni relaps
(14, 25 a 37 més. od zacatku |écby)

HSCT v 1. linii lécby:
6 pacientu (23 %)
* 4xzindikace MRN

e 2x mimo protokol z rozhodnuti zkousejiciho
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0.8

0.6

0.2

0

NK

~—t
—

0S ve 2 letech: 86 % (95%CI 73%-99%)
0 é 112 118 2I4 3I0 3I6 412 4]8 5I4

Time (months)

Patients in risk:
(28)

@) (26 (25 (24 (@7 (15 (100  (6) @)

e o 2
EN fo) e

Event-free survival

=
N}

0

EFS ve 2 letech: 75 % (95%Cl 59%—91%)

0

6 12 18 24 30 36 42 48 54
Time (months)

Patients in risk:

(28)

25 @4 2 e 149 an O ®) @)



Zaver

* blinatumomab v indukci navodil stejné % remisi jako standardné uzivané protokoly X
X doslo k vyznamnému zvyseni molekularnich odpoveédi
* 84 % CMR ve studii Blina-CELL v tydnu 11 X 60 % se standardnim protokolem
» vysledky preziti lepSi nez pri pouziti standardné uzivanych protokoll pediatrického
typu
* 2/3-leté preziti: OS 86 % vs. 68 %, EFS 75 % vs. 62 %
* srovnatelné s prezitim pacientt ve studiich s blinatumomabem v konsolidac¢ni
lécbé X malo pacienti a kratké sledovani
* kHSCT v 1. CR indikovano 23 % pacienti X 43 % se standardnim protokolem
* uvsSech relapsti (hematologickych i molekularnich) zachovana exprese znaku CD19
e opakovanym podanim blinatumomabu dosazeno molekularni remise - HSCT

* podani bylo doprovazeno mensim mnozstvim nezadoucich Gcinkl nez pfi lécbé relapsu

- Mllﬂklﬂ’ B N B O BA N N N Iﬁﬂlﬂﬂmf\*ﬂlol Ilﬂf\ll“l’kﬁ Aklﬁﬂ-ll Alll:ll“:lﬂ “l’-Ill’l ll"lﬂll‘l* :n-‘nl:an’nln IIAMIAI:IlﬂﬁI’



Interni hematologicka
a onkologicka klinika
FN Brno a LF MU

suhkt

Ustav hematologie

Rozsirena molekularni diagnostika

dospélych pacientti s ALL v CR

Vaclava Polivkova

~ Oddéleni molekularni genetiky
Ustav hematologie a krevni transfuze

lll. Cesky hematologicky a transfuziologicky sjezd 15.9.-18.9. 2024



Schéma analyz rozsirené molekularni diagnostiky dospélych ALL

v }
/f diagnostickd aspirace
‘ | kostni dfené
Molekularni genetika

u
@ »

fuze BCR::ABLT
o Hemavision 28Q

FACS
imunofenotyp

&

T-ALL Rl Ph- B-ALL
[ & g
NGS panel RNASeq
MLPA
Test citlivosti MLPA
e .
» Stratifikace rizika —» Stratifikace rizika —» Stratifikace rizika
i~ SR (NOTCH1, FBXW?) |:: SR (bez IKZF?"= profilu) SR (bez rizikovych marker)
—* HR (KRAS, NRAS, PTEN) HR (IKZF?) HR (IKZFP"s, Ph-like, KMT2Ar)
~* Ev. cilena lé&ha pfi — Ph- B-ALL subtyp

rezistenci/refrakterite

Standardni riziko (SR) — bez indikace k transplantaci v 1. CR

Vysoké riziko (HR) — transplantace v 1. CR



YV V V

Testovaci centra rozsirené molekularni diagnostiky dospéelych ALL

RNA Seq a testovani l&Civ MLPA a NGS panel
(UHKT) (UHKT a FN Brno)

dosud bylo vysetieno 43 pacientu
analyza v dobé diagnozy n=41
analyza v dobé relapsu n=2

validované metody rozsirené molekularni diagnostiky u dospélych ALL jsou dostupné pro vSsechna hematoonkologicka
centra v CR



European LeukemiaNet: Doporuceni pro diagnostiku a [écbu ALL 2024

Special Report

Management of ALL in adults: 2024 ELN
recommendations from a European expert panel

Nicola Gékbuget,' Nicolas Boissel,” Sabina Chiaretti,” Hervé Dombret,” Michael Doubek,” Adele Fielding,” Robin Foa,” Sebastian Giebel,”
Dieter Hoelzer," Mathilde Hunault,” David |. Marks,” Giovanni Martinelli,'” Oliver Ottmann,"' Anita Rijneveld, * Philippe Rousselot,"”
Josep Ribera,'* and Renato Bassan'~

Diagnosis, prognostic factors, and assessment of ALL
in adults: 2024 ELN recommendations from a
European expert panel

Nicola Gékbuget,] Nicolas Boissel,” Sabina Chiaretti,” Hervé Dombret,* Michael Doubek,” Adele Fielding,é Robin Foa,” Sebastian Giebel,’

Dieter Hoelzer,' Mathilde Hunault,” David I. Marks,” Giovanni Martinelli,'® Oliver Ottmann,'' Anita Rijne\.relt::l,]2 Philippe Rousselot,'”

Josep Ribera,'* and Renato Bassan'®



*
* * E H Az 02 4 PILOT RESULTS USING DIGITAL MLPA IN ADULT PATIENTS WITH EHA
* E H A S e hsar B-PRECURSOR ACUTE LYMPHOBLASTIC LEUKEMIA -
* ASSOCIATION Zuzana Vrzalova*% 2, Hana Halamova?, Jiri Stika?3, Stepan Hrabovsky!, Vaclava Polivkova?, Katerina Machova Polakova?, Saj 654

Pospisiloval23, Cyril Salek®, Michael Doubek23
1 University Hospital Brno, Department of Internal Medicine - Hematology and Oncology, Brno 4

~ . 2 Masaryk University, Central European Institute of Technology, Brno
INTRO D U CTI O N o 3 University Hospital Brno, Department of Medical Genetics and Genomics, Brno, 4institute of Hematology and Blood Transfusion, Praha

The present work by the Czech Leukemia Study Group for Life is

focused on ;Nn anarysis onB-ceII L:JreculrsoruaZute IL:/mphob:ast:c RESU LTS

leukemia (BCP-ALL) 80 patients that were enrolled in either Blina-

CELL or Pona-CELL stud treated with the standard ALL CELL = .. . . -

2012 Junior protocol (modified GMALL 07/2003). The analysi was 1. Overview of digiMLPA results in Ph- and Ph+ ALL patients focusing on IKZF1 gene

performed with SALSA digital MLPA (Multiplex Ligation-dependent

Probe Amplification; digiMLPA), which was designed to detect copy The digiMLPA method was used to analyze a cohort of 80 patients (48 Ph- ALL and 32 Ph+ ALL) aged 18-55 years treated according protocols (see Introduction). A group of Ph- ALL and Ph+ ALL patients were evaluated according
number alterations (CNAs) of DNA segments by next-generation to CNA findings: IKZF1Ps (IKZF1 deletion + CKN2A/CDKN2B/PAX5/PAR1 + no ERG deletion), IKZF1del (IKZF1 deletion), IKZFIwt (MLPApos + MLPAneg) (Figs. 1 and 2). Statistical evaluation of overall survival (OS) and progression-
sequencing (NGS). This method can identify whole chromosome free survival (PFS) was performed using Kaplan-Meiers curves (Figs. 3 and 4).
losses/gains, whole gene deletions/duplications, intrachromosomal Ph- ALL

amplifications of chromosome 21, and intragenic higher detection of IKZF1°s profile and IKZF1del in Ph+ ALL Ph+ ALL

o : o a0, " = B o
deletions/duplications, which are associated with BCP-ALL. 58% sos BERLIS (37./°’ 2aceliespestivey ianliE dAtieaUS Bl 2 54%
MLPA! 17% respectively)

+ W at least one CNA was detected more frequently in Ph+ ALL (by MLPAF +
2% i 8%) compared to Ph- ALL patients 46%

. R . . - . R MLPAree ™ more losses of CD200, BTLA genes in Ph- ALL patients (by 21%) MLPA"eE ® U2Fiplus
The study aims to identify CNAs using digiMLPA in 80 adult patients more losses of CDKN2A/B genes in Ph- ALL patients ani

with BCP-ALL from the Czech Republic. Further, the results for 26 Ph- (by 18%)
ALL (BCR-ABL-negative) patients were compared with the
conventional MLPA method. 05 was significantly shorter in Ph+ ALL patients with KZF1P's
profile (P=0,004)

IKTFL Wt

Figure 2: Lossesand gainsin Ph+ ALL patients.

Ph-

METHOD o

29% 3q13.2 €D200, BTLA

5q31.3 NR3C1
5q33.3 EBF1

Digital MLPA analysis was performed using MLPA Probemix D007-A1 '_ I’ '— I Ij ' l l u] l 6923.3 MmYB
I L e L e 8B 0] 55% 7p12.2 IKZF1

Acute Lymphoblastic Leukemia kit (MRC Holland, D007-A1) kit and i k i o < % Sa12.1 Tox fyfelieiiiciviiciieiniieiieiiiulielieligioli
Coffalyser software (MRC Holland). According to the profile, patients FAEELE LT ELELLLL TP 8% 9p13.2 | CDKN2A/B | 50% &&@3 & & &« & EE ST
& & &L e & & e

were divided into 3 groups: IKZFlplus, IKZFldel, and others — 26% 9p13.2 PAXS 35% ‘ aisky Wity
(aberrations excluding /KZF1 and negative results). Kaplan-Meiers 16% 12p13.2 ETV6 12%

X . N = s » 23% 122133 BTG1 19% ; 05 u Ph+ ALL (n=32) . PFSuPh+ALL(n=32)
0S u Ph- ALL (n=48] h PFS uPh- ALL (n=48 T T .
survival curves were used for statistical evaluations . ( l ( 1% Bqz3 RB1 15% [l < m
14q11.2 IGHM 38%
10% 17p133 P53 4%
- ) - 13% 17q11.2 | MYO18A, NF1
Comparative analysis: BCP-ALL positive samples x 6 reference 3% 18pil.2l PTPN11 %
samples “ 23% 21q22.2 | ERG,RUNX1 | 4%
D007-A1 kit (MRC Holland) according to the protocol: 26% 22q11.22|  VPREB1 19%
e R = (R RN 52% Xp22.33 PAR1 12%

| o * ) TO— od d nth nth - i Mo
- / ..._/ —_— - Figure 3: Statistical | foverall survival (0S) and progression-fre: 5)in Ph- ALL patients. Table 1 Percentage of Ph-and Phy ALL patients with nth
s

Input material: DNA isolated from peripheral blood, bone
marrow and buccal swab

Cumulative survival
Cumulative survival

Cumulative survival
Cumulative survival

nth
lossesand gains of selected genes. Figure 4: Statistical foverall survival (0S) and progression-freest ¢ 2 Phs ALL patients.

" 2. DigiMLPA x conventional MLPA CONCLUSIONS

“* CNA detected in the following areas:
* 52targeted genes and adjacent regions . . - In patients with BCP-ALL, digiMLPA can be used for detection of IKZF1plus profile
« intrachromosomal amplification of chromosome 21 PAR1 The cohort of 26 Ph- (BCR-ABL-negative) ALL patients aged 18-55 years was analyzed by digiMLPA (D007-A1: 760 probes, targeted (including detection of both ERG alleles), isolated /KZF1 alterations, large CNAs and
region capture of 52 genes + 3 chromosomal regions) and conventional MLPA (P335 ALL-IKZF1: 57 probes, targeted capture of 8 genes + PAR1). whole chromosome gains and losses, even in subclonal populations (detection limit
+  ploidy status - low hypodiploidy, hyperdiploidy Patients were divided into the following groups according to CNA findings: IKZF1plus, IKZF1del (IKZF1 deletion), MLPApos (CNA detected 15%). In a cohort of 80 patients (48 Ph- ALL and 32 Ph+ ALL), we detected more

% Sequencing and analysis: without /KZF1 deletion) and MLPAneg (MLPA negative) (Fig. 5). frequently IKZF1 alterations (IKZF1P“s and IKZF1del) in the Ph+ ALL group. IKZF1Pus
*  NextSeq 500/550 system (lllumina): single reads (110 nt s . ) . patients had a significantly worse OS and PFS than /KZF1del and IKZF1wt patients in
long) Ph- ALL: digiMLPA Ph- ALL: conventional DigiMLPA: the Ph+ ALL group (P=0.004). This finding was also observed in Ph- ALL patients, but

i MLPA > confirmed IKZF1P profile N > Lo . .
« 760 probes ~ min. 400.000 reads / 1 sample » more IKZF1 gene deletions detected without statistical significance. The digiMLPA method appropriately complements

(by 26%) molecular genetic testing and helps to predict disease prognosis. It may also play an
RE F E RE N C ES : . N detection of complex karyotype important role in cases where cytogenetic testing is not possible.
[ changes

at least one CNA was detected more
This work was supported by the grant project of the Ministry of ’ il frequently (by 34%) compared to

Health of the Czech Republic (grant AZV NU22-03-00210), grant - conventional MLPA CONTACT IN FORMATION
project A-C-G-T from the ERDF detection limit of subclonal CNA

. population is 15% for extensive
€Z.02.1.01/0.0/0.0/16_026/0008448) and the Ministry of Health ig. 5 igil wenti inPh- ents. i y . .
E)f the Czecﬁ Re/publ/ic »7DRO/(FNBmo )65269705) v Fig. 5: Detected CNAs by digiMLPAand conventional MLPA in Ph- ALL patients losses/gains Email: zuzana.vrzalova@ceitec.muni.cz; halamova.hana@fnbrno.cz
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CENTRAL NERVOUS SYSTEM INVOLVEMENT DOES NOT WORSEN SURVIVAL IN HEMATOLOGIC
OR MOLECULAR RELAPSE OF ADULT ACUTE LYMPHOBLASTIC LEUKEMIA PATIENTS
RETROSPECTIVE ANALYSIS BY THE CZECH LEUKEMIA STUDY GROUP FOR LIFE (CELL)

O(“‘\ET Y Of

1.2 C. Salek34, F. Folber'Z, J. M. Horacek®$, T. Szotkowski™ %, Z. Koristek®1?, J_ Lukas!12, T Arpas'Z, D. Bakesova', M. Cernan’2, V. Bergerova's,
J. Sramek'?, J. Novak®™, M. Doubek!213,

'Masaryk University, Bm ogy and Blood Transfu: . G I i . Prague, € A
. Hrad o i A wersity Hospital Okomor L Iniwersity Hospital Ostrava, d wersity Hospital 3va, Comenius
University, Bratislava, Slovakia; i viral European Institute of Technology (CEITEG), Brmo, Crechi

the Cz€ch leukemia
study group for |ife

INTRODUCTION

Intrathecal prophylaxis for central nervous
system (CMNS) relapse has been a standard
part of adult acute lymphoblastic leukemia
(ALL) treatment for years.

The risk factors and outcomes associated
with CNS relapses in adult ALL remain
unclear, and there is no standardized
treatment protocol for these patients.

AlM AND METHODS

We conducted a retrospective analysis of risk
factors and outcomes associated with CNS
relapse.

Data were sourced from the ALL registry of the
Czech Leukemia Study Group for Life (CELL),
including patients from seven Czech and one
Slovak hematology-oncology centers.

All patients provided informed consent for data
collection and scientific use.

CONCLUSIONS

Our findings suggest that CNS involvement in
adult ALL relapse does not significantly
impact overall survival, which is primarily
influenced by the bone marrow tumor
burden, i.e. molecular or hematologic relapse.

Increased WBC seems to be a consistent risk
factor of subsequent CNS relapse in adult
ALL. However, its practical utility is limited
since it is a risk factor for relapse in general.

This trend persisted also in the mare
consistent subgroup treated with a GMALL-
based pediatric-inspired intensive protocol.

Further validation of these findings in larger
cohorts is warranted.

RESULTS

* 691 consecutive adult ALL patients diagnosed between
May 2003 and June 2024,

* 33 (4.8%) patients experienced a CNS relapse:
* CNS isolated relapse: 3 (9%)
* CNS + molecular relapse: 9 (27%)
* CNS+ hematologic relapse: 21 (64%)

» 4 of these 33 patients experienced a subsequent second
CNS relapse.

Patient characteristics at diagnosis

With CNS relapse

median range

Age 3 19-75
WBC 35.0 0.3-302]
Blasts in periph. blood 0-97%]

%

Total patients 100.0%

Extramedullary infiltration 42.4%)
CNS 18.2%
NS 3 6.1%)|
CNS 2/ TLP+ 12.1%
Lymphadenopathy 18.2%
Mediastinal 9.1%|
Extramedullary unknown 6.1%)|

GMALL high risk 63.6%

First-line treatment type

Adult non-
—— Palliative

Total 116 111 53]
CNS relapse 16 (4.3%) 5 (4.3%) 8(7.2%) 3(5.7%)

First-line transplant procedures

Stemcell  Myeloablative Total body
transplant conditioning irradiation

Total 243 192 130
CNs relapse 9 (3.7%) 7(3.6%) 6 (3.6%)

First-line CNS radiotherapy prophylaxis
RT Mo RT
prophylaxis _prophylaxis
Total 126 524
CNS relapse 4(3.2%) 25 {4.8%)

P-value

BO%
B0
A0
20%

0%

Immunophenotype

18.2%
15.2%
12.1%
13.7% g 99 6% 6.1%

EEN g% 0%
[ gl =

f =
B Bl B-Hl BNOS T4 T T-I TV TNOS

W With CNS refapse (N=33) Without €NS relapse (N=658)

* All differences statistically non-significant
Molecular genetics

29.5%
24.2%

9.1%

BCR::ABLL KMT2A:r
® With €NS refapse (N=33) = Without CNS relapse [N=658}

* All differences statistically non-significant
Cytogenetics

66.7%
55.2%

2.2% 16.a%  1g.2% 21.6%

15.2% 2_!'“'
a

Normal Aberrant Complex Unsuceessiul
karyotype karyotype changes cultivation/NA

m With CNS relapse (N=33) « Without ENS relapse (Ne658)
* All differences statistically non-significant
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Overall survival from diagnosis
(all patients)

Relapse type:

~— Molecular

— CNS+molecular
Hematologle
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— CNS isolated

} P=0.05

} P =005

48 60 72 B4 96 108 120
Months

Overall survival from diagnosis
{only pediatric-inspired intensive treatment)

LL[ Relapse type:
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1 —— CNS+molecular
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ALL-TARGET TRIAL
A STUDY FROM THE EWALL

« A precision medicine randomized trial for patients with relapsed or refractory T-cell Acute
Lymphoblastic Leukemia based on a functional approach.

» Venetoclax and oncogenetic driven therapies for patients with relapse/refractory T-cell precursor
acute lymphoblastic leukemia

Randumiz?\
Randomize E O
TT02 vs SOC
_-".._'_
Randomize ‘//
TT0L vsSOC

Eligible patients TTO3
Eligible patients TTO02
TTO1

> Pre-phase (7-10 days) m StandardofcarechemotheV

R/R T-ALL U

SELECTED TARGETED
|:> THERAPEUTIC OPTIONS
{National Validation

Fonctional,
phenotypic and
oncogenetic assays Committees, shared algorithm)




ALL-TARGET TRIAL
A STUDY FROM THE EWALL

Eligible R/R T-ALL

Inclusion — Drug testing

assay
Pre phase
VCR / Dex 7 days
'
Randomization 1/2 Validation
N=93 Committee

TTOs arm
Months 1-3
N=62
RN

SOCarm
Months 1-3
N=31

Yes .
/
End of study
treatment

CR/CRi
by 3
months

Yes - - No

/ .
N
End of study
treatment

™~
N
.
\_\No

™

TTOsarm
Months 4-6

TTO arm
Months 4-6

N=19 N=43

TTO 1: IL7R/IAK/STAT
Ven + Tofa/Ruxo
N=25

TTO 2: PIBK/AKT/PTEN
Ven + Tem + Enrylase
N=12

TTO 3: Epigenetic/PHF6
Ven + Aza
N=25

TTO Targeted pathways col:r)r:g?ns;;?on
Venetoclax
TTO1 "‘ﬂ'ﬁjﬁéﬁ%ﬂ Tofacitinib or
Ruxolitinib
Venetocl
TTO2 PISK-AKT-PTEN Tsrr:qzicr)gli&::us
(PIBKSALT)
Enrylaze
TTO3 METHYL&LTION Venetoclla).(
(PHFBALT) 5-azacytidine

.

Czech Republic:

number of sites: 2
number of patients: 6
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ELN doporuceni 2020

Optimal Waming Failure
Baseline NA High-nsk ACA, high-nsk ELTS score NA
3 months  =10% =10% =10% 1t confirmed within 1-3 months
6 months  <1% >1-10% =>10%
12 months <0.1% >{).1-1% >1 %
Any ume =0.1%  >0.1-1%, >| %, resistance mutations, high-nsk ACA

loss of €0.1% (MMR)"

For patients aiming at TFR, the optimal response (at any time) is BCR-ABL1 <0.01% (MR").

A change of treatment may be considered if MMR 1s not reached by 3648 months.

Hochhaus A et al Leukemia 2020; 34(4):966-984.



Odpoved na |éCbu a riziko nasledné
ztraty odpovedi anebo progrese

CCyR — Progression MMR — Progression E
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b= —— MMR = 12 mo (n=60}, 85:6% £ — — CyR 612 mo (r=42), 100% £ — — MMR 12-18 mas {n=21), 100%
-4 _E MR 12-16 mg (=g 1], B+ 5% B o e CCyR 12-18 mo (n=17h 100% | ., s MMR 18-24 ma (n=10], 100%
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% -------- MMR = 24 mo  {n=37) 52+0% - s CCyR = 24 mo (n=13), 100% g ------ * 34 mo -:-I1= L1
iy —— Mo MMA (na39), T34 o Ho CoyR (r=31),00:4 10% . e MRA (n=58), S3LE%
% oo P < 0,001 0.0+ P =0.008 - P= 0,03
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0 12 M 318 48 80 T2 B4 0 1z . _4m R R o 2 M ¥ 48 8 T2 W
Manths following imatini therapy Months following imatinio therapy

Months after achieving any response

Kimm DH et al Am J Hematol 2010;85:856-862.



Survival Probability
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Survival Prabability
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Survival Probability
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Survival Probabtlity
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Pozdéjsi dosazeni MMR nemusi zhorsit progndzu
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**********

Time [years]

Nepublikované vysledky HOK FN a LF UP v Olomouci
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Hladiny BCR::ABL1 v jednotlivych
skupindach

Group 1 Group 2

Values
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Hladiny BCR::ABL1 v jednotlivych

skupindach

HR skupiny 5
Versus skupiny
1+2+3+4

2,79,
P=0,0000005
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OS optimalni odpoved vs selhdani ve

vsech milnicich
HR 2,79; p=0,0000005
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OS optimalni odpoved vs selhdani ve
12. mMEsICi

OS

HR 0,52; p=0,005
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OS optimalni odpoved vs selhdani ve
24. meésici
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Celkové preziti podle odpovedi ve 3. mesici
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Definice bazofilie/eozinofilie, % blastu

v publikacich/prognostickych skore

Cervantes Blood 1982
Sokal Blood 1984
Kantarjian Blood 1985
Hasford JNCI1998
Baccarani Blood 2006
Hasford Blood 2011
Baccarani Blood 2013
Pfirmann Leukemia 2016
Hochhaus Leukemia 2020
NCCN Guidelines 1.2025

WBC + diff count; erythroblasts/100 cells
Peripheral blood count, %

Peripheral blood smears, %

Proportions of WBC in peripheral blood
Differential, %

Laboratory values, %

% of peripheral blood differential

% in peripheral blood

Previous definitions; marrow morphology
Complete blood count with differential



Mikroskop versus pocitac

o 95% interval spolehlivosti hodnoty 5 % o % bunék jsou odvozena od absolutniho
bazofilo pocéitanych na 100 bunék poctu jednotlivych druht leukocyts

0,7 az 9,0 %




Historie a inovace

LH Series
MAXM Gen*S NRBCs
S Series Most successful Next Gansration AcecuCount
Fully Automated EPICS C 5-part analyzer VCS System Random
Hematology System Clinical Flow ever Excellence in Access
Coulter S Plus Cytometer VvCs Retics Productivity HmX ‘
Principle Fully Automated New Generation b First on New Mid Range AcsT 5diff CP
Patent CBC & Platelets part diff technology MAXM & Companion to New Low Cost
Reacakad STKS Gen:S Series
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Sales of High Volume Combined Technology Trackless Workcell
15t Commercial 3-part diff STKR & VC3 \ Foundation for
Cell Counter TPS ST R Advanced  EPIC! XL absolute counts on PrepPlus
First Laser Walk way 5-part system Fu'y flow cytometers Sample preparation
Analyzer High Vi'ume  for high volume  aute nated for flow cytometry
Closed ) be accounts - inical
Sampling cytometer
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Profile Il

Simple Clinical Flow
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A concentration of basophils
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Basophil concentration (particle counting) [#/uL]
=

Linear Regression of Basophil Concentration

Correlation - 0.58
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Event Free Survival probability

Basophil concetration (1)- EFS, FFS,
SFS

Strata Bazo(DG)[Abs]<12.2 = Bazo(DG)[Abs]212.2

1.00
0.75
0.50 1
0.25 1
p < 0.0001
0.00
0 24 48 72 06 120 144 168 192 216

Time (months)

Failure Free Survival probability

Strata -

Bazo(DG)[Abs]<12.2 === Bazo(DG)[Abs]212.2

1.004

0.754

0.004

p < 0.0001
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72

% 120
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Switch Free Survival probability
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1.004
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Progression Free Survival probability

Basophil conceftration (2)- PFS, OS

Strata = Bazo(DG)[Abs]<12.2 == Bazo(DG)[Abs]z12.2
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Overall Survival probability
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Event Free Survival probability

Basophil percentage (1)- EFS, FFS, SFS
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Drug Allergy. Insect Sting Allergy, and Anaphylaxis

Prevalence of hypersensitivity reactions in various forms
of mastocytosis: A pilot study of 2485 adult patients with
mastocytosis collected in the ECNM registry
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M. Shidowskisr Crie 3n, 20-210 Gdanss Badcgmund Hypersensitivity resctions (HR] are common in mastocytosis. However,

Paland. little is known sbout triggers and risk factors. The registry of the European Competence
Emal marskrisdezyie drumed.edu sl Network on Mastocytosis (ECHM] enables relisble studizs in 2 larger cohort of mas-
Funding mformation tocytosis patients. We sszessed prevalence, triggers and risk factors of HR in adults
Gdaiski Uniwersytet Medvezny; Fonds T =iz in the ECNM registry.

‘Wetenschappelijk Onderzozk
Methods: Data were collected in 27 ECMM centers. We analyzed potential triggers

{Hymenoptera venoms, food, drug. inhalant and others} and risk factors at diagnosis
and during follow-up. The study group consisted of 2485 adults with mastocyto-
=is, 1379 women [35.5%) and 1106 men (44.5%). Median age wss 48.2years [rangs
18-21vyears).
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Key Points Certain laboratory abnormalities correlate with subvariants of systemic mastocytosis
2 (SM) and are often prognostically relevant. To assess the diagnostic and prognostic
' value of SETUMm ¢ ar in SM, atients enrolled wi
= Benim chemisy lue of individual hemistry p. in SM, 2607 pati lled within
:Dﬂmg IS Did the European Competence Network on Mastocytosis and 575 patients enrolled within
o .aﬁt:a;l the German Registry on Eosinophils and Mast Cells were analyzed. For screening and
: E el diagnosis of SM, tryptase was identified as the most specific serum parameter. For
accessible parameters. differentiation between indolent and advanced SM (AdvSM), the following serum
. parameters were most relevant: tryptase, alkaline phosphatase, p2-microglobulin,
* Serum ":":-'“_':"’. _ lactate dehydrog (LDH), vitamin B12, and C-reactive protein (P < .001).
:lnnd .:p___ o 2 With regard to subvariants of AdvSM, an elevated LDH of =260 U/L was associated

1 with multilineage expansion (leukocytosis, r = 0.37, P < .001; monocytosis, r = 0.26,
. P < .001) and the presence of an associated myeloid neoplasm (P < .001), whereas



ECNM

» Nas projekt: NGS u systémové mastocytozy
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Impact of Additional Mutations in ISM and SSM on OS and PFS
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Aims of our project (PR37)

ECNM *,

) Indolent systemic mastocytosis (ISM)
Aim1 * 5% to 10% of cases progress to ASM

Using NGS gene panel to follow the changes in mutational profiles

* Repeatedly tested cohort (30 ISM/SSM)

Aim 2

Analysis of KIT D816V levels in cfDNA
* Evaluation of the KIT D816V presence in cfDNA isolated from plasma of
patients with SM

* Continuous sample collection
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Aktivity v roce 2023 a 2024

» Aktualizovana doporuceni diagnostiky a lécby CLL 2023

Centrové léky — vyjadieni pro SUKL, spoluprace s CHS — IV rezim,
zanubrutinib

» Ukoncené projekty ERIC — other malignancies, COVID-19 a trombdzy

> Nové projekty ERIC — CNS postizeni u CLL, Richterova transformace,
R/R CLL

Analyza lécby inhibitory BCR a BCL-2 — EHA 2024

> Registr CLLEAR
- projekt HCL, projekt MRD u CLL
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» Spoluprace s pacientskou organizaci Diagnéza leukemie
» Monografie pro pacienty 2024

» Informacni letaky k BCRi

» Minoritni klony TP53 u CLL

» Klonalni evoluce a progrese na BCRi a BCL2i
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Abstract

Patients with chronic lymphocytic leukemia (CLL} have a high risk of poor outcomes related to coronavirus disease 2019
(COVID-19). This multicenter cohort study evaluated the impact of COVID-19 infection on the population of CLL patients
in the Czech Republic. Between March 2020 and May 2021, 341 patients (237 males) with CLL and COVID- 19 disease
were identified. The median age was 69 years (range 38-91). Out of the 214 (63%) patients with the history of therapy for
CLL, 97 (45%) were receiving CLL-directed treatment at diagnosis of COVID-19: 29% Bruton tyrosine kinase inhibitor
(BTKi), 16% chemoimmunotherapy (CIT). 1% Bcl-2 inhibitor, and 4% phosphoinositide 3-kinase inhibitor. Regarding the
severity of COVID-19. 60% pts required admission to the hospital, 21% pts were admitted to the intensive care unit (1CU),
and 12% received invasive mechanical ventilation. The overall case fatality rate was 28%. Major comorbidities, age over 72,
male gender. CLL treatment in history, CLL-directed treatment at COVID- 19 diagnosis were associated with increased risk
of death. Of note, concurrent therapy with BTKi compared to CIT was not associated with better outcome of COVID-19.
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Abstract

Hairy cell leukemia (HCL) and HCL-like disorders have to be distinguished because
of their different biclogy and treatment response. Thus, we conducted a retro-
spective study on patients with HCL and hairy cell leukemia variant (HCLy) to assess
diagnostic algorithms and treatment outcomes in a real-world setting. We analyzed
225 HCL and 24 HCLv patients with median follow-up of £7.9 months (HCL) and
20.1 months (HCLv). Median age at diagnosis was 56.2 (HCL) and 695 yaars (HCLv),
male predominance was observed in both groups (76.0% vs. 73.1%). Diagnostics was
mostly based on morphological evidence of hairy cells in the peripheral blood and
bone marrow. At diagnosis, BRAF WS00E mutation was detected in 94.7% of
examined HCL patients and in no HCL patient. Front-fine treatment was indicated
in 205 (91.1%) HCL and 18 (49.2%) HCLv patients. The majority of HCL patients
WErE inisterad 3¢ ine-based regi {91.2%). Overall response rate (ORR)
was higher in cladribine-treated patients compared to those given other treatments
(97.7% vs. 81.3%), the same applied with achieving Complete remission (CR) {91.2%
vs. 62.5%). HCLv treatment was heterogeneous, but cladribine remained the maost
frequent option (44.4%) with ORR 81.3% and CR rates 43.8%. Second-line treat-
ment was indicated in 52 HCL and 8 HCLv patients, 25:4% and 44.4% of those
treated in first-line. In the whole HCL group, median time to next treatment (TTNT)
was not reached and 10-year TTNT was estimated at 74.1%. HCLv patients who
underwent first-fine treatment had a median TTNT of 56 months. The median
overall survival (05} in HCL patients was not reached compared to HCLw with a
median 05 of 9.5 years. These data confirm an excellent progrosis for HCL patients
treated with cladribine-based therapy. On the contrary, HOLv with its aggressive
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Additional booster doses in patients with chronic lymphocytic
leukemia induce humoral and cellular immune responses to
SARS-CoV-2 similar to natural infection regardless ongoing
treatments: A study by ERIC, the European Research Initiative

on CLL

To the Editer:

In the past 3 years, SARS-CoV-2 (severe acute respiratory syndrome
coronavirus-2) leading to coronavirus discase 2019 (COVID-19) has
threatened the life of ptients with chronic lymphocytic leukemia
[CLL). Though dedlining over time thanks to effective interventions,
the cse fatality rate and the percentage of paticnts with CLL
experiencing severe infections remained higher than those of the gen-
cral lation® This vul hility s fsing, considering that

significantly higher rate of (55%: 10/18) | to
the othrs (Table 14). Antibody concentrations showed a similar trend;
patients in remission presented the highest median antibody  fiter
(585 U/mL), while those on therapy with single-agent BTK the lowest
(22.6 U/mL, p < 01) (Table 14). Among numcrically majer subgroups,
we identified by univariate analysis patient characteristics associated
with seroconversion rate. In patients in watch and wail, unmutzted

CLL per se is sssociated with a characteristic immune dysfunction,®
and that CLL-directed therapics may further worsen immune suppres-
sion. Factors leading to a higher infectious risk have been also associ-
ated with an impaired response to COVID-19 vaccines?* To some
extent, booster doses increased vacdne immunogenicity in patients
with CLL** though the dynamics of cellular responses remain contro-
wversid. Indeed, some studics suggested that spedific T cells may be
gencrated and be functional ind fently of jon and
anbi-CLL therapies” ® while others indicated a cortain degree of
impaired  T-cell immunity,’ mostly scen in pationts on active
CLL-directed treatment.”” Besides, the potential differences from the
response Lo natural infection by SARS-CoV-2 remain Lo be thoroughly
assessed.

bulin heavy variable genes (u-IGHV) associted with a
lower, while doction{13g) with a highor seroconversion  rate.
Deletion174) had a negative impact on seroconversion in patients on
single-agent BTKL In both sul serum | lobulin defi-
diency (lsGsbe/dL paralicled with low seroc rate (Table 53
Then, we analyzed humoral responses in 268 patients afler the
first booster dose of vacdne [Figure 51 and Table 52). Although
the rate of patients showing humoral memory increased compared to
the post-2 dose asscssment, ondy 47% (52/112) of single-agent BTKIL
27% (3/11) of BTKi phus venetoekax treated patients, and 32% (6/19)
of paticnts expased to mbi-CD20 exhibited antibody responses,
mastly with a low median antibody titer (Table 14). At variance,
paticnts in remission or in watch and wait were positive in 100%
(22/2Z) and 85% (73/86) of cases, respectively, with a median anti-
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CHROMIC LYMPHOCYTIC LEUKEMIA

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 Hoferova (D", Vaclay Seda (07, Sons Kadekeva(D)', fan Verner', Tommas Loja’, Kvetoslavs Matulove®, Hana Skuhrova Francovs®,
Eva Ondrowkovai”, Dansel Flllp'-2 Micolas Blaver(D)', Miroslay Boudng™, Gabriels Miadonicks Pavlasova’, Josel Vecesa',

Laura Ondrisova'”, Petra Pavelkova', Krystof Hisvac'”, Lenka Kostalova'”, Androniki Michaelou™, Sarka Pmpusnlc\me’

Jana Dorazitova®, Vaclay modmlag Josef Jaros®, Michael Doubek(D7, Marie Jarosova’, Abes H.ampl' Lucy Wojtova 77, Leas Keen®,
Jirl Mayer (37 and Marek Mraz (D"

© The Authoais] 2024

Seweral in vitio models have been developed 1o mamic chronic lymphooyte lsukemia (CLL) proliferation in immune niches;
however, they typically da not imduce robust proliferation. We prepared a noved model based an mimicking T-cedl signals in vitro
ard in patient-derved werogralts [POXE). Six supponive cell lines were grepared by engineering H55 stramal cefls with stable
expredgion of human COM0L, 1L, 125, snd their combinations. Co-culture with H3S expredging COA0L and L4 in combination led to
mild CLL cell profiferation (median 7% at day 7). whils the H35 expressing CDM0L, L4, and IL21 led to unprecedentad proliferation
rate [median 44%) The co-cultures mimicked the gene expression fingerprint of lymph node CLL cells (MYC, NFxB, and E2F
slgnatured) and revealed novel valnerabilities in CLL-T-cell-induced prafiferation. Drug testing n co-cultures sevealed far the firs
trme that pan-RAF inhibitees fully block CLL proliferation. The co-culture model can be downscalad to five microfiter valums for
large drug screening purpoies of upsealed to CLL POXs by HS5-COM0LALA £1L27 co-t | Co-ranip MEG mice
with purified CLL cells and HE5-CDA0L-IL4 or HE5-CDM0L-L4-1L21 celis on collagen-based seaffold bed to 47% or B2% engru&mer!t
elficacy, respectively, with —20% of POXs being clonally related 1o CLL, potentislly avercoming the nesd 1o co-tanaplant
autotagaus T-cells in POX.

Leukernia (2024) 3E1639-1711; hitpay/doiorg10.1038/541375-024-02284-w
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Unveiling the dynamics and molecular landscape of a rare
chronic lymphocytic leukemia subpopulation driving
refractoriness: insights from single-cell RNA sequencing
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Early identification of resistant cancer cells is currently a major challenge,
as their expansion leads to refractoriness. To capture the dynamics of these
cells, we made a comprehensive analysis of disease progression and treat-
ment response in a chronic lvmphocytic leukemia (CLL) patient using a
combination of single-cell and bulk genomic methods. At diagnosis, the
patient presented with unfavorable genstic markers, including notch recep-
tor 1 (NOTCH!) mutation and loss(11qg). The initial and subsequent treat-
ment lines did not kad w o durable response and the patient developed
refractory disease. Refractory CLL cells featured substantial dysregulation
in B-cell phenotypic markers such as human leukocyte antigen (HLA)
genes, immunoglobulin (IG) genes, CDMY molecule (CD/Y), membrane
spanning 4-domains Al (MS441; previcusly known as CD20), CD79a
molecule (CD794) and paired box 5 (PAYY). indicating B-cell de-
differentiation and disease transformation. We described the clonal evolu-
tion and characterized in detail two cell populations that emerged during
the refractory disease phase, differing in the presence of high penomic com-
plexity. In addition, we successfully tracked the cells with high genomic
complexity back to the time before treatment. where they formed a rare
subpopulation. We have confirmed that single-cell RNA  scquencing
enables the characterization of refractory cells and the monitoring of their
development over lime,
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Overall survival of patients with CLL treated with ibrutinib in the first line
compared to second-line ibrutinib after chemotherapy/chemoimmunotherapy
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ABSTRACT ARTICLE HISTORY
Objective: To evaluate the overall survival (OS) of patients with chronic Iymphnqmc bukemla (CLL) Received 15 December 2023
receiving either ibrutinib monotherapy as a first-line (1L) treatment or ch 10- Revised 3 June 2024
therapy-based (CT/CIT) regimens in 1L followed by ibrutinib in the second line {1 L CI/CIT2L ibrutinib)  Accepted 11 June 2024
after d pre ing a randomized trial comparing both 05, G

Methods: Patient-lovel data from the RESONATE-2 trial (NCT01722487) and realworld PHEDRA data- Chranic lym;

bases were analyred. Three scenarios were considered using the following data sources: (1) eukemia: ibrutinib;
RESONATE-2, (2) combined RESONATE-2/PHEDRA, (3) combined RESONATE-2/PHEDRA for 1L ibrutinid  treatment sequencing;
and PHEDRA for 1L CT/CIT-2L ibrutinib. Propensity score-based weights and inverse probability of cen- overall survival: red-world
soring weighting were used to adjust for baseline (Scenarios 2 and 3) and time-dependent confound- data; trial emulation
ing (all scenarios), and to address potential biases. A weighted Cox proportional hazards model was

used to estimate the 05 hazard ratio (HR) and 95% confidence interval (Cl) for 1L ibrutinib versus 1L

CI/OT-2L ibrutinib.

Results: Resuits from Scenano 1 showed a significantly lower risk of death with 1L ibrutinib compared

with 1L chiorambucil followed by 2L ibrutinib (HR 035 [95% Cl 0.20-062]). Results from Scenarios 2

and 3 demonstrated a reduced risk of death with 1L ibrutinib compared with 1L CT/CIT-2L ibrutinib

{HR 0.35 [0.21-061] and 0.54 [0.35-104], respectivaly).

Conclusion; The analyses consistently showed a reduced risk of death when ibrutinib was used as a

1L treatment in CLL compared with delaying its use until 2L after CT/CIT regimens, which suggests

that initiating ibrutinib in 1L is advantageous for improving survival outcomes,

Received: 25 July 2023 | Accepied: 25 October 2023
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Summary

Large-scale next-generation sequencing (NGS) studies revealed extensive genetic het-
erogeneity, driving a highly variable clinical course of chronic lymphocytic leukaemia
(CLL). The evolution of subclonal popul. contributes todi therapy resp

and disease refractoriness. Besides, the dynamics and impact of subpopulations be-
fore therapy initiation are not well understood. We examined changes in genomic
defects in serial samples of 100 untreated CLL patients, spanning from indolent to
aggresswe disease. A comprehensive NGS panel LYNX, which provides targeted mu-
ysis and g wide ¢l 1 defect t, was employed.
We observed dymmlc changes in the composition and/or proportion of genomic ab-
errations in most patients (62%). Clonal evolution of gene variants prevailed over the
chromosomal alterations. Unsupervised clustering based on aberration dynamics re-
vealed four groups of patients with different clinical behaviour. An adverse cluster was
associated with fast progression and early therapy need, characterized by the expan-
sion of TP53 defects, ATM mutations, and 18p— alongside dynamic SF3BI mutations.
Our results show that clonal evolution is active even without therapy pressure and that
repeated genetic testing can be clinically relevant during long-term patient monitor-
ing. Moreover, integrative NGS testing contributes to the consolidated evaluation of
results and accurate assessment of individual patient prognosis.

KEYWORDS
chronic lymphocytic kenkaemia, clonal evolution, genomic ab ion, integrative NGS testing,
prognosis
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Other malignancies in the history of CLL: an international
multicenter study conducted by ERIC, the European Research
Initiative on CLL, in HARMONY
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CHRONIC LYMPHOCYTIC LEUKEMIA

ERIC recommendations for TP53 mutation analysis in chronic
lymphocytic leukemia—2024 update

Jitka Malcikova @ '8, Sarka Pavlova(®'™'8, Panagiotis Baliakas(%? Thomas Chatzikonstantinou (5% Eugen Tausch®,

Mark Catherwood®, Davide Rossi”, Thierry Soussi (335, Baris Tichy?, Arnon P Kater(3?, Carsten U. Niemann(3'%, Frederic Davi' ™2,
Gianluca Gaidano (33, Stephan Stilgenbauer (0%, chhatd Rosenguist(D'*'5, Kostas Stamatepoulos (0%, Pacle Ghia (3" and
Sarka Pospisilava ("'

@ The Author(s) 2024

In chronic lymphocytic leukemia (CLL), analysis of P53 aberrations (deletion and/or mutation) is a erucial part of treatment decision-
making algorithms. Technological and treatment advances have resulted in the need for an update of the last recommendations for
TP53 analysis in CLL, published by ERIC, the European Research Initiative on CLL, in 2018, Based on the current knowledge of the
relevance of low-burden TPS3-mutated clones, a specific variant allele frequency (VAF) cut-off for reporting TP53 mutations is no
longer recommended, but instead, the need for thorough method validation by the reporting laboratory is emphasized. The result of
TP53 analyses should aheays be interpreted within the context of available laboratory and clinical information, treatment indication,
and therapeutic options. Methodological aspects of introducing next-generation sequencing (NGS) in routine practice are discussed
with a focus on reliable detection of low-burden clones. Furthermore, potential interpretation challenges are pressnted, and a
simplified algorithm for the dassification of TP53 variants in CLL is provided, representing a consensus based on previously published
quidelines. Finally, the reporting requirements are highlighted, incduding a template for clinical reports of TP53 aberrations, These
recommendations are intended to assist diagnosticians in the correct assessment of TP53 mutation status, but also physicians in the
appropriate understanding of the lab reports, thus decreasing the risk of misinterpretation and incorrect management of patients in
routine practice whilst alse leading to improved stratification of patients with CLL in clinical trials.

Leukemia (2024] 38:1455-1468; httpsy/doi.org/10.1038/541375-024-02267 %
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http://cllear.registry.cz/

ClLear | Chronic Lymphocytic Leukemia Registry
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AZV grant 2025-2028 — projekt sledovani mikrobiomu u AML - podana zadost

A Longitudinal Study of Microbiome Dynamics in Acute Myeloid Leukemia Patients: Impact of
Intensive Treatment versus Non-intensive Treatment with Azacitidine plus Venetoclax

Applicant: Barbora Weinbergerova, The Department of Internal Medicine — Hematology and Oncology.
University Hospital Brno (THOK THE)

A. Background
Acute myeloid lenkemia (AML) is a clonal disorder of the hematopedetic stem cells resulting in impaired production
of the nyeloid blood cell lineage [1]. Standard treatment for fit AMI patients in good biological condition 13 intensive
induction chemotherapy followed by consolidation chemotherapy and eventually allogeneic hematopoietic stem cell
transplantation (alloHSCT) [1]. In some cases, standard induction chemotherapy can be combined with targeted
agents (FLT3 nhibitors, CD33 antibody). Patients intensively treated for AMIL, including alloHSCT. are at the
highest risk of several serious complications due to being immmnocompromised, both at the time of AMI diagnosis
and dwring treatment [2, 3]. This is because the treatment induces prolonged bone marrow aplasia, and nmcous
membrane damage to the gastrointestinal tract (GIT) - mmcositis and colitis - associated with infections complications
like febrile nentropenia or clinically/microbiclogically defined nfections. often cansed by intestinal nucroorganisms
penetrating through the impaired GIT membrane. In the case of allogeneic transplant patients, another significant
complication is represented by GIT graft versus host disease (GvHD) with substantial morbidity and mortality [4].
Altogether, patients vndergoing AMT intensive treatment are exposed to a combination of nmltifold and extended
chemwotherapentic and antibiotic exposure with the impact of such intensive treatment on the GIT microbiota (a
commmuity of microorganisms living in a certain enviromment).

On the other hand, older and biclogically unfit patients with newly diagnosed AMI ineligible for intensive
treatment are currently treated with a combination of the BCL-2 inhibitor venetoclax and the hypomethylating agent
azacitidine (WEN+AFA) which has a good potential to achieve a treatment response and prolonged suwrvival,
addition to in some cases enabling alloHSCT [3]. However, there is increasing debate regarding infection risk
including mycoses, among patients receiving VEN-+AZA [6]. Only a few publications have evaluated infection risk
in VEN+AZA treated AML patients, which appears to be lower than intensively treated AMIL patients [7]. For
example in our international nmiticenter observational study, fungal infections oconrred in only 3% of patients with
new-diagnosed AML treated with a VEN+AZA combinatien [8] with a mostly non-severe course of infection and
no impact on patient swvival At centres participating in owr trial in 2022-2023, a higher rate of severe invasive
fungal infections among intensively treated AML patients was recorded despite standard antifungal prophylaxis
compared to our group treated with VEN+AZA (9% vs. 0.5%) [8].

In the last decade, several papers have been published evaluating the role of the intestinal microbiome, its
compesition and diversity. and changes dunng oncological treatment correlating to the pathephysiclogy of infectious
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. Invazivni mykotické infekce v hematologii
2. Infekce u hematologickych pacientii na nové cilené |égbé

3. Multirezistentni bakteriaini infekce u hematologickych
nemocnych
4. Infekee u pacientu po CAR-T terapii

Odborny garant: prof. MyBmifi Mayer, CSc.
Misto: Univerzitni kampus Bohunice, Kamenice 5, Brno

pavilon B11, mistnost 114 (1. patro)

Datum: Stfeda 3. 4. 2024 od 9:30

Database

Prihlasky/informace:
Prosime viechny Géastniky, vietné pfednasejicich o bezplatnou, ale nutnou
ragistraci — emailem” prochazkova jinna@inbmo oz

Vzd&lvacl akee je polédéna die Stavovského pladpisu Cislo 16 Ceske
lekar=ke komory Utasinic
seminare obdrZi pohvzeni o
Utasti, akce bude ohodnocena
kredity CLK

Mapa, doprava a parkovani:
* MHD-BUS 40z
autobusoveho nadraZi Zvonafka
— zastavka Univerzitni kampus®
nebo Nemocnice Bohunice®

+ Tramvaj £ 8 7 Hlavniho
nadraZi — zastavka  Nemocnice
Bohunice®

+ AUTO -z D1 EXIT 120 —
Vystavisté, druba odbotka

(smér Univarzitni kampus)

Parkovani u nakupniho centra Campus Square (2 neplacena parkovisté u
kruhoveho objezdu — Zuté Sipky) nebo placené parkovidte u FN Bino (Cervend
&ipka)

08:30 Zahajeni - Mayer, Zak, Weinbergerova

INVAZIVNI MYKOTICKE INFEKCE V HEMATOLOGI

9:45 Invazivni aspergilozy a vzacné mykozy — analyza dat FIND
Weinbergerova (IHOK FN Brno)

10:00 Invazivni kandidozy - analyza dat FIND Kocmanova (OKM FN Brna)
10:15  Invazivni mukormykoézy u déti — analyza viastnich dat Sadldfek
(FN Motol)

10:25 Mukormykoza u nemocne s aGVHD po alogenni transplantaci pro
sekundarni AML a mnohoetny myeiom léZené Teclistamabem a
Venetoclaxem Zavielovéa (FN Hradec Kralové)

10:35 Diskuze

10:50 Prestavka

INFEKCE U HEMATOLOGICKYCH PACIENTU NA NOVE CILENE LECEE
11:20 Infekéni komplikace u h tologickych pacientd légenych cilenou

terapli — prehled literatury Drgofia (NOU Bratislava)

11:35 Mykoticke infekce u pacientd s akutni myeloidni leukémii
lééenych venetoklaxem s azacitidinem — mezinarodni project CELL
‘Weinbergerova (FN Brnio)

11:50 Zavazne infekce u déti lecenych tyrozinkinazovymi inhibitory —
viastni zkugenosti Dusek (KDO FDN Brna)

12:00 Progredujici aspergilloza PND u nemocné s DLBCL po [é¢hé
epcoritamabem Zibiidova (FM Hradec Kralove)

12:10 Diskuze

12:26 Obéd

MULTIREZISTENTNI BAKTERIALNI INFEKCE U HEMATOLOGICKYCH
NEMOCNYCH

13:10 Multirezistentni bakterialni infekce u hematologickych nemocnych
iky) Kabut (IHOK FN Bmo)

13:25 Multirezistentni bakteriaini infekce u hematologickych nemocnych
— piehled literatury Cemusova (UHKT Praha)

13:40 Nova antibiotika v lecbé multirezistentnich bakterialnich infekei u

na centrech — ti center (d

hematoonkologickych nemocnych Paterova (FN Hradec Kralové)

13:55 Cefiderocol (Fetroja®) a prvni klinické zkusenosti Sramkova (FN
Plzan}

14:05 Fosfomycin (Fomicyt®) a prvni klinické zkusenosti Mavratil (FN
Ostrava)

14:16 Diskuze

14:30 Prestavka

INFEKCE U PACIENTU PO CAR-T TERAPII

15:00 Antiinfekéni profylaxe u pacientl 1é2enych CAR-T terapii -
zkusenosti center [dotazniky) Benko (IHOK FM Bmo)

15:15 Infekce u pacientl po CAR-T terapii — prehled literatury ‘/ydra
(UHKT Praha)

15:30 Komplikace moderni Imunoterapie u pacient & NHL a MM
Sokolova, Radocha (FN Hradec Kralové)

15:45 Technické zkugenosti s vyrobou virus specifickych T lymfocyta
Koutna a kol. (ICRC FNUSA Bmo)

16:00 Klinické zkugenosti s Ié€bou virus specifickymi T lymfocyty Kabut
(IHOK FN Brmo)

16:16 Diskuze

16:30 Zakonceni workshopu
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PFijmy k 30. 10. 2024

e Ucetni zGstatek celkem k 30. 10. 2024:
— 2.198.441,- KC + 277.803,42 EUR + 139.781,- USD
e \/ynosy letos:
— 1.350.000,- K¢
— 23.291,- EUR
e faktury, projekty, sponzoring
e (Ocekavané prichozi platby:

— 1.450.000,- K¢ faktury vydané



Vydaje k 30. 10. 2024

e Platby letos:

— 4.047.099,- KC

e Datamanazeri, odmeény, IBA, ostatni vydaje

e Naklady, jen infrastruktura

— 552.452,- K¢ FN HK datamanazeri

— 60.500,- K¢ VFN datamanazer

— 1.015.000,- KE  FN Brno datamanazeri

— 318.000,- K& UHKT datamanaZefi

— 94.500,- K¢ FN Olomouc datamanazerka

— 610.961,- K¢ IBA

— 924.652,- K¢ Odmeény

— 471.034,- K¢ Ostatni vydaje



Uéetni zGstatek k 30. 10. 2024

2.198.441,- KC + 277.803,42 EUR + 139.781,- USD

Nové pojekty, novi datamanazeri, odmeény
VS.

Nuthost redukce nakladu
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