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Vyro¢ni zprava CELL 2023

I
Vyrocni schlizi zahdjil prof. Mayer, ktery podékoval ucastnikiim za préci pro CELL a vyzdvihl
mnozstvi projektd, do kterych je CELL zapojena.

II
Prof. Mayer piednesl vyro¢ni zpravu CELL za rok 2023. Shrnul v§echny projekty, které CELL
na poli leukemii a pfibuznych nemoci fesi. Pfipomnél rozriistajici se pocet smluvnich partnert,
ktefi dodavaji data do registri. Dale zminil fadu publikaci, ktefi clenové CELL napsali v roce
2023. Behem tvodniho slova byli pfedstaveni kandidati na rozsifeni vyboru CELL. Prof. Mayer
na zaveér svého vystoupeni seznadmil pfitomné s vyhledem aktivit na rok 2024.

I
Prof. Doubek ukazal finan¢ni bilanci CELL v roce 2023. CELL nemusi byt platcem DPH.
Finan¢ni situace CELL je pravidelné¢ konzultovdna s danovou poradkyni. V nakladech
dominuji ndklady na registry, analyzy dat a platby datamanazertim.

v
Dr. Hrabovsky seznamil pifitomné s projekty vénovanymi problematice ALL. Piedstavil
aktuality projekti tykajicich se ALL, kter¢ CELL pfipravila (Blina-CELL a Pona-CELL
(vlastni IIT projekty CELL), dale novych studii EWALL pro ALL. Rovnéz uvedl, Ze se rozviji
1 databaze DATOOL ALL, kde je nyni zaddano uz pfes 400 nemocnych a zminil publikace
tykajici se ALL publikované v roce 2023. V neposledni fad¢ se vénoval novym protokolim
CELL pro 1écbu ALL.

\%
Dr. Semerad ptedstavil projekt hodnoceni MRD a clearance NGS mutaci u pacientti s de novo
AML lé¢enych kombinaci venetoklax + azacytitin.

VI
Prof. Mayer zminil tkoly a vyzvy tykajici se projektu HALF. PredevSim otazku zadavani
vysledkl a dalSich dat do databdze, monitoring studie, bankovéani biologického materidlu a
cerpani finan¢nich prostredka.
Doc. Za&kova piitomné seznamila s aktualizovanymi vysledky studie HALF.
Prof. Mayer na tuto prezentaci navazal sdélenim HALF z pohledu technického a statistického.
Dr. JeziSkové zminila stav analyz klonalni hematopoézy v projektu HALF.
Doc. Machova Polakova predstavila aktuality centralniho testovani BCR::ABL a
farmakogenotypovani v rdmci projektu HALF.
Doc. Zakova navazala na doc. Machovou Poldkovou s prezentaci tykajici se analyz
farmakokinetiky.



A1
Dr. Laznicka ptednesl cile a Casovy plan projektu blasticky zvrat u chronické myeloidni
leukemie.
Doc. Machova Polédkova informovala o roli transportéru OCTN2 v pfenosu imatinibu a
karnitinu.
Dr. Bélohlavkova informovala o projektu srovnani pteziti nemocnych s CML lécenych
imatinibem a nilotinibem. Manuskript prace byla odeslana do oborného ¢asopisu.
Dr. Hormak piedstavil vysledky projektu akcelerované faze u CML.
Prof. Faber zminil vysledky analyzy progn6zy nemocnych s CML, kteti na 1écbé TKI nedosahli
optimalni odpovédi podle ELN kritérii, nebo jim byl TKI zménén.

VIII
Doc. Weinbergerova predstavila projekt 1écby AML venetoklaxem s azacytidinem a
antimykotidkou profylaxi u této terapie. Nasledovala prezentace doc. Weinbergerové
Venetoklax v ,,nestandardnich* indikacich.
K problematice AML vystoupil jesté prof. Mayer a ptedstavil navrh projektu Horizon Impact —
randomizované studie 1é¢by pacienti s relapsem AML.

IX
Dr. Podstavkova piedstavila aktuality k databazi myeloproliferativnich nemoci MIND. V tuto
chvili na databazi participuje 35 pracovist' z CR. Na prezentaci k databazi MIND navazala
prezentaci o modulu ,,Besremi®, ktery byl v ramci databdze aktivovany.

X
Doc. Weinbergerova prezentovala aktuality k problematice oportunnich infekei, napiiklad
databazi FIND ¢i problematiku virus specifickych T lymfocytt.

XI
Prof. Doubek zminil problematiku CLL, kterou CELL fesi ve spolupraci s dal$imi pracovnimi
skupinami (CSCLL, ERIC). Zminil databazi CLLEAR, publikace tykajici se CLL, které byly
vydany v roce 2023, pfipravované publikace i granty, na kterych se ¢lenové CELL podili
(zejména projekty skupiny ERIC).

XII
Prof. Doubek zminil projekty, které se tykaji systémové mastocytdzy — zejména projekt NGS
sekvenovani u pacientii s mastocytozou, ktery CELL koordinuje v rdmci ECNM skupiny.

XIII
VSichni Gc¢astnici s pfedlozenymi zpravami souhlasili.

X1V
V pribehu zasedani byli do CELL pfijati novi ¢lenové: Doc. MUDr. Ludék Raida, Ph.D. z FN
Olomouc a MUDr. Tomas Horiidk z FN Brno.

XV
Na zavér zasedani probéhly doplitovaci volby do vyboru CELL. Ptitomni delegati jednomysIné
souhlasili s rozsifenim vyboru o dvé mista.
Do vyboru pak nasledné byli (na dvé nova mista) v tajné volbé zvoleni: MUDr. Pavel Jindra,
Ph.D. (15 hlast pro) a MUDr. Zden¢k Koftistek, Ph.D. (12 hlasi pro).



Schiizi ukoncil prof. Mayer podékovanim vsem ucastniktim.

Zapsal: Doubek
30. 11. 2023



the Cz€ch eukemia
study group for |ife

18. Vyrocni schuze CELL

Shrnuti roku 2023
J. Mayer

Brno, 30. 11. 2023



Strucnée shrnuti + nastin budoucnosti (1)

- Bohaty program (redukce)

- Nejde o detailni probirani jednotlivych projektu
- separatni mitinky/emaily/TC
- OHD 2024

- Existujeme 18 let

- Rust

- Stabilita

- Viditelnost v CR i v zahranici

- Publikace



Strucnée shrnuti + nastin budoucnosti (2)

- Vyznamné rozSifovani poCtu smluvnich partneru
- doc. Weinbergerova
- modul Besremi/MIND

- Publikace/prezentace
- MyloMido
- antiHalf
- AP vs ICC vs WHO
- genove polymorfismy a TFR
- Nilo x Ima real life

- DaunoDouble



Strucneé shrnuti + nastin budoucnosti (3)

- Zmeny na IBA

- VizualizacCni software k 18. 12. 2023

- Alespon 1 solidni publikace rocné

- Informované souhlasy

- Budou se stridat lokality vyrocnich setkani

- Zmena stanov + rozsireni vyboru o 2 dalsi Cleny



6. AML Academy 2023 @ SAL | AMLCG

Study Alliance Leukemia - AML Cooperative Group — CELL e | Cobpemtssiss
16th/17th November 2023 @l
Organizer

13001310 Welcome 08:00-10:00 Steering Committee Meeting /

1310-13:35 News from IDH mutations in AML Sophie Steinhauser, Kiel y g G Waerein
e T L W Mo . Joint Study Group Meeting of SAL, AMLCG / L
13:35-14.00 Risk stratification in RUNX1mutated disease Tobias Herold, Minchen GWT-TUD GimbH

Freibergerstr. 33
01067 Dresden

10:30-13.00 Updates on current, past and future
14:30-14:55 Update on CAR-T cell options in AML Tim Sauver, Heidelberg projects and trials
14:55-15:20  Molecular profiling of patients with cytogenetically  Karsten Spiekermann,
normal acute myeloid leukemia and hyperieukocytosis  Munchen

Juliana Binder

15:20-15:45 NCDK7/12/13 inhibition and venetociax in Caroline Pabst, 1400-16:00 Updates on current, past and future Mohbil: 01512333 7972
aciite myeloid leukemia Heidenberg ;irﬁjents andtrigls juliana binder@g-wt.de
16:15-16:40  Prognostic impact of Secondary Marius Bill, Dresden ’
Type Mutations in AML Location
16:40-17:05 Real-world data on Gemtuzumab Ozogamicin Philippe Muller, Essen Seandic Frankfi
AML Academy I|
17.30-18:00 Targeted treatment in AML: My standards Ofir Wolach, Tel Aviv R ; :
and my future bets eglstratlon
18:00-18:30  Allo HCT; About the optimal timing Charles Craddock, www.aml-academy.de
and best maintenance Birmingham 3
18301915 How | treat newly diagnosed AML Keith Pratz, Philadelphia @ Jazz Pharmacauticals i
/d
= AMGEN  Mastellas (W Bristol Myers Squib’

19:15-18:30  Closing remarks

' en J Oncol i 1S
From20:00  Networking dinner WOILEAD | jensenJ ooy peovii (b NOVARTIS
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HALF

J. Mayer, D. Za&kova a ostatni spolufesitelé a
spolupracovnici



Ukoly a vyzvy (1)

- Databaze RedCap, zadavani a ,normy*“ vysledku

- Néktere predbézné analyzy prezentovany na jare (pfri
OHD)

- Svozy bankovanych materiall

- DilCi uzaverka databaze k 30. 11. 2023
- kompletni prohlidka dat

- shad jiz i simulace vSech primary, secondary i tertiary endpoints
- Konec 31. 12. 2025....se zda daleko ale....

- za chvili si rekneme ...narok to kondi...

- EHA a EICML nejakeé prezentace?



Ukoly a vyzvy (2)

- Studie nabrala pacienty

- Super! Ale...!

- Kvalita a validita dat, MONITORACE

- Davky Iéku

- VedlejSi uCinky a potencialni withdrawal syndrome

- Vysledky z centralizovanych analyz

- DilCi zpravy, Cerpani financi!

- Intenzivni mejlova/telefonicka/TC komunikace v 1-3/2024

- Diky moc vsem za dosavadni spolupraci!






IMPACT

J. Mayer za vsechna Centra intenzivni
hematoonkologicke péce pro dospelée + MU
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Financni bilance CELL za rok 2023
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Prijmy a vydaje k 30. 11. 2023

P¥ijmy 2023
_ 2.580.000,- K&
_ 188.017,70,- EUR

e projekty, sponzoring

Platby 2023:
— 4.317.521,- K&
« datamanazefi, odmény, IBA, ostatni vydaje



Progndza nemocnych s CML, kteri na
lécbé TKI nedosahli optimalni
odpovedi podle kritérii ELN nebo jim
byl zméneén TKI

Lucia Vrablova, Edgar Faber



Sitova analyza — uroven BCR..ABL
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Nutnho doresit

e Zatim zpracovana kohorta 365 pacientu s 5 udaji o urovni BCR::ABL

* Mozno zahrnout pacienty s jednim chybéjicim udajem (3, 6, 12, 24
meésicUu)? Rozsireni o dalsich 298 pacienta.

 Mozno zahrnout pacienty se dvema chybé&jicimi udaji (3, 6, 12, 24
meésicu)? Rozsireni o dalsich 136 pacientu (celkem 799).

* Bude hodnoceno celkové preziti s ohledem CML a vliv zmény TKI na OS pri
neoptimalni odpovedi.
e Vztah vstupnich parametru pacientt a dynamiky poklesu BCR::ABL.



FAKULTNI
[ iditte:. @G0
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E D U CZECH CLINICAL RESEARCH
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HALF

From the technical and statistical
point of view

...aneb proc je dulezité dusledné vyplnéni
eCRF pro splneni cilu studie


about:blank
about:blank

Statistika v HALF: kde jsme nyni? e

Navrh vhodnych statistickych metod pro

Statistické kapitoly v protokolu studie
vyhodnoceni cilli studie

Plan statistické analyzy (SAP)

I

Listingy
Pacientské profily
Tabulky s hodnotami mimo referenéni meze

Priprava podkladul pro (medical) review dat

Vystupy pro konference
Abstrakta
Powerpointové prezentace, postery

v v

PriibéZné vystupy analyzy

VVV VVY

Kompletni analyza cilt studie
Statistické modely
Tabulky, grafy, listingy, profily pacientu

Finalni analyza

Statisticky report
Podklady pro zavéreCnou zpravu
Podklady pro publikace

R

Reportovani vysledki a publikace

VYV VYVV



Klitové parametry pro analyzu endpointti studie | . |.e®

Hodnota BCR-ABL1 a konfirmovana molekularni rekurence

* Primarni cile studie
« Podil pacienttl v MMR a preziti bez MR
 Podil pacientt v MMR bez nutnosti uzivani terapie (TFR) a preziti bez
nutnosti terapie (TFS)

« Sekundarni a exploratorni cile studie
 Faktory ovlivnujici vyskyt MR

Prosba o dusledny zapis konfirmované molekularni rekurence a hodnot BCR-ABL1
do eCRF a dodrzeni protokolu.

(aktualne se v eCRF vyskytuji 2 pacienti s opakovanym zaznamem konfirmovaneé
MR na nékolika po sobe jdoucich navstévach)



Kliové parametry pro analyzu endpointl studie | .8

Opétovné nasazeni TKI po MR

« Sekundarni cile studie
« Obnoveni MMR a DMR (MR4.0) po opétovném nasazeni TKI
* Doba do obnoveni MMR a DMR po opetovném nasazeni TKI

Prosba o dusledny zapis data opétovného nasazeni TKI do eCRF.



Kliové parametry pro analyzu endpointl studie | .8

Nezadouci ucinky (AEs)

« Sekundarni cile studie

« Posouzeni dynamiky AE TKI v prabéhu dvoustupnové redukce jejich
davky pred vlastnim vysazenim

* Posouzeni vyskytu syndromu z vysazeni TKI

* Posouzeni vztahu mezi AE na predchozi IéCbe TKI a pripadnym
syndromem z vysazeni

Prosba o uvadéni vsech informaci o jednotlivych AEs do eCRF (zejména
datum ukonceni, pokud se nejedna o pretrvavajici AE).



PR

DEKUJEME VSEM ZA DUSLEDNE
VYPLNOVANI eCRF, KTERE JE
PRO SPLNENI CILU STUDIE ZCELA
ZASADNI.
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Centralizované analyzy: BCR::ABL1

Monitorovani hladiny BCR::ABL1 v IS

BCR::ABL1/ABL1%(IS)

souhrn-centra

10,00
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Ustav hematologie a krevni transfuze

Kontrolni vzorky (K1 a K2) pro pribézné ovérovani kvality méreni (1x mésicné)

1) Sarze alikvot( zafi 2022 — zafi 2023

Hladina BCR::ABL1/ABL1 (IS)
zmeérena v NRL s uvedenou
nejistotou méreni

Oznaceni zorku

o e
DTN 0,0160,0074%
2) Sarze alikvot(i — od Fijna 2023

Hladina BCR::ABL1/ABL1 (IS)
zmérena v NRL s uvedenou
nejistotou méreni

Oznaceni vzorku
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Ustav hematologie a krevni transfuze

A. Kvantitativni vysetreni BCR::ABL1 (DNA a mRNA) z periferni krve metodou digitalni PCR (dPCR)

1) Validace semaforového stratifikaéniho modelu (Machova Polakova et al. Leukemia 2020)

2) Hodnoceni kinetiky gBCR::ABL1 hladiny MRN v porovnani s mRNA BCR::ABL1 hladinou béhem deeskalacni faze
v souvislosti s predikci TFR

B. Farmakogenotypovani SNP rs460089 pro predikci TFR (Machova Polakova et al. Accepted for

publication in Leukemia)
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Ustav hematologie a krev

Data ke 28.11.2023 (UHKT) poéet pacientd ve studii (REDCap) poéet pacienti (vzorky na UHKT)
UHKT 35 35
FN Brno 69 50
FN Ostrava 24 24
FN Olomouc 34 28
FN Plzen 18 16
VFN 6 6
FN Hradec Kralové 25 10
FN Kralovské Vinohrady 3 3
celkovy pocet 214 172




CELL

the Cz€ch eukemia
study group for |ife

LF

Data ke 28.11.2023 (UHKT)

celkovy pocet vzorkt z jednotlivych vizit (kodd HA/HB/HC) 2 236
pocet RNA k dispozici pro RT-PCR a ddPCR analyzy 2 169
provedené ddPCR RNA analyzy 1185
zapsané ddPCR RNA analyzy v REDCap 1121
pocet DNA k uréeni farmakogenotypt 165
pocet jiz uréenych farmakogenotypl 165
pocet zapsanych farmakogenotyp( v REDCap 165
pocet DNA k dispozici pro ddPCR analyzy 1 802
pocet dg vzorkd DNA k dispozici pro uréeni zlomu BCR::ABL1 103
pocet jiz uréenych zlomut BCR::ABL1 96
hotova pacient-specificka DNA assay pro ddPCR DNA analyzy 51

Ustav hematologie a krevni transfuze
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. Ustav hematologie a krevni transfuze
study group for life

Troubleshootings

1. Jak uvést v RedCap, pokud ,nelze stanovit zlom*“, ,,navrhnout funkcni assay®, nelze provést analyzu ddPCR DNA
(neoddéli se pozitivni a negativni droplety), neni k dispozici dg DNA — aby bylo uvadéno jednotné

2. Nékdy je vysledek real-time gPCR zapsan i do ddPCR

3. Zadavani vysledkl — spravné hodnoceni MR

» Pokud neni v kazdém replikdtu detekovdano min 10.000 kopii ABL1 genu (tj min 20000 v souctu), oznacime
,hehodnotitelné”. Néktera centra toto nedodrzuji

4. Svozy vzorku nejsou fizeny; mély by fungovat a pal rok, domluva mezi laboratoremi, nekoordinuiji klini¢ti koordinatofri
* z Hradce nemame témér zadné vzorky (16 vzorkl pfislo 7/2021)

* Vinohrady — nejsou zasilané zkumavky navic na imunologii — informovali jsme, beze zmény
* Vzorky z FNKV nam nechodi na separace MNC a plazmu (vySetreni Imunologicky profil), nevime zda si

zpracovavaji sami nebo prosté vzorky pro toto vysetieni nebudou, mail s informaci/dotazem poslan 30.12.2022 a
bez odpovédi
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Transportér karnitinu a imatinibu transportérem OCTN2

= Karnitin — prenos mastnych kyselin pres vnitrni mitochondridlni membranu — produkce energie oxidaci
mastnych kyselin

= Nedostatek karnitinu uvnitr svalovych bunék — unava, svalové krece a bolesti

/ Normalni stav \ /Lééba imatinibem \

&

®
©

\ OCTN2 transporter [I[I / [”]

Burda et al. submitted



Transportér karnitinu a imatinibu transportérem OCTN2

Inhibice OCTN2 vede k deficienci karnitinu uvnitf bunék, nikoliv imatinibu

/ Inhibition of OCTN2 \ / Inhibition of OCTN2 \

@ @

oo vamyorr [ Locmavmperer |1

< </

Burda et al. submitted



Nedostatek karnitinu uvnitr svalovych bunék vede ke snizené produkci energie

Kontrolni skupina Hladovejici Krmené karnitinem Lééené vinorelbinem  Lécené vinorelbinem
a krmené karnitinem

Hladovéjici skupina

40 * K 5 %

Burda et al. submitteab-}



HYPOTHESIS

Healthy
person

CML treated
patients

Muscular
Adverse
events

Risk of
compliance

Physiological state

Imatinib and extra Carnitine

at the same time

Imatinib treatment

Imatinib and extra Carnitine

NOT at the same time

...Carnitine

II ...OCTN2 transporter

@ ...Imatinib mesylate

HYPOTHESIS

CML treated
patients

Muscular
Adverse
events

Risk of
compliance

CML treated
patients

No
Muscular
Adverse
events




Poskozeni mitochondrialniho energetického metabolismu

= Deficience karnitinu u pacientd s invazivni rakovinou a Unavou - 30% baseline (Cruciani et al. 2012)

= Doplnéni karnitinu — Uleva od svalovych kreéi u pacientd s cirhézou jater a pacientll s hemodialyzou
(Lynch et al. 2008; Nakanishi et al. 2015)

= Klinicka studie — podavani karnitinu u pacientu trpicich kfecemi u pokrocilych fazi
gastrointestinalnich stromalnich tumord lIé¢enych imatinib

» 7 68 pacientl 42 konzumovali L-karnitnin z dlvodu svalovych kreci s intenzitou >4 (¢iselné
hodnoceni od 0-10) — vyznamna uleva i vymizeni
» .Zbytek pacientl neuzivali L-karnitin po predepsani, jejichz skére bylo nizsi nez 4 body a
pacienti, ktefi nenavstévovali pravidelné vizity.
(Chae H. et al. Impact of L-carnitine on imatinib-related muscle cramps in patients with
gastrointestinal stromal tumor. Invest New Drugs. 2020;38(2):493-499)



HALF — prubézne vysledky analyz
klonalni hemopoezy (stav k 11/2023)

Interni hematologicka a onkologicka klinika
LF MU a FN Brno

FAKULTNI i - Department of Internal Medigine - WI U N I m
I NEMOCNICE 3] Hematooncology
BRNO bl LIniversity Hospital Brio M E D the CzEch (eukemia

study group for life



Metodika

* izolace DNA, HALF CML pacienti ve dnio
* NGS analyza:

« panel VariantPlex Core Myeloid (IDT) — 37 gen0

pozitivné hodnoceny varianty s VAF= 2 %

* verifika¢ni analyza — amplikonové NGS sekvenovani

» zapis verifikovanych variant do databaze REDCap
« hodnocené geny: ASXL1, BCOR, CBL, DNMT3A, EZHz2, IDH1, JAK2, NRAS, RUNX1,
TET2, TP53, U2AF1, ZRSR2 (ostatni varianty formou komentare)
* reportované varianty: patogenni/ pravdépodobné patogennif nejasného vyznamu



NGS analyzy

Celkovy pocet zarazenych pacientd dle center (n=207)

FN Kralovske
VFN, 6._ _Vinohrady, 3

FN Plzen, 18 |

_FN Brno, 69

FN Ostrava, 22_

FN Hradec Kralové, _
25

UHKT, 30— ‘_FN Olomouc, 34



NGS analyzy

Dostupnost vzorki DNA ve FN Brno (155/207; 74,9 %)

FN Kralovské
VEN, 6 Vinohrady, 3

FN Plzen, 18

FN Brno, 69

FN Ostrava, 22

FN Hradec Kralove,
25

FN Olomouc, 34



NGS analyzy
Dostupnost vysledki - stav 11/ 2023 (n=207)

Zbyva
doanalyzovat,
82 (39,6 %)
(52 DNA mimo
FN Brno)

Kompletné
hotovo,
125 (60,4 %);
zadanov REDCap




NGS analyzy

Vysledky - stav 11/ 2023 (n=125)

Pacienti s

mutaci,
23 (18,4 %)

Pacienti bez

mutace,
102 (81,6 %)



Pacienti bez

mutace,
102 (81,6 %)

NGS analyzy

Vysledky - stav 11/ 2023

Pacienti s
mutaci,
23 (18,4 %):
1 mutace: 20
2 mutace: 3
(2x TET2;
2x DNMT3A;
TET2+ASXL1)



NGS analyzy

AL,y W

ASXLL (6) —_ _DNMT3A (10)

.-'f
-

TET2(8) .~
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Studie HALF, centralizovane analyzy:
Farmakokinetika

Zackova D., Wiewiorka O., Mayer J. a kol.

Vyroéni schiize CELL a Leukemické sekce CHS CLS JEP a CELL, 30. 11. 2023


about:blank
about:blank

Tertiary (exploratory) study objectives e

* QoL assessment during dose reduction and after TKI discontinuation
 Predictive factors for successful TFR identification

« Quantification of measured residual disease using highly sensitive
method (digital droplet PCR, ddPCR) at the DNA level (gBCR::ABL1) and
MRNA level (BCR::ABL1) in order to predict TFR success/MRFS

* BCR::ABL1 kinetics mathematical modelling

« Assessment of TKI pharmacokinetics and their correlation with TKI dose
de-escalation/discontinuation success

« Analysis of mutations in oncogenes using NGS
 Evaluation of economic aspects of TKI dose reduction/discontinuation

* Immunological profiling using flowcytometry analysis prior to study
enrolment, second de-escalation phase and TKI discontinuation

Vyroéni schiize CELL a Leukemické sekce CHS CLS JEP a CELL, 30. 11. 2023



Tertiary (exploratory) study objectives e

* QoL assessment during dose reduction and after TKI discontinuation
 Predictive factors for successful TFR identification

« Quantification of measured residual disease using highly sensitive
method (digital droplet PCR, ddPCR) at the DNA level (gBCR::ABL1) and
MRNA level (BCR::ABL1) in order to predict TFR success/MRFS

* BCR::ABL1 kinetics mathematical modelling

« Analysis of mutations in oncogenes using NGS
 Evaluation of economic aspects of TKI dose reduction/discontinuation

* Immunological profiling using flowcytometry analysis prior to study
enrolment, second de-escalation phase and TKI discontinuation

Vyroéni schiize CELL a Leukemické sekce CHS CLS JEP a CELL, 30. 11. 2023



i
Odbéry na farmakokinetiku: DO, M6 a M12 S LF

Nejméné MR4.0 > 2 roky Nejméné MMR (Q-BCR-ABL1<0,1%)
.......................................................... P PSR RPN, §
Vstup do studie STOP TKI
_ b .,
TKIl ve standardni i iBlva/2 B Bez "y,

redukovaneédavce

standardni _ _ ) : p
davky denné* # by «~ teraple

dssssssssssssssnsassses?

) w r o
¢ 24 mesicu

DO M6 M12

*IMATINIB = 200 mg 1 x denné

*DASATINIB-> 40 mg 1 x denné

*NILOTINIB = 200 mg 2 x denné nebo 150 mg 2 x denné
**NILOTINIB = 400 mg 1 x d. ob den nebo 300 mg 1 xd. ob den

Vyroéni schiize CELL a Leukemické sekce CHS CLS JEP a CELL, 30. 11. 2023



[ ]
Metodika stanoveni léku 'HL F

 Imatinib, dasatinib a nilotinib jsou
stanovovany metodou kapalinove
chromatografie s hmotnostni detekci
(LC-MS) s pridavkem deuterovanych
internich standardu
« Do 3/2022 na pristroji Quantum
Access Max (Thermo Fisher
Scientific)
« Od 4/2022 na pristroji Agilent
6470 (Agilent) po havarii
predchoziho analyzatoru

- Agilent 6470 je novejsi generace
pristroje s lepsimi vlastnostmi

Vyroéni schiize CELL a Leukemické sekce CHS CLS JEP a CELL, 30. 11. 2023



Vysledky — farmakokinetika N7 -




Vysledky — farmakokinetika A

%704 |Cpd 5: Dasatinib 2 566: +ES| MRM Frag=189.0V CID@32.0 (488 2000 -> 401.0000) Rozsah(14.d
£.242 e

* V jednom béhu vysetreny = ~ Nilotinib
vsechny tri léky

b2

« Dosud zmeéreno S Imatinib

* 193 vzorku (76 pacientu)

324

z FN Brno ~
» 36 vzorku (26 pacientl) i
z UHKT Praha 1o

1.6

Dasatinib

144

* 29 vzorku (12 pacientu) =
Z FN Plzen os,

0.44
0.24

R % 12 i3 14 15 186 1F B 19 2 23 22 23 24 25 28 27 zB8 29
Counts vs. Acquisition Time (min)

Vyroéni schlize CELL a Leukemické sekce CHS CLS JEP a CELL, 30. 11. 2023



Vysledky — farmakokinetika

Imatinib - kumulativné Dasatinib - kumulativhé
3000 8
o
;
2500 °
6
2000 5
8
1500 4
3
| g ——
g
0 : —— |
R — 0

B Dasatinib DO B Dasatinib M6 [ Dasatinib M12
B Imatinib DO [ Imatinib M6 [ Imatinib M12

3000

2500

2000

1500

1000

500

P

Nilotinib - kumulativné

.

M Nilotinib DO M Nilotinib M6 [ Nilotinib M12

[ng/ml] Imatinib Dasatinib | Dasatinib | Dasatinib | Nilotinib Nilotinib
DO DO M6 M12 DO M6

Pram&r 1046 3,26 1,92 0,52
Rozpéti 211 41 34 0,7 0,48 0,09
od-do 2783 1816 975 7,59 3 0,86
Podet 75 61 44 10 10 8

Vyroéni schiize CELL a Leukemické sekce CHS CLS JEP a CELL, 30. 11. 2023

1153

383 112
2324 1332
17 11
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CELL projekt
BC-CML

Blasticky zvrat chronické myeloidni leukemie

Cile a casovy plan projektu

CELL

the CzEch leukemia

Adam Laznicka

Brno, 30.11.2023 study group for life
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Zapojena centra  CML
o UHKT
* FN Brno
* FN Plzen

* FN Hradec Kralové
e FN Olomouc




BC

= CML

@c0

the CzEch (eukemia
study group for life

Cile/vystupy
1. Somatické mutace a cytogenetické aberace u pacientl s nové zjiSténym a progredovanym BC-

CML mezi lety 2005-2023 a jejich vliv na OS pacientl s ohledem na zvoleny postup 1é¢by

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



a2 BC
Cil 1: % CVIL

Somatické mutace a cytogenetické aberace u pacientt s nové zjisténym a progredovanym BC-CML mezi lety m
2005-2023 a jejich vliv na OS pacientt s ohledem na zvoleny postup Iécby sieezEd nyhamia

study group for life

. retrospektivni studie
. predpokldadame vliv mutaci a cytogenetickych aberaci na OS pacientl

. rozdily v nalezenych aberacich mezi de novo a progredovanym BC-CML, i imunofenotypy BC-CML
. rozdily v OS na zakladé zvolené |écby — TKI a CHT

2023-Q4 az Zjisténi dostupnosti vzork( (DNA, RNA, zmrazené buriky) na jednotlivych pracovistich,
2024-Q1 dostupné vysledky vysetreni NGS a CG

2024-Q2 a7 Q4  Doplnéni chybéjicich analyz (na pracovisti, v pfipadé nedostupnosti na UHKT)
2024-Q1 Kontrola zadanych pacient( v Infinity a pfip. doplnéni

2024-Q2 az Q4 Export z Infinity a priprava dat pro statistické analyzy

2024-Q3 aZ
2025_8:1 3 Kompletace dat NGS a CG s daty Infinity, statisticka analyza
2025-Q1 P¥iprava a publikace ¢lanku



a# BC
Cil 2: % CML

Klondalni evoluce u pacientti progresi do myeloidniho a lymfoidniho BC-CML a u pacientti s novou AML m
v terénu zalécené CML the Catch leukemia

study group for life

. prospektivni studie a uchované vzorky

predpokladame klonalni evoluci v Ph+ klonu, ev. vyvoj pri relapsech, rozdilny vyvoj u My a Ly BC-CML v
porovnani s Ph+ALL

. porovnani s klonalni evoluci v Ph- klonu u pacient( se zalé¢enou CML a novou AML
. zameéreni na dalsi fuze u vybranych pacient( (dle cytogenetickych translokaci)

2023-Q4 Stanoveni postupu pro zpracovani nového vzorku BC-CML
2023-Q4 az
2024_81 ’ Zjisténi dostupnosti vzorku, vybér vhodnych pacientd

od 2024 Zasilani novych vzorki na UHKT

od 2024-Q2 Pribézné analyzy na novych (NGS) a uchovanych vzorcich (RNASeq)

2025-Q4 Priprava a publikace ¢lanku



Cil 3:

od 2024

od 2024

2025-Q1 a
2026-Q1

2026-Q4

Diagnosticky postup u pacientd s nové diagnostikovanym lymfoidnim BC-CML vs. Ph+ ALL

prospektivni studie a uchované vzorky

testovani na bazi BCR::ABL1 vs IgTCR a na sortovanych populacich leukocytt
rozdilny expresni profil pomoci RNASeq, u vybranych pacienti scRNASeq

Zasilani novych vzorkd na UHKT, v pfipadé dostupnosti zmrazené vzorky

Pribézné analyzy na novych a uchovanych vzorcich (RNASeq, panel, uréeni
pacient-specifickych zlom{ pro genomickou analyzu, IgTCR)

Single cell analyzy na novych BC-CML a Ph+ ALL

Priprava a publikace ¢lanku

BC

= CML

@c0

the CzEch (eukemia
study group for life




Cil 4.

= CML

prospektivni studie

the CzEch (eukemia
study group for life

#2 BC
Experimentalni IéCba ex vivo u pacientl s nové diagnostikovanym BC-CML

vyuziti metod testovani |éCiv ex vivo, PDX modely a analyza apoptotického panelu pomoci hmotnostni
cytometrie

panel | - therapeutic panel Il - experimental

venetoclax navitoclax
5-azacitidine tofacitinib
ruxolitinib temsirolimus
dasatinib ribociclib
nelarabin trametinib
gilteritinib dabrafenib

bortezomib

ponatinib

od 2024

Prospektivni experimentalni analyzy (citlivost 1éciv, CyTOF, PDX)
2026-Q3

Pfriprava a publikace ¢lanku



BC
cML

the CzEch 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




#2 BC

= CML

@c0

the CzEch (eukemia
study group for life

Plan na rok 2023 a zacatek 2024

UHKT

* rozeslani tabulky na pocty pacientl a dostupnost vzorkd

* priprava platformy pro doplnovani informaci o pacientech (MS Teams?)
* postup pro zasilani vzork( novych pacientl na UHKT

e zadost o AZV grant 2024 ve spolupraci s centry

Centra

* prehled pacienti s BC-CML, dostupnost materidlu v timepointech: diagndza CP-CML, progrese do BC,
relapsy (do konce 2023), prehled provedenych analyz (jaro 2024)

* zasilani vzork( novych pacientd do UHKT (od 2024)

* kontrola a doplnéni pacientl do Infinity (jaro 2024)

 doplnéni chybéjicich analyz NGS v centru nebo na UHKT (do léta 2024)

kick-off schtizka on-line v pondéli 04.12.2023 od 14:00



IV. INTERNI HEMATOLOGICKA KLINIKA

FAKULTNIi NEMOCNICE HRADEC KRALOVE

A4

Imatinib versus nilotinib v prvni linii v Iécbé
pacientu s chronickou myeloidni leukemii —
analyza s vyuzitim propensity skore parovani
z dat registru INFINITY

1petra Bélohlavkova, 2Daniela Zackova, 3Hana Klamova, *Edgar Faber, SMichal
Karas, 6Lukas Stejskal, ’Eduard Cmunt, 80lga Cern3, Pavel Zak, °Tereza
Jurkova, ?Marika Chrapava, >1%Jifi Mayer

IV. Interni hematologicka klinika FN a LF Hradec Kralové,?Interni hematologicka a onkologicka klinika FN a LF
Masarykovy univerzity Brno, 3UHKT Praha, 4Hematoonkologicka klinika FN a LF Lékarské fakulty Univerzity Palackého
Olomouc, °*Hematoonkologicka klinika FN a LF Plzer, ¢Klinika hematoonkologie FN a LF Ostrava,’1. Interni klinika -
klinika hematologie VFN 1. LF UK Praha, 8Interni hematologicka klinika FN Kralovské Vinohrady a 3. LF UK Praha,

9 Institut biostatiky a analyz, s.r.o. Brno,'? Stfredoevropsky technologicky institut (CEITEC) - Masarykova univerzita Brno



Charakteristika souboru (1)

.. . . Imatinib Imatinib
.. Imatinib all Nilotinib
Characteristics (n = 821) (n = 163) p-value matched unmatched p-value
_ _ (n=163) (n = 658)
Age at diagnosis, years
Median (min—max) 62.0 (18.0-91.0) | 46.0(18.0-80.0) | <0.001 | 46.0(18.0-80.0) | 64.0(24.0-91.0) | <0.001
Mean (SD) 58.5 (15.1) 46.0 (14.2) 45.9 (15.5) 61.6 (13.3)
Sex, n (%)
Female, n (%) 398 (48.5) 69 (42.3) 0.170 72 (44.2) 326 (49.5) 0.222
Male, n (%) 423 (51.5) 94 (57.7) ' 91 (55.8) 332 (50.5) '
Sokal risk group, n (%)
Low risk 272 (33.1) 56 (34.4) 60 (36.8) 212 (32.2)
Intermediate risk 366 (44.6) 59 (36.2) 0.131 55 (33.7) 311 (47.3) 0.008
High risk 163 (19.9) 44 (27.0) ' 44 (27.0) 119 (18.1) '
Unknown 20 (2.4) 4 (2.5) 4 (2.5) 16 (2.4)
ELTS risk group, n (%)
Low risk 412 (50.2) 90 (55.2) 94 (57.7) 318 (48.3)
Intermediate risk 263 (32.0) 38 (23.3) 0.136 36 (22.1) 227 (34.5) 0.018
High risk 125 (15.2) 31 (19.0) ' 29 (17.8) 96 (14.6) '
Unknown 21(2.6) 4 (2.5) 4 (2.5) 17 (2.6)
ECOG, n (%)
0 444 (54.1) 114 (69.9) 115 (70.6) 329 (50.0)
1 274 (33.4) 42 (25.8) 42 (25.8) 232 (35.3)
2 54 (6.6) 0(0.0) <0.001 0 (0.0) 54 (8.2) <0.001
3 12 (1.5) 1(0.6) 1(0.6) 11 (1.7)
4 5(0.6) 2(1.2) 1(0.6) 4 (0.6)
Unknown 32 (3.9) 4 (2.5) 4 (2.5) 28 (4.3)




Charakteristika souboru (2)

Imatinib all Nilotinib LuEulll) Ll
Characteristics p-value matched unmatched p-value
(n=821) (n=163) (n = 163) (n = 658)
Cerebrovascular disease,
n (%)
Yes 37 (4.5) 0(0.0) 0(0.0) 37 (5.6)
No 784 (95.5) 163 (100.0) 0.002 163 (100.0) 621 (94.4) <0.001
Diabetes mellitus, n (%)
Yes 174 (21.2) 5(3.1) 2(1.2) 172 (26.1)
No 647 (78.8) 158 (96.9) | <0001 161 (98.8) 486 (73.9) f <0001
Hyperlipidemia, n (%)
Yes 157 (19.1) 16 (9.8) 15 (9.2) 142 (21.6)
No 664 (80.9) 147 (90.2) 0.003 148 (90.8) 516 (78.4) <0.001
Ischemic cardiac disease,
n (%)
Yes 92 (11.2) 2(1.2) 4(2.5) 88 (13.4)
.001 .001
No 729 (88.8) 161 (98.8) | <900 159 (97.5) 570 (86.6) f| <%°°




Lécba parovanych skupin

Median (min—max) 58.5(0.8-131.0) 55.3 (1.6-121.7)
400mg/600mg 159 (97.5%) 155 (95.1%)
< 400mg/600mg 4 (2.5%) 2 (1.2%)
> 400mg/600mg 0(0.0%) 6 (3.7%)
81 (49.7%) 75 (46.0%)
82 (50.3%) 88 (54.0%)
Resistance 39 (23.9%) 23 (14.1%)
Intolerance™ 17 (10.4%) 32 (21.5%)
Other* 13 (8.0%) 7 (4.3%)
Death 4 (2.5%) 2 (1.2%)
Discontinuation of trial 8 (4.9%) 15 (9.2%)
Alive 144 (88.3%) 148 (90.8%)
Dead 16 (9.8%) 12 (7.4%)
Lost to Follow up 3 (1.8%) 3 (1.8%)

Other reasons for imatinib discontinuation were clinical trial — 4, lost of follow-up — 3, oncological therapy for tumor — 3, on the patient's request — 2,
gravidity — 1. Other reasons for nilotinib discontinuation were gravidity — 4, lost of follow-up — 1 and 2 patients had no other reason specified.



CCl odpovéedi u IMA-M a NILO

Cumulative incidence of response

0.6

0 =

I I I I I
12 24 36 48 60

Time from start of therapy (months)

IMA (n=163) NILO (n = 163)
CCyR CCYR
.=+ MMR MMR
- - MR4.0 MR4.0
— MR45 MR4.5

p-value
< 0.001
< 0.001
< 0.001

0.267




OS pro vsechny skupiny

0.8

Proportion of patients alive

0.2

— Imatinib matched (n = 163}
Milotinib matched (n = 163)

==+ |matinib unmatched (n = 658)

= = Imatinib all {n = 821)
pvalue for matched groups is 0.602

0.0 |

Number of patients at risk

IMA matched: 1063 150
MIL matched: 163 151
IMA unmatched: 658 555
A all: 821 705

135
140
471
B0G

36 43 B0 72 84 96 108 120
Time from start of imatinib/nilotinib therapy (months)

114 102 i b6 A0 v 22 i

125 100 74 50 M 13 B 1

383 319 2M 210 150 102 £9 21

497 421 349 276 200 139 81 32




DSS pro vsechny skupiny

1.0+

0.8

0.6

0.4—

0.2

Proportion of disease-specific sunvival

e p—,

Imatinib matched (n = 163)
Milotinib matched (n = 163)
Imatinib unmatched (n = 658)
Imatinik all (n = 821)

p~value for matched groups is 0.745

0.0 i

Number of patients at risk

IMA matched: 163 150
MIL matched: 163 151
IMA unmatched: 658 555
M all: 821 705

135
140
47
606

|
36

|
48

I I
60 72

I I I
84 96 108

Time from start of imatinib/nilotinib therapy (months)

114
125
383
497

102
100
319
421

78 66
74 a0
271 210
349 276

50 37 22
Ky 13 G
1580 102 59
200 139 a1

I
120

11

21
32

*DSS = disease-specific survival: udalostmi jsou jako u OS umrti, ale oproti celkovému preziti
se zde jako udalost bere pouze umrti souvisejici s CML nebo s jeji Ié¢bou




PFS pro vsechny skupiny
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— Imatinib matched (n = 163)
0 7 Milotinip matched (n = 163)
’ === Imatinib unmatched (n = 658)
= = Imatinib all {n = 821)
p-value for matched groups is 0.614
0.0 | | | | | | | | | |
0 12 24 36 48 B0 72 84 96 108 120

Time from start of imatinib/nilotinib therapy (months)

Number of patients at risk

IMA matched: 163 147 131 112 100 7B 64 50 v 22 1
MIL matched: 163 144 136 123 97 72 43 30 12 B 1
IMA unmatched: 658 549 467 379 KN 266 206 148 100 b7 21

IMA all: 821 696 598 491 414 342 270 198 137 [ 32




FFS pro vsechny skupiny

Froportion of patients

0.2

— Imatinib matched {n =1
Milotinib matched (n =1

=== |matinib unmatched {n =

= = Imatinib all {n = 821}
pvalue for matched groups is 0.040

0.0 I

Number of patients at risk
IMA matched: 163 112

MIL matched: 163 132
IMA unmatched: 653 456
IMA all: g821 563

I [ [ I I I I I I
24 36 48 60 [ 84 96 108 120

Time from start of imatinib/nilotinib therapy (months)

82 61 49 39 29 23 15 " b
113 94 68 49 27 14 5 1
302 232 130 150 105 T4 52 27 1

384 293 239 189 134 a7 67 38 16




EFS pro vsechny skupiny

Froportion of patients

— Imatinib matched (n = 163)
Milotinib matched (n = 163)

=== |matinib unmatched {n = 658)

= = Imatinib all {n = 821)
pvalue for matched groups is 0.025

Number of patients at risk

IMA matched: 163 112
MIL matched: 163 132
IMA unmatched: 658 456
IMA all: 821 ]

I [ [ I I I I I I
24 36 48 60 [ 84 96 108 120

Time from start of imatinib/nilotinib therapy {months)

82 61 49 39 29 23 15 " b
113 94 68 49 27 14 5 1
302 232 190 150 105 74 52 27 11

384 293 239 189 134 a7 67 38 16
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Accelerated phase CML
I

Combination Chemotherapy in Accelerated Phase
of Chronic Granulocytic Leukemia

H. Thomas Foley, MD: John M. Bennett, MD; and Paul P. Carbone, MD, Bethesda, Md

Arch Intern Med/ Vol 123, Feb 1969

* Mentioned as clinical change of the disease before blast crisis
* Criteria developed over next decades



ccelerated phase CML

WHO 2016

Criteria for CML, accelerated phase

CML, acoelerated phase oriteria

Any 1.or more of the following hematolegic/cytogenetic criteria or response-to-TKI criteria

- Persistent or increasing V (=10 = 10°/L), unresponsive to therapy "Provisicnal” responae-to-TKI| oriteria

- Persistent or increasing splenomegsly, unresponsive to therapy - Hematologic resistance to the first TKI (or failure to
achieve a complete hematologic response® to the first

TKI) or

- Persistent thrombocytosis (>1000 x 10°/L), unresponsive to therapy - Any hematologicsl, cytogenetic, or molecular

indications of resistance to 2 sequential TKl=s or

- Persistent thrombocytopenia (<100 x 10%/L) unrelated to therapy - Occurrence of 2 or mere mutstions in BCR-ABLT

during TKl therapy

- 20% or more basophils in the PB

- 1095-199% blastsT in the PB and/or BM

- Additional clonal chromosomal abnormaslities in Ph~ cells at diagnosis that include “major route”

abnormaliti econd Ph, tr omplex karyo

fpE, OF

abnormalities of 3g2

- Any new clonal chromosemal sbnormality in Ph™ cells that occurs during therapy

sters or sheets of small, abnormal megakar es, associated with marked reticulin or collagen fibrosis in biopsy specimens may be

as presumptive evidence of AP, although these findings are usually associated with 1 or more of the critena listed above.

<10 % 10°%/L; plate

hematologic response: WB

count, <450 x 10°/L, no immature granulocytes in the differential, and spleen
nonpalpable.

1 The finding of bona fide lymphaoblasts in the blood or marro

if <10%, should prompt concern that lymphoblastic transformation may be

i

rrants further clinical and genetic investigation; 20% or more blasts in blood or BM, or an infi

re proliferation of blasts in an

i

extramedullary site 1s CML, blast phase

Arber et al. Blood, 2016



Accelerated phase CML

ELN 2020

Definition

309, with blasts <309

Blastz in blood or marrow 15-29%¢, or blastz plus promyelocytes in blood or marrow =

gzophils in blood =20%:

B

Persistent thrombocytopenia (<100 x 10°/L) unrelated to therapy

Clonal chromosome sbnormalities in Ph+ cells (CCA/Ph+), major routs, on treatment

Hochhaus et al. Leukemia, 2020



Accelerated phase CML

Chronic myeloid leukaemia risk factors are refined, and accelerated
phase is no longer required

Khoury al. Leukemia, 2022



Accelerated phase CML

Chronic myeloid leukaemia risk factors are refined, and accelerated
phase is no longer required

Khoury al. Leukemia, 2022

ICC 2022

Acoelerated phass

Bons marrow or peripheral blood blasts 1096-19%%

Periphersl blood basophils = 20%:

resence of additional clonal cytogenstic abnormality in Ph+

* Second Ph, trisormy 8, isochromosome 174, trisomy 19, complex karvotvpe, or abnormalitias of 3026.2

Arber et al. Blood, 2022



Accelerated phase CML

* To analyze prognosis of patients with newly diagnosed CML in AP
according to different classifications and guidelines

* To compare prognosis of patient with AP CML with other prognostic
groups



Accelerated phase CML

* Analysis of Czech nationwide INFINITY registry

e 1660 pts with de novo diagnosed CML in 2005-2022

* Analysis of OS, PFS, DSS (disease specific survival)

* AP determined according to WHO 2016, ELN 2020, ICC 2022

* Pts in CP stratified according to ELTS



Accelerated phase CML

Results
0OS according to the ELN
1.0 ~ -
8
S
5
£
g
a
— I I | | | I | ]
36 48 60 T2 B4 96 108 120

3 Time from diagnosis (months)
Number at risk

CP LR 784 749 679 619 653 482 429 356 306 254 217
CPIR 421 399 354 in 265 223 196 164 138 109 90
CPHR 227 206 187 161 143 123 M 13 85 §9 57
AP 42 34 28 26 21 20 19 19 17 11 ]
BC 26 14 6 5 4 4 4 3 2 2 2

Table 6: Estimates of overall survival at 5 and 10 years according to the ELN classification and ELTS
(in patients in CP) score

Annual estimates of 0% CP LR CPIR CP HR AP BP

% (95% Cl) M =784 N =421 MN=227 N=42 MN=26

5-Year Survival 525 B3.5 769 59.2 329
(90.4-94_3) (79.4-87.1) [70.8-82.5) (44.0-75.0) [16.4-58.8)

10-Year Survival 872 65.9 65.5 459 32.9
(B4.1-B3.9) {59.9-T1.E8) (58.3-T72.7) {29.3-66.2) {16.4-58.8)




Accelerated phase CML

0S according to

=
a»
-
®
H
=
(=
5
5
=
[=3
&
o

Number at risk

CP LR

CP IR

CP HR

AP

BC

CP HR matched

AP matched

Results
the WHO 2016 / ICC 2022
I I ] I I I | 1
36 48 60 T2 4 96 108 120
Time from diagnosis (menths)

T4 681 620 566 507 441 392 321 277 226 193
374 354 315 275 234 195 171 144 120 492 T
154 140 128 108 96 a1 T 58 51 41 33
125 110 92 84 72 G5 G0 LY 51 41 28
28 15 ] ] ] 6 [ ] 3 3 3
83 5 71 63 55 49 42 35 29 22 18
83 1 61 56 48 45 41 33 34 21 21

Table 7: Estimates of overall survival at 5 and 10 years according to the WHO 2016 / ICC 2022
classification and ELTS (in patients in CP) score

Annual estimates | CPLR CPIR CPHR AP BP CPHR AP

of 05 N=714 | N=374 | N=154 | N=125 N=28 | matched | matched

% (959 Cl) M =83 N =83

5-Year Survival 932 B49 80.0 55.7 397 5.4 602
{91.1-95.0) | (30.7-88.6) | (72.7-86.3) | (56.9-74.3) | (23.2-62.1) | {76.4-92.3} | (49.6-71.0)

10-Year Survival B7S 67.7 695 55.6 39.7 74.4 52.0
(84.3-004) | {(61.3-739) | (60.5—78.0) | (46.0-657) | (23.2-62.1) | {62.1-85.2) | (41.0-64.0)




Accelerated phase CML

Results

0S according to the WHO 2022

Proportion of patients without death

0.2=
0.0
0

Number at risk
CPLR: 793
CPIR 432
CP HR 241
BC 34

12 24
758 686
408 62
217 195

19 11

I T I

%] 48 60 72 34
Tima from diagnosis (manths)
G256 559 438 436 362
319 270 228 200 168
167 149 128 116 100
10 8 B B T

S8 108 120
N2 258 220
142 111 92
89 73 G0

5 3 3

Table 8: Estimates of overall survival at 5 and 10 years according to the WHO 2022 classification
and ELTS (in patients in CP) score

Annual estimates
of 05
% (95% ClI)

CPLR
N =793

CPIR
N =432

CPHR
MN=241

N=34

5-Year Survival

92.5 (90.5-54.4)

82.5 (78.6-86.3)

74.7 (68.7-80.3)

41.2 (25.5-61.1)

10-Year Survival

87.0 (83.5-89.7)

65.5 (55.6-71.3)

62.7 (55.6-69.8)

41.2 (25.5-61.1)




Accelerated phase CML

Results

DSS according to the ELN

ML related death

.~
G

Proportion of patients without

I T I [ I T I |
36 48 60 72 84 96 108 120
Time from diagnosis {months)

Number at risk

CPLR: T84 749 679 619 853 482 429 356 306 254 217
CPIR 421 399 354 n 265 223 196 164 138 108 90
CPHR 227 206 187 161 143 123 111 95 85 69 57
AP 42 34 28 26 21 20 19 19 17 1 9
BC 26 14 6 5 4 4 4 3 2 2 2

Table 10: Estimates of disease specific survival at 5 and 10 years according to the ELN classification
and ELTS {in patients in CP) score

Annual estimates of DSS CPLR CPIR CPHR AP BP

% (55% Cl) N =784 N=421 N=227 N=42 N=26

5-Year Survival 88 .0 o458 877 707 37.3
(98.7-98.9) (92.2-95.9) (82.4-92.0) [55.4-84.5) (19.0-64.3)

10-Year Survival 95.5 8920 818 60.9 373
(94.7-97.9) (87.8-95.1) [75.2-87.5) (43.0-75.1) [19.0-64.3)




Accelerated phase CML

Results

DSS according to the WHO 2016 / ICC 2022

Propartion of patients without CML related death

Mumber at risk

CP LR T4
CPIR r4
CP HR 154
AR 125
BC 28
CP HR maiched: 83
AP matched: 83

I
12

681
354
140
110
15
75
71

24 36
620 566
35 275
128 108
92 84
g ]
71 63
&1 56

48 60 72
Time from dizgnosis (manths)
507 441 392
234 195 171
1] 81 T
T2 65 60
B & L]

55 49 42
48 45 41

84 95
N 277
144 120
58 51
57 51
5 3
35 29
39 34

08 120
226 193
2 7
M 33
H“ 28
3 3

2 18
27 |

Table 11: Estimates of disease specific survival at 5 and 10 years according to the WHO 2016 / 1CC
2022 classification and ELTS {in patients in CP) score

Annual estimates CPLR CPIR CP HR AP BP CP HR AP

of D55 N=714 M=374 MN=154 M=125 M=28 matched matched

% (35% Cl) N =83 N =33

5-Year Survival 986 5B 932 77.2 11.4 33.0 73.1
(97.4-95.4) | (93.2-97.7} | (87.6-96.9) | (68.9-84.7) | {24.2-64.1) | {85.3-97.4) | {62.6-82.8)

10-Year Survival g7.0 935 BR.O 6382 114 BES 64.7
(951-98 3) | (89.5-96.4) | (80493 6) | (59.2-787) | (24.2-641) | (7B.6-95.2) | {52 7-76.5)




Accelerated phase CML

Results

DSS according to the WHO 2022

Proportion of patients without CML related death

Number at risk

CPLR 793
CP IR 432
CP HR 241
BC 34

58 686

408 362

217 195
19 11

36 43 60 T2 84
Time from diagnosis {months)

626 559 488 435 362

Ha 270 228 200 168

167 149 128 16 100

10 g ] 8 T

96 108 120
3z 258 220
142 111 92
83 73 B0
5 3 3

Tahle 12: Estimates of disease specific survival at 5 and 10 years according to the WHO 2022
classification and ELTS (in patients in CP) score

Annual estimates
of D55
% (95% CI)

CPLR
N=7393

CPIR
N =432

CP HR
N=241

S5-Year Survival

98.0 (96.7-98.5)

947 (92.0-96.7) | 85.1(79.8-89.7)

45.1{28.8-65.3)

10-Year Survival

95.6 (94.7-97.9)

91.9(37.8-05.0} | 77.9(71.2-84.0}

45.1(28.8—-65.3)




Accelerated phase CML

Results

PFS according to the ELN

Propartion of patients without death or progression

36 48 ] 72 B4 96 108 120
) Time from diagnosis (months)
Number at risk
CPLR 784 743 672 608 546 475 423 353 303 251 214
CP IR 4 380 347 306 260 220 193 161 134 107 89
CP HR 227 198 179 157 138 119 108 93 84 67 54
AP 42 33 27 25 20 18 16 16 15 9 8
BC 26 13 ] 5 4 4 4 1 1 1 1
Table 14: Estimates of progression-free survival at 5 and 10 years according to the ELN
classification and ELTS (in patients in CP) score
Annual estimates of PFS CPLR CPIR CPHR AP BP
% (95% CI) N =784 N=421 N=227 N=42 N=26
5-Year Survival 91.2 825 752 539 29.5
(88.8-93.2) | (78.2-86.0) | (89.1-81.0) | (38.8-70.6) | (14.2-55.1)
10-Year Survival 86.5 65.4 64.0 451 147
(83.4-89.2) | (59.5-71.3) |56.6-71.3) | (259.1-65.0) (3.6-50.4)




Accelerated phase CML

Results

PFS according to the WHO 2016 / ICC 2022

va AP matched: p e 0.0

Fropartion of patients withoul death or progression

I I | I I I | 1
36 48 60 72 B4 a6 108 120
— Time from diagnosis (months)
CPLR 714 677 615 558 502 436 388 320 276 225 152
CPIR 374 343 n 2mM 230 192 168 141 116 a0 76
CP HR 154 136 124 a7 94 T8 Ta 58 5 4 33
AP 125 103 85 81 &7 60 54 5 47 EF) 25
BC 28 14 & 8 & B ] 3 2 2
CP HR matched: 83 73 R 63 55 45 42 35 2% 22 18
AP matched 83 67 57 55 46 42 k1 35 32 25 20

Table 15: Estimates of progression-free survival at 5 and 10 years according to the WHO 2016 / ICC
2022 classification and ELTS (in patients in CP) score

Annual estimates CPLR CPIR CPHR AP BP CP HR AP

of PFS M=714 N=374 N=154 N=125 N=23 matched | matched

% (35% Cl) N =83 N =83

5-Year Survival 920 838 78.6 6l& 36.4 24.0 56.5
(89.8—94.0) | {79.6-87.6) | {71.2-85.2) | {52.8-70.6) | {20.6-58.9) | {74.7-91.3) | {45.9-67.6)

10-Year Survival 920 838 78.6 6l6 36.4 24.0 56.5
(89.8—94.0) | {79.6-87.6) | {71.2-85.2) | {52.8-70.6) | {20.6-58.9) | {74.7-91.3) | {45.9-67.6)




Accelerated phase CML

Results

PFS agccording to the WHO 2022

Proportion of patients witheut death or progression

Number at risk

CPLR: 793
CPIR 432
CP HR 241
BC 34

752 679
399 355
208 186

18 10

35 43 60 12 34
Time from diagnosis {months)

615 552 481 429 159

114 265 225 197 165

162 143 122 110 95

10 8 8 8 5

96 108 120
309 255 217
138 109 a1
86 69 56
4 2 2

Table 16: Estimates of progression-free survival at 5 and 10 years according to the WHO 2022
classification and ELTS (in patients in CP) score

Annual estimates CPLR CPIR CP HR BP

of PFS N=793 N=432 N=241 N=234

% (95% CI)

5-Year survival 91.3(89.1-93.2) | B1.5(77.4-85.2) | 72.2(66.0-78.0) | 38.5(23.6—58.4)
10-Year Survival 86.3 (83.2-89.1} | 65.0({59.2—70.8) 61.1(53.9-68.3) 289 (14.9-51.4)




Accelerated phase CML

* Pts diagnosed in AP CML have worse prognosis than pts in CP
(including HR CP)

* ELTS not calibrated for pts in AP

* The decision to omit AP may not be optimal



Accelerated phase CML

 Srovnani preziti dle nasazené lécby (80-90 % imatinib)
e Charakter progrese na |écbé?

* Preziti pacientt s BC vzniklé z CP?
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Venetoklax u AML & antimykoticka profylaxe ~ ©S%

study group for life

» Multicentricka retrospektivni observacni studie hodnotici vyznam antimykotické profylaxe u

AML na venetoklaxu s azacitidinem v 1. linii

« LecbaVENE+AZA od zari 2019 do cervna 2023
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Venetoklax u AML & antimykoticka profylaxe ~ ©S%

study group for life
Zakladni charakteristika souboru:

Celkem pacient0, N (%) 158 (100)
Typ nové diagnostikované AML, N (%)

AML ,,de novo" 102 (65)

AML sekundarni 44 (28)

AML therapy related 12 (7)
Pocet podanych cykld VENE+AZA, median; prdmér (min-max) 3 (1-22)
Doba od diagnozy AML do zahajeni lécby VENE+AZA, dny, median (min-max) 26 (0-1076)

Doba sledovani v souboru od diagnozy AML do posledniho kontaktu, dny, median;

(min-max) 171 (6-1305)

Stav pacienta na poslednim kontaktu, N (%)
Zije 102 (64)
Zemfrel 55 (35)

Neznamo 1 (1)



Venetoklax u AML & antimykoticka profylaxe ~ ©S%

study group for |ife
Antimykoticka profylaxe

NE

| N

Flukonazol 40 (43)
Posakonazol 42 (45)
Vorikonazol 11 (12)

Doba od startu profylaxe do zahajeni VENE+AZA: median -3 dny

Celkova doba podavani antimykoticke profylaxe: median — 20 dni*

* U 50 % pacientd v dobé hodnoceni pokracuje antimykoticka profylaxe



Venetoklax u AML & antimykoticka profylaxe ~ ©S%

study group for life

Vyskyt mykozy celkem v souboru Antimykotické profylaxe u 59 % pacient0 bez mykm

vs. U 33 % pacientd s mykaézou

ANO

)
4% * Doba podavani ATM profylaxe pred cyklem 1 VENE+AZA

byla bez signifikantniho rozdilu u pacientd s mykozou a
bez mykozy (p=0,646)

NE  Bez signifikantniho rozdilu vyskytu mykozy u

pacientu S vs. BEZ profylaxe:

2 pripady z 93 (2%) vs. 4 pripady z 65 (6%)
K p= 0,230 /




Venetoklax u AML & antimykoticka profylaxe ~ ©S%

study group for life

é Pocsirrjtr: o Pocet dni ATM neutr:;:(:l'icckych
° AML typ VENE+AZA | profylaxe prcr)nfylliz(ze do Druh mykozy dni do mykézy Stav na poslednim kontaktu
e do mykozy ykozy (<0,5x10°/l)
"y Zemrel
1 75 De novo 16 POSA 14 Mozna IPA 17 (bez souvislosti s mykézou)
Zemrel
2 e PR 3 Ak < =07 4 (bez souvislosti s mykozou)
3 75 De novo 20 Zadna - Mykoticka ezofagitida 56 Zije
4 75 De novo 20 Zadna - Soor ) Zije
5 78  Denovo 18 Zadna - Mykoticka ezofagitida 18 Zije

Pravdépodobna invazivni
6 65 De novo 14 Zadna - kandidiaza (Malassezia 14 Zije
sympodialis)*

*Preseptalni celulitida, blefarokonjunktivitida, septické emboly, maxilarni sinusitida, bronchiolitida



Proven / probable IFl u AML na lecbe VENE+AZA

» Blood Adv. 2019 Dec 10:3(23):4043-4049. doi: 10.17182/blocdadvances. 2019000930,

Invasive fungal infections in acute myeloid leukemia
treated with venetoclax and hypomethylating agents

brahim Aldoss

—

, Sanjeet Dadwal =, lianying Zhang

EN-HMA therapy

3 Bernard Tegtmeier 2, Matthew Mei | Yes No p
' AML setting 0498
Newly diagnosed (n = 55) 3 (5) 52 (95)
t/r (n = 64) 12 (19) 52 (81)
Patient age, y 287
=65 (n = 41) 7(17) 34 (83)
=65 (n = 78) 8 (10} 70 (90)
Antifungal prophylaxis B262
None (n = 25) 2 (8) 23 (92)
Micafungin (n =45) 6 (13) 39 (87)
Azoles (n = 49) 7(14) 42 (86)
HMA type and schedule 0536
Decitabine
5d(n =49 5(10) 44 (90)
10d (n = 54) 5 (9) 49 (91)
Azacitidine (n = 16) 5(31) 11 (89)
Response to therapy 0132
Yes (n = 68) 4 (6) 64 (94)
No (n = 51) 11 (29) 40 (78)
Prior alloHCT 4268
Yes (n = 16) 3(19) 13 (81)
No (n = 102) 12 (12) 90 (88)
Neutropenia duration, d 7283
=30 (n = 24) 2 (8) 22 (92)
=30 (n = 786) 11 (14) 65 (86)

Data are n (%).

? Open Farum Infect Dis, 2023 Mar 16;10(3):0fad134, doi: 10.1093/ofid/ofad 134

eCollection 2023 Mar

Breakthrough Invasive Fungal Infection After
Coadministration of Venetoclax and Voriconazole

victarla G Hall 1, Kenny Tang 2 Deepali Kumar 1, Coleman Ratstein 1, Signy Chow 2,

The incidence of proven or probable IFI (Table 1) was not
significantly different between participants in the VEN versus
VEN + VORI groups (4 of 78 [5.1%] vs 6 of 41 [14.6%], P

= .07). Seven patients (5.8%) developed bIFI, including 6 pa-

Frequency of fungal infections in newly diagnosed
venetoclax plus azacitidine treated acute myeloid leukemia
patients with regard to concomitant antifungal prophylaxis
— an international multicenter experience.

CELL

the CzEch leukemia
study group for life
Barbora Weinbergeroval®, Toma$ Kabut!, Wolfgang R. Sperr?, Jana Stevkova®, Anna
Jomasova!, Martin Ceriian’, Iveta Oravcova®, Jifi Sramek”, Jan Noviks, Tomas
Szotkowski®, Lubo§ Drgoiia, Peter Valent?, Pavel Zak?, Jifi Mayer!*

The incidence of proven or probable IFI was not significantly

different between cohorts with and without antifungal
prophylaxis (0 of 93 [0%] vs. 1 of 65 [1,5%], P=0.411).



Venetoklax u AML & antimykoticka profylaxe ~ ©S%

V souboru byl zaznamenan vyskyt mykoz s nizkou frekvenci (4%),
vetsinou povrchovych

K rozvoji vsech 6 mykoz doslo béhem prvniho cyklu VENE+AZA a
vétsSina pacientU byla dlouhodobé neutropenickych

Cetnost myko6z byla bez signifikantniho rozdilu mezi kohortou S a
BEZ ATM profylaxe (2 % vs. 6 %, p= 0,230), a to i v pripadé proven a
probable IFI (0 % vs. 1,5%, p= 0,411)

Délka ATM profylaxe pred cyklem 1 VENE+AZA byla bez
signifikantniho rozdilu u pacientd s mykozou a bez mykozy (p=0,646)

study group for life

Mykézy u AML na [é¢b& VENE+AZA eco




\'4 4

Manuskript v priprave

the CzE€ch leukemia
study group for life

45 Table 1. Characteristics of AML patients with fungal disease diagnosed during VEN+AZA
; i jons i - di itidi 22 Main text
1 Frequency of fungal infections in newl diagnosed venetoclax plus azacitidine treared e 55 Teedimeit
2 acute myeloid leukemia patients with regard to concomitant antifungal prophylaxis — an 233 Patients with acute myeloid leukemia (AML) represent a high-risk group conceming infections : .
o . . " &
% datermationsl multcsnter exproicats, 24  complications, of which the most at-nisk are intensively treated patients after induction and % z & & 9 9 g @
= o
L = z > - = -
a 25 consolidation therapy, including allogeneic hematopoietic stem cell transplantation (allaSCT). % z
: e o 1 w5 . 5 26 In recent years. the combination of venetoclax and azacitidine (VEN+AZA) represents an -
5  Barbora Wembergerova™, Tomas Kabut'. Wolfgang R. Sperr. Jana Stevkova®., Anna N £p T
. . . ) . wBaas
& JonSovi®, Martin Ceriian’, Iveta Oraveova®, Jifi Sramek’. Jan Novik®, Tomas Szotkowski’, 27, el chiio R VAf AMT. ottt Wit a il rate oF cottyiete emiseiars and prolinged g2 s = - 2 = 2 =
e o s 22 survival (1). EEED
7 Lubo# Drgofia®, Peter Valent®, Pavel Zak®, Jii Mayer’ ew ¥
23 In literature, the izsue of infection risk. including mycoses and anttfimgal prophylaxis (AFP) @ g - = .
s ] = 2 = & =2 &
; o : : = & ] = 5
30 use in VEN+AZA treated AMI, is stll widely discussed (2). To date. few. mainly 23 -} E' = R | = 3 ]
3 * These authors contributed equally to this work. ¥ @ ' ’ =E 7= “% gg T; §§ £
31 refrospective. papers have been published most of them focused on heterogeneous case senes E‘ = = -g g 2 § g _9 E g
= ;
19 12 evaluating both newly diagnosed and relapsed'refractory (FU/B) AML, with a small number of !
1 Tl ; i SRS 2T
11 Department of Internal Medicine — Hematology and Oncology, Masaryk University and 33 cases and not entirely consistent conclusions (3.8). : E°§ s ‘E § z - . -
¥ ; ) - -
12 University Hospital Brmo, Brmo, Czech Republic EEgs5:88 ¢ © Z z Z z
34 Our mtemational multicenter observational study evaluated the fimgal diseases incidence = ﬁ b
n ? t of Internal Medicine L Division of Haematology, Medical University of Vi 1 T i i i i ey di
Department o cine L Division o 0I0EY, TIVeTsIty lenna, 35 concerning AFP use in a representative sample of a uniform patient group with newly diaznosed . @ i
14 Austris; Ludwig Bol Institute for Hematology and Oncology. Medical University of 36 AMI treated frst.line with VEN+AZA combination. &3 § 5 y e u &
££ z g S : 5 £
15 Vienna, Vienna, Austria. 5 5 2 § A i z <
37 Atotal of x patients (x% men) with newly diagnosed VEN+AZA-treated AML with a median = £ &£
16 ? 4th Department of Intemal Medicine-Hematology, University Hospital Hradec Kralove, 3z age of x years (min-max) were included m the analysis. Mest (x%) AML was "de novo." o - !
LR
17 Hradec Eralove, Czech Republic 33 secondary x%, and therapy-related x%. respectively. The median time from the diagnosis of ; % E ‘g 'g ? & i - P - -
: — . =fc=28 = ] = = -
13 * Medical Department, Hematology, Charles University General Hospital, Prague, Czech 40 AML to the start of VEN+AZA combination was x days (min-max). The median number of E =) - ::5: E=
=
1s Republic 41 VEN+AZA administered cycles was x (range x-x). A total of x patients (x%) received
20 * Department of Hemato-Oncology. Faculty of Medicine and Dentistry. Palacky University 42 concomitmt AFP. Posacomazole (s%) and flucomazole (x%) were most often used in = é E .§
25 . . . =+ 2 ! - ; - = - -
21 Olomouc and University Hospital Olomouc, Olomoue, Czech Republic 43 prophylaxis, followed by voriconazole (x%) and itraconazole (x%), respectively. The median z % S E
44 number of days between AFP and VEN+AZA mitiation was x days (Tange x-x). AFP was given
45 inamedian of x days from VEN+AZA start (range x-x).
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Hodnoceni MRD a clearance NGS mutaci
U pacientu s de novo AML
v prubehu terapie AZACITIDINE +VENETOCLAX

Viyrocni schize CELL a Leukemické sekce

Ceské hematologické spole¢nosti CLS JEP

30. listopadu 2023, Brno

CELL

the Cz€ch leukemia Eeské hematologicks
study group for life spoleZnost CLS JEP



Cil: Vyznam monitorace MRD v prubéehu terapie AZA+VEN

Monitorace vyvoje leukemického klonu v pribéhu terapie AZA+VEN pomoci riznych laboratornich

metod metod u pacientu s noveé zjisténou AML, kteri nejsou vhodni k podani intenzivni induk¢ni

chemoterapie:

Individualizace lecebného rezimu?

/ N

Redukce davky Pouziti leukocytarnich
venetoclaxu a azacitidine? rdstovych faktord (G-CSF)?

Indikace alogenni HSCT? Moznost TFR?



Metoda: Monitorace MRD rUznymi metodami

Frekvence vysetreni

Vstupni vysetreni Kontrola dosazeni Monitorace MRD
CR/CRIi

Pred zahajenim terapie AZA+VEN: Nasledujici cyklus terapie
po dosazeni CR/CRi a poté

* Myelogram

= Sternalni punkce po .E_j kazdé 3 terapeutické cykly
* Flow = kazdém cyklu ~
Yy o
o t . v Flow (LAIP)
« Cytogenetika v¢etné FISH e eraple: } k=
Y _qi * Myelogram @ Cytogenetika (FISH)
° . /4 14 4 hm m
Klasicke molekularni markery -,‘:“ = g Clasické mol.
(NPMz, fizni geny) markery (RT-PCR)
* NGS myeloidni panel ANGS

—

Monitorace vstupné prokazanych markerd MRD



Metoda: Monitorace MRD rUznymi metodami

Senzitivita rdznych laboratornich metod pro sledovani MRD

<1075 0,05 % VAF <103-10™ <1072

EEE ) BTN ) T ) T
| | | |

Klasické molekularni Patologické/Pravdépodo LAIP Vstupni cytogenetické
markery bné patologické varianty abnormality

NPMa1 NGS panel
RUNX1:.RUNX1T1
CBFB::MYH11 Amplikonové
KMT2A (MLL) fuzni geny sekvenovani (aNGS)




Pacienti - Brno

o0

Celkovy pocet pts. De novo AML
Pohlavi Zena 34 (47,9 %)
Vék v dobé dg. Median (min. — max.) - roky 71,2 (45,1 — 83,0)
Typ AML Primarni 50 (70,4 %)
Sekundarni 21 (29,6 %)
ECOG v dobé dg. 0-1 43 (60,5 %)
2-4 28 (39,5 %)
ELN 2017 riziko Favourable 12 (16,9 %)
Intermediate 22 (31,0 %)
Adverse 37 (52,1 %)
ELN 2022 riziko Favourable 8 (11,3 %)
Intermediate 16 (22,5 %)
Adverse 47 (66,2 %)

Data k 15.9.2023



Charakteristika souboru

Karyotyp + FISH:

/ 9 Cytogeneticka
s abnormalita
-2
60% £ Stredneé rizikove s
E :
2 abnormality
- (0 e T T T e i N o o
¢ Komplexni zmény 12
\ 2 Nekomplexni zmény 8
2
>
>

m Cytogeneticka abnormalita
m Normalni karyotyp

Nehodnoceno



Charakteristika souboru

Molekularné biologické vysetreni:

40%
35%
30%
25%
20%
15%
10% + 16 15 14 I I
12 - 0 l I

5% 7
0%

y QS;('» &4}"' v(?_\y'y \0&' < &0"? Q\;«’b &ng \é_'v s & Q})e.\y Qy‘?

* Jsou zahrnuty pouze patogenni/pravdépodobné patogenni mutace. Varianty s nejasnym vyznam (VUS) zahrnuty nejsou.



100%
90%
80%
70%
60%
50%
4,0%
30%
20%
10%

0%

CR rate

CR+CRi=59,2%

Po 1. cyklu

HmCR

CR+CRi=71,8%

Kdykoliv béhem lecby

N




Hodnoceni flow MRD

Pocet pacientU |éCenych alespon 1 cyklem
AZA+VENE (n=71)

I
v v

Pacienti bez CR nebo CRi (n=20) Dosazeno CR nebo CRi (n=51)

s

Méritelné flow MRD (LAIP)
(n=26; 51 %)
I

' }
Flow MRD pozitivni Flow MRD negativni Po1. cyklu—14 PaF'en’EU
(n=3) (n=23) Po 2. cyklu — 5 pacientd
Po 3. cyklu a pozdéji — 4 pacienti

l

Flow MRD negativita
dosazena u 23/71 pacientU

(32,4 %)



Hodnoceni molekularniho MRD

Pocet pacientU |éCenych alespon 1 cyklem
AZA+VENE (n=71)
I

v v
Pacienti bez CR nebo CRi (n=20) Dosazeno CR nebo CRi (n=51)
{ NPMz1 -7 pts.
Méfritelné klasické RT-PCR MRD MLL foze - 3 pts.
(n=13; 25%) RUNX1::RUNX1T1 - 2 pts.

| NUP98::NSD1 — 1 pts.

¢ '

RT-PCR MRD pozitivni RT-PCR MRD negativni NPMz1 - 2 pts.
(n=9) (n=4) MLL foze - 2 pts.

Po 1. cyklu —1 pt.
Po 2. cyklu — 2 pts.
Po 3. cyklu a pozdéji — 2 pts.




Clearance cytogenetickych abnormalit

Pocet pacientU |éCenych alespon 1 cyklem
AZA+VENE (n=71)

I
v v

Pacienti bez CR nebo CRi (n=20) Dosazeno CR nebo CRi (n=51)

|

Cytogeneticka abnormalita
N =29 (57 %)

T T

Normalizace cytogenetiky
N =17 (59 %)

Pretrvavajici cytogeneticka
abnormalita
N =12 (41 %)

Po 1. cyklu — 10 pts.
Po 2. cyklu — 5 pts.
Po 3. cyklu a pozdéji — 2 pts.




Hodnoceni vyvoje NGS nalezu

Pocet pacientU |éCenych alespon 1 cyklem
AZA+VENE (n=71)
I
v v
Pacienti bez CR nebo CRi (n=20) Dosazeno CR nebo CRi (n=51)

PN

Nehodnoceno aNGS v pribéhu terapie
N = 5 (10 %)

Hodnoceno aNGS v pribéhu terapie
N =46 (90 %)

2 pts. bez vstupniho NGS nalezu

1 pts. rychly relaps pred vySetfenim aNGS

1 pts. zemrela pred vySetrenim aNGS

1 pts. méren pouze NPM1, aNGS neodebrano




5.J.%1957

Je LAIP (senzitivita flow MRD 0,04 %)

Normalni cytogenetika

NPMz1. neq., FLT3-ITD neg., FLT3-TKD neg., MLL-PTD poz.
NGS: DNMT3A pravd. patogenni., IDH2 pravd. patogenni

Blasty NEU PLT Flow MRD MLL-PTD DNMT3A

60,3% 0,31 145 Vstup (31.01.2022)

6,2% 0,02 303 - Po 1. cyklu (04.04.2022)
3,4% 0,15 553 Neg. (:7l\,l(250/;) (21;160/;) Po 2. cyklu (02.05.2022)
1,2% 0,72 360 Negativni (2:&1330;)) N(:?\laéi;)m, Po 4. cyklu (21.07.2022)
1,8% 0,52 346 Negativni (2;’\]53;/; N(Z?\laéi;;i Po 7. cyklu (17.10.2022)
1,0% 2,0 217 Negativni (Z:NEZ;A)) N(Z?\laéi;;i Po 10. cyklu (23.01.2023)
3,8% 1,29 325 Neg. Negativni Neni k disp. Nenik disp. | Po13. cyklu (24.04.2023)
0,8% 1,16 169 Neni k disp. Nenik disp. | Po17.cyklu (18.09.2023)




Neni LAIP (flow MRD nelze)
Cytogenetika vstup: norma

NPMa: poz., FLT3-ITD: neg., FLT3-TKD: neg., AMLPlex: neg.
Vstupni NGS: NPMa (patogenni), IDH2 (pravd. patogenni)

Blasty

80,6%

1,2%

1,6%

1,8%

1,8%

2,2%

0,8%

1,0%

PLT

124

289

439

283

319

293

203

215

K.J.*¥1946

437 598,2 13,1%
69 440,7
o] 12,9%
o} 22,0%
o] 24,8%
o 31,7%
o} 27,86%

Vstup (24.01.2022)

Po 1. cyklu (28.02.2022)

Po 2. cyklu (28.03.2022)

Po 5. cyklu (10.08.2022)

Po 8. cyklu (07.12.2022)

Po 11. cyklu (08.03.2023)

Po 14. cyklu (21.06.2023)

Po 17. cyklu (28.10.2023)



S.Z. *1958

* Je LAIP (senzitivita flow MRD 0,05 %)

* Cytogenetika vstup: komplexni karyotyp, FISH: 78 % 5q31; 77 % 7922; 50 % TP53, 50 % MLL
* NPMaz: neg., FLT3-ITD: neg., FLT3-TKD: neg., AMLPIex: neg.

* Vstupni NGS: TP53 (patogenni)

Blasty NEU PLT Flow MRD Cytogenetika
- 0,03 17 Vstup (06.12.2021)
2,0% 1,15 1102 Negativni Norma 0,87 % (aNGS) Po 1. cyklu (05.01.2022)
0,2% 0,05 10 Negativni Norma Po 2. cyklu (02.02.2022)
1,6% 0,09 68 Negativni Norma Po 3. cyklu (13.04.2022)
0,6% 0,06 73 Negativni Norma Negativni (aNGS) Po 4. cyklu (08.06.2022)
4,2% 0,32 57 Negativni Norma Negativni (aNGS) Po 7. cyklu (12.10.2022)
0,4% 0,35 45 Negativni 0,20 % (aNGS) Po 10. cyklu (15.02.2023)
5,6% 0,33 20 Negativni Po 13. cyklu (21.06.2023)
- 0,69 14 Negativni Relaps (19.07.2023)




V.P. 1958

Neni LAIP (flow MRD nelze)

Cytogenetika vstupné: trisomie 11 FISH: 83 % se tfemi intaktnimi MLL

NPMaz1 neg., FLT3-ITD neg., FLT3-TKD neg., AMLPlex neg.

NGS: DNMT3A - pravd. patogenni, IDH2 - pravd. patogenni, RUNXa - VUS zarodecna

Blasty NEU PLT Cytogenetika DNMT3A

37,2% 2,59 139 Vstup (14.02.2022)

2,2% 0,05 261 Po 1. cyklu (27.04.2022)
1,2% 0,06 123 Po 4. cyklu (17.08.2022)
2,0% 0,21 251 Po 7. cyklu (19.12.2022)
2,4% 0,76 195 Po 10. cyklu (05.04.2023)
5,4%0 4,68 76 Po 13. cyklu (02.08.2023)
1,4% 0,16 142 Po 16. cyklu (01.11.2023)




H.J. ¥1953

* Neni LAIP (flow MRD nelze)
* Cytogenetika: 46,XX FISH: 72% t(14;18), 4% trisomie 8

* NPMa: poz., FLT3-ITD: neg., FLT3-TKD: neg., AMLPlex: neg.
* Vstupni NGS: DNMT3A (prav. patogenni), FLT3 (patogenni), IDHz1 (prav. patogenni), NPMa1 (patogenni), KIT (VUS).

Blasty

2,0%
1,2%
2,4%
2,4%
5,0%
3,0%

2,8%

3,4%

NEU
0,03

0,40

1,01
1,01
3,37
5,10

1,95

0,27%

PLT
28
679
142
241
150
137
93
135
151

133

Cytogenetika

DNMT3A

16% t(14;18), 0% +8 6 904,20 9,75% (aNGS) 0,07% (aNGS) Neg. (fragm.)
7% t(14;18), 0% +8 3 485,10 Neg. (fragm.)
3% t(24;18), 0% +8 1950,10 12,42% (aNGS) Neg. (aNGS) Neg. (fragm.)

Negativni 917,80 15,75% (aNGS) Neg. (aNGS) Neg. (panel)

0,8% t(14,;18), 0% +8

Negativni

Negativni

15,55% (aNGS)

1,28% (aNGS)

Vstup (30.11.2021)

Po 1. cyklu (27.12.2021)

Po 2. cyklu (24.01.2022)

Po 4. cyklu (02.05.2022)

Po 7. cyklu (15.08.2022)

Po 9. cyklu (03.10.2022)

Po 9. cyklu + GILTE (24.10.2022)

Po 12. cyklu + GILTE (20.02.2023)
Po 15. cyklu + GILTE (15.05.2023)

Po 18. cyklu + GILTE (14.08.2023)

Hematologicky relaps (25.09.2023)



Clearance klonu v prubéhu terapie AZA+VEN
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Databaze MIND
a modul Besremi

Natalia Podstavkova
Vyroéni schiize CELL a Leukemické sekce Ceské hematologické spole¢nosti CLS JEP
30.11.2023 v Brné
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Databaze MIND



Databaze MIND

Interni hematologicka a onkologicka klinika LF MU a FN Brno

IV. Interni hematologicka klinika LFUK a FN Hradec Kralové

Hemato-onkologicka klinika LF UP a FN Olomouc
Komplexni onkologické centrum Novy Jic¢in
Klinika hematoonkologie FN Ostrava

Oddéleni klinické hematologie FN Brno
Oddéleni klinické hematologie FN Motol Praha
I. Interni klinika - klinika hematologie VFN Praha
UHKT Praha

FN KV Praha - Hematologicka klinika

Synlab Praha

Nemocnice Havlickav Brod

UVN, Oddéleni hematologie a krevni transfuze

Od roku 2021 postupné rozsireni
databaze MIND, nejvyrazné;jsi
rozSifeni v prubéhu 2022 a 2023
do celé CR —t.¢. celkem 35
participujicich hematol. pracovist

os MIN

Nemochnice Znojmo - Hematologicko-transfuzni oddéleni
Nemocnice Mlada boleslav - Hematologicko-transfuzni oddéleni
Nemocnice s poliklinikou Havifov - Hematologie a transfuzni oddéleni
Krajska nemocnice T. Bati - Hematologicko-transfuzni oddéleni
Nemocnice AGEL Ostrava-Vitkovice - Hematologicka ambulance
Nemocnice AGEL Jesenik - Usek hematologie a transfizni sluzby
Nemocnice Blansko - Hematologicka ambulance

Nemocnice Karvina, Hematologicko-transfuzniho oddéleni
Kromérizska nemocnice - Hematologicko-transfuzni oddéleni
Nemocnice Mélnik - Hematologicka ambulance

Méstska nemocnice Ostrava - Klinicka hematologie
LitomyslSiska nemocice - Hematologicko-transfuzni oddéleni

Nemocnice Frydek Mistek, Hematologicka ambulance

*  Hematologicko-transfiizni oddéleni nemocnice Vsetin *  Zlinska poliklinika - Hematologicka ambulance
+  Masarykova nemocnice v Usti nad Labem — odd. klinické hematologie * Nemocnice AGEL Podhorska a.s., Pracovisté Bruntal - Hematologické ambulanc

* Nemocnice Pelhfimov - Oddéleni hematologie a transfuziologie * EUCKIlinika Ostrava — Hematologie

Postupné uzavreni smluv mezi

*  Nemocnice ve Frydku-Mistku - Hematologicka ambulance *  Slezka nemocnice v Opavé - Hematologicko-transfizni oddéleni

hematol. pracovistémi a CELL

*  Hematologie Liberec



Databaze MIND — analyza 11/2023

19 hematologickych pracovist

Celkem do MIND k 31/10/2023

zarazeno 1242 pacientl
(43 pacientd v modulu Besremi)

1. FNBrno (05/2013) N=761
2. FNHK (02/2014) N=223
3- FNOstrava (09/2021) N=111
4. FNOlomouc (02/2014) N=92
5. Zlinska poliklinika (06/2023) N=11
6. Nemocnice AGEL Novy Ji&in (09/2016)  N=8
7- Nemocnice Mlada Boleslav (10/2023) N=6
8. Slezska nemocnice Opava (12/2021) N=6

10.
11.
12.
13.
14.
15.
16.
17.
18.

19.

FN Kralovské Vinohrady (10/2023)
Nemocnice Havlickdv Brod (10/2023)
Nemocnice Znojmo (10/2023)

UVN (10/2023)

Litomyslska nemocnice (04/2023)
Nemocnice Vsetin (10/2022)
Interhema Ostrava (06/2023)
Masarykova nemocnice UnL (04/2023)
Nemocnice Pelhrimov (09/2023)
Nemocnice Frydek-Mistek (06/2023)

Synlab Praha (10/2023)

N=1

N=1

N=1



Databaze MIND — analyza 11/2023

N=1,242 pacientg,

Pocet formularu podle roku vytvoreni 21,558 formulard
Form / Year 2018%* 2019 2020 2021 2022 2023
Entry to MIND 1422 197 329 280 864 539
Therapy 1789 1143 980 404 1622 1229
Follow-up 1701 1815 1188 1149 1269 2133
Pregnancy 169 108 29 73 176 59
Patient's Status Update 49 351 143 93 52 203
2500
2133
2000 - 1789 1815
oD 701 1622 B couise vsTUP
~(©
S 1500 1422 ] o
= 88 69 1229 Formulafe LECBA
o 1143 L 1149
- 980 [] Formulate Follow-
@ 1000 - 86 ormulare Follow-up
o ~ s
o 53 [[] Formulate TEHOTENSTVI
00 - 40
> 35132 28 [T Formulafe AKTUALIZACE STAVU PACIENTA
169 197 :'EH 143 - 176 203
9 > / 2 3
. me | & |
do 2018 2019 2020 2021 2022 2023

Rok



Databaze MIND — analyza 11/2023

v 1 . v , N =1242
Rozlozeni diagnoz pri vstupu do databaze

Esencialni

Prava trombocytemie

polycytémie

Sekundarni
myelofibroza

Primarni
3%

] myelofibroza
Ostatni

* Ostatni: Histologicky neurcend MPN, Neklasifikovatelna MPN



Databaze MIND - redukovana verze

¢ MIND 00 o

Dashbioard  Wyhleddvini  Padent ~  Queries  lpozomeni  Nistroje =  Reporty =  Halpdesk

& CSM-0001-708-test | cuiend pacient

Chcete vyplnit udaje v

i - A S | - : R ET—— J'é .
Centrum z:::;z;d:;ta:::matcloanckaa Lékaf . Barbora Weinbergerova Datum I:al-o:enl pacienta 7. 122021 22:37 red U kova n e Ve er M I N D ?
I Datum narezeni 07.12.2021 Pohlavi M
= Diagnostika | vitap ]
| o " 15089 | Vytvorilfa | Barbora Weinbergerova " T.12.2021 2237 Queries " a,/@8/0 |
I Stav " Rozpracovany | Zménilfa D | 5 " -
© Stav formulafe YLOAT
™ (Jueries
" . v V4 7 7 7 -
e e = ZjednodusSeni zadavani udaju i pro
Disgnaza

Wrzorky na biobanking

|
Cdbéry krva

mensi hematologické pracovisté
= Zachovany vsechny dilezité

Histologie
* shoduji se data na Vetupu s daty pii prvotnim kontaktu s padientem?

e A informace pro nasledné analyzy
O ano ) Ne-data jsou uvedena ve Formuldfi Prvotnl kontakt (O Ne - data nefsou k dispozid

Cytogenatia/FISH

Molekulérni biclogie

" Moiné kdykoliv prepnout do
Ulerazvuk/CT bricha * Dlagndza (podle WHO klasifikace 2016}
T |sperta- al standardni ,, dlouhé” verze

* Datum diagnozy MPN & vék pii diagndze MPN [roky) @

| [ & |




Databaze MIND

ADVERSE EVENT

" Vroce 2023 upravena struktura databaze — * Objevily se bahem l&¢by ne3sdouci Géinky/prihody?
jednotné zadavani NU pro vSechny LP v ® ane O Ne
ramci specifické i konkomitantni terapie

* Druh terapie

v , ’ S ifickak i Konk itanktni kb i
= Nové od 1/12 Uprava hlavni struktury ©® specificka terapie O Konkomitantni terapie

formulard - moznost vybrani typu modulu * Preparat ©
na zacatku kazdého formulare — rychlejsi a -Vyberte - -
strukturovanéjsi zadavani dat

MODULY

Upozorneni: Po uloZeni Formuliife neni moZné jiZ zagkrtnuté policko odikrinout.

*Vyberte alespon jednu z nasledujicich moznosti:

FIND [] rRedukovand verze MIND Besremi




Databaze MIND
- Modul Besremi



Databaze MIND — modul Besremi

@e® °gsMIND

the CzEch leukemia
iba L AOP

OSOBNI UDAJE

study group for life

* Datum narozeni

06.11.2001 e
* pohlavi = Komplexni inform:’:lce o pacientovi + terapie
- . Besremi véetné NU + konkomitanti terapie

Memo ID pacienta @ = Datamanazer muze vyplnovat pouze modul

Besremi

M pacient indikovany k léébé Besremi®. p—

= Komunikace mezi MIND a modulem
Besremi

MODULY

Upozorneni: Po uloZeni Formuliie neni moZné jiZ zadkrtnuté policko odikrinout.

*Vyberte alespon jednu z nasledujicich mozZnoski:

MIND [] redukovand verze MIND Besremi




Databaze MIND — modul Besremi

Klinicky manual modul Besremi

o MIND

Dashboard  Vyhledavani  Pacient ~  Queries  Upozoméni  Nastroje ~

Dashboard

InfFormace o studii

CELL-SAL databaze piipadi myeloproliferativnich onemocneni.
Cile projektu

» vedeni vyvsoce reprezentativni databaze s hodnotnymi vedeckymi a klinickvmi daty
= prispeni ke zlepseni informovanost o dosazenyvch lécebnvich vysiedcich

Dalsi informace

= Technicks prirucka pro uZivatele

Reporter

» Wstupnistranka

Skoleni k modulu Besremi hybridni
formou 25/1/2023 v Brné




Databaze MIND - publikacni vystupy

Publikace
Transfuze Hematologie dnes Cislo 4/2022 Transfuze Hematologie dnes cislo 3/2021

Dosavadni zkusenosti s 1é¢bou

ropeginterferonem alfa-2b u pacientii s Ph Ph negativni myeloproliferativni neoplazie na
negativnimi myeloproliferacemi na Interni aestkg/fll&lll)ematOlOgICkYCh centrech - analyza
a

hematologickeé a onkologické klinice LF MU
a FN Brno

Podstavkova N., Weinbergerova B. a kol.

Podstavkovd N.', Weinbergerova B.', Prochdzkova ], Bohinova M. * Maredkova A% Kotaskova .2, Jetifkova 1.2, Doubek M.Y, Mayer J.'*

! Interni iematologickd a onkologickd klinika, LF MU a FN Brno
* Centrum molekulirni biologie a genetiky, Interni hematologickd a onkologickd klinika LF MU a FN Brno

JAK2V617F but not CALR mutations confer increased molecular
responses to interferon-a via JAK1/STAT1 activation

Transfuze Hematol dnes 2017

Zkusenosti s Iécbou ruxolitinibem
u pacientu s myelofibrézou

a pravou polycytemii na ceskych
hematologickych pracovistich

Julia Czech' - Sabrina Cordua® + Barbora Weinbergerova® + Julian Baumeister' - Assja Crepcia’ » Lijuan Han' -
Tiago Maié” « lvan G. Costai®? + Bernd Denecke® - Angela Maurer'® « Claudia Schubert’ - Kristina Feldberg' -
Deniz Gezer' - Tim H. Brimmendorf' - Gerhard Miiller-Newen” - Jiri Mayer® - Zdenek Racil® - Blanka Kubesova® -
Trine Knudsen? - Anders L. Serensen’ - Morten Holmstrom (° » Lasse Kjzr® - Vibe Skov? - Thomas Stauffer Larsen® -
Hans C. Hasselbalch? - Nicolas Chatain(®' - Steffen Koschmieder (%'

Weinbergerova B.', Ci¢atkova P.', Palova M.%, Stejskal L.*, Bélohlavkova P.%, Kissova J.*, Waiterova L.%,
Fraiikova H.", Cerna 0.7, Lakoma L., Brejcha M.", Pelkova J.", Schiitzova M.", Obernauerova J."=,

Nechvilova D.", Bogoczova E., Hlugi A, Faber E.%, Penka M.*, Brychtova Y.', Cervinek L., Doubek M.',
23k P4, Mayer J., Ragill 2.
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the CzEch |leukemia
study group for life

Vyro&ni schize CELL a Leukemické sekce CHS CLS JEP 2023

Pracovni skupina pro ALL dospélych

Stépdan Hrabovsky, Cyril Salek
30.11. 2023

’ {9&‘ \ (!
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Update interim vysledku studie Blina-CELL

= Single Cycle of Blinatumomab Followed By High-Dose Chemotherapy in the Induction Therapy for Ph-
negative Acute Lymphoblastic Leukemia in Adults (NCT04554485)

= Investigatorem iniciované prospektivni multicentrické klinické hodnoceni faze Il
= Nové diagnostikovana Ph-neg. CD19+ BCP-ALL
= Dospéli pacienti ve véku 18-65 let

= Obdobi naboru kvéten 2019 — brezen 2022, planované ukonceni follow-up unor 2024

= Primarni cil:

* CMR na zacatku konsolidacni faze |éCby, tj. po dvou cyklech indukéni imunochemoterapie
= Sekundarni cile:

" Preziti

= Cetnost HSCT

® Toxicita indukce



Blina-CELL: Schéma protokolu

Prefaze + 1x VCR, 2x Dauno
7 dni pauza 28 dni blinatumomab ..

GMALL 07/200

‘herapy
niaat Dg

w

]
al ]

konsolidace I-VI v¢. ,reindukce®

o

| =

s

g o
-E Ll =

g W19 W27 W33

ﬂ Run-in phase Consolidation IV

DEX/CY/VCR/ B! MTX/PEG-ASP/ PDN/VIN/ADR/CY/ MTX/PEG-ASP/
DAUND 6-MP +RIT ARAC/TG + RIT 6-MP £ RIT | ARAC+RIT |
T T l_’ Wil U W18 and later: U T T I_I
m P VRD >104 X8

alloHSCT

GMALL 07/2003 maintenance 12 mésicu

W3B

Consolidation V

‘ CY/ARAC £ RIT |

¢

W43

MTX/PEG-ASP/
6-MP £ RIT

¢

W49

Maintenance

B-MP/ITX

¢

¢

o end Bf study

&

If

(> bone marrow puncture
& bone marrow puncture + central MRD

!
|

lumbar puncture +i.t. therapy (MTX)

lumbar puncture + tripple i.t. therapy (MTX/ARAC/DEX)

Salek et al. ASH 2022




Blina-CELL: Vysledky

Median follow-up: 27.3 mésici

= Relapsy: 4/27 (15 %)
Molekularni: 3 (13, 23, 35 més)
= Hematol. odpovéd' po indukci I: Hematologické: 1 (5 més)
CR 25/27 (93 %) 0% = |
Refrakterni 2/27 (7 %) = HSCT: 7/27 (30 %)
Umrti v indukci 0 KMT2A::AFF1 (v CMR1): 1
Mol. selhani: 1
- Molekularni odpovéd v tydnu 11; Mol. selhdni — hem. relaps: 1
CMR 20/25 (80 %) || Mol relaps: :
MRD pozit. nekvantif. 3/25 (12 %) SELTIE TR W2k 1
MRD pozit. kvantif. 2104  2/25 (8 %) ] i
= CAR-T: 2/27 (7 %)
Primarneé refrakterni 2

Salek et al., Klin Onkol 2023; Nepublikovand data



Blina-CELL: Bezpecnost indukce

Preruseni infuze blina

CRS 1(4 %) 1x 4 dny

ICANS 0 -

Febrilni neutropenie 4 (15 %) -

Infekce 2 (7 %) -

Hepatotoxicita 3 (11 %) 1x 4 dny, 1x 7 dni
1x trvalé ukonceni

= Hepatotoxicita béhem prvniho roku studie

— Amendment: nizsi pocatecni davka blinatumomabu (9 ug/den) u vSech pacientll bez ohledu na pocet
blasti v D11

— Poté jiz zadny dalsi pripad hepatotoxicity nebyl pozorovan



Blina-CELL: Preziti

Median follow-up: 27.3 mésicl

100% | 100% _'l—| 93%
90% | 00% | . . . .
7 0

80% | >% 80%
S 70%f 70% |
% ©
® 60% | Z 60% |
: :
T 50% | D 50% |
8 T
w
@ 40% | 2 40% |
= (@]
E 30% | 30% |

20% | 20%

10% | 10% |

0% : . - - 0%
0 12 24 36 48 60 0 12 24 36 48 60
Months Months

Nepublikovand data




Blina-CELL: Zaveéry

Molekularni odpovéd (CMR or ng-MRD <104)
v tydnu 11 byla 92 %
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Odhadované celkové preziti ve 4 letech 93 %

BezpecnéjsSi nez konvencni cytostaticka indukce s
nizkym vyskytem CRS, ICANS i infekci




Dalsi aktivity pracovni skupiny: EHA 2023

* ¥

EHA

V. Polivkova?, S. Hrabovsky?, Z. Vrzalova?, 1. Stika?, 1.M. Horacek®, P. Pecherkoval, H.Halamova?, ). Zuna3, J. Trka®, E. Fronkova®, M. Zaliova®,
M. Doubek?, K. Machova Polakova® and C. Salek®

*
*

CLROFEAN
HEMATOLBEY
AZEOLIATION

Ph+ B-ALL
n=38 patients
Median age at diagnosis 49 years (range 25-65 years)

RESULTS

IKZF1 ALTERATIONS HAVE A-NEGATIVE IMPACT ON EARLY MOLECULAR RESPONSE AND SURVIVAL OF ADULT PATIENTS
WITH B-CELL PRECURSOR ACUTE LYMPHOBLASTIC LEUKEMIA TREATED WITH GMALL 07/2003 PROTOCOL IN CZECHIA

tha Crfch s ukeemi
study group far life
Departrant of Inteinal Med|clng,

Homatology and Oncalogy,

1. Institite of Hematology smd Blaod Transfusion, Prague, Czech Repuirlic / 2. intermal Hematology and Oncology Clinic, University Hespital Brme, Braa, Czech Repudlic / 3. Central Eropean Institute of Technolagy, Brna, Czech Repubiic
4 Department af intemai Medicine IV - Haematoiogy, University Hospital Hradec Kraiowe and Feculty of Miitary Hesfih Scences, University of Defience, Hreder Emiave, Coech Repubiic [ 3. Depariment of Paedintric Haematalogy and
Oncolazy, Second Faculty of Medicne, Charies University and University Hospital Motol, Prazue, Czech Repubi$c [ 6. Institute of Clnicel and Experimentsl Hematalogy, First Faculty of Medicine, Charies University, Frague, Czech Repubiic

Ph- B-ALL
n=41 patients
Median age at diagnosis 40 years (range 18-65 years)

Representation of detected aberrations
MLPAE

158 «  [KZFIP™ and IKZFI®® were found the * Majority of patients were
most frequently in Ph+ ALL patients MLPA™E.
IKZE T (42% and 34%, respectively).
42% * Twenty-nine percent of patients
li = Eleven percent of patients were were  MLPA  positive  with
IKZFI MLPA positive with aberrations abermations in  CDKN2A/28
34% involving COKNZA/28 (n=2/4), PAXS (n=7/12), PAX5 (n=2/12), EBFI
(n=2/4), ETVE (n=2/4), CRLF2 (n=1/4), (n=1/12), IGHD (n=1/12), BTGI
BTG1 [n=1/4). (r=1/12), RB1 (n=1/12) and

PARL region (n=:4/12).
Overall survival

Ph+ ALL (total n=38; 05 55.3%) Ph- ALL (total n=41; 05 61.0%)

1 | 1
N Syear05 Mo 3trsk E—:?:r:é¢¥
15} IK2F1*" 16 024 ] 04 3 350% 1
IKZFT* 13 BATH § 12 3% a
[ FALEA 4 20% 3 0 "
. - MR 5 10 % ' s n 1% 1t
Q0T or H——— l
- +— o
£as £ op
s " - - E *  S-year 05 was 33% in groups
5 a5 t *  |KZFIPY* had a significantly - 05 IKZF1os anyd [KZF 10
fu ; B R i fe— v
3"’ 04 lower S-year 05 (P=0.02; Zosf * Total D5 in IKZF17= was lower
40.29) compared to ' ' compared to MLPA™S
03 MLPAr=g (100%). 0.3 sy (P=0.074)
0.2 02
0.1 0.1
o i p= 003 0 p=0Lz2
[ 0 40 &0 &0 oy 130 %40 160 o = an [ B0 100 120 140 160

Tirne: [manths] Time fmoniis]

Owerall survival of patients according to MRD at W11




Dalsi aktivity pracovni skupiny: EHA 2023

THERAPY OF ADULT PATIENTS WITH ACUTE LYMPHOBLASTIC LEUKEMIA BASED ON
PEDIATRIC-INSPIRED PROTOCOLS IN THE CZECH REPUBLIC IN 2007~2020

* ¥ o

* ELRGVERN
HEMATOLOGY
* ASEOCIATION

the CzEch leukemia
study group for |ife

c. SALEK 2, §. HRABOVSKY %, F. FOLBER 2, 1. M. HORACEK*®, Z. KORISTEK *, T. SZOTKDWSKI 7, E. FROMKOVA %, M.

RESULTS: Ph-NEGATIVE

RESULTS: Ph-POSITIVE

In the Ph-negative cohort, 189 {93.1%) patients achieved complete remission, 5 {2.4%)
patients were refractory, and early mortality was 3.0%. Seventy (34.5%) patients
experienced relapse in a median of 10.6 months.

Survival at 3 and 5 years was 63.5% and 55.9% for overall survival (OS) and 54.5% and
49.7% for disease-free survival (DFS), respectively. Young adults under 35 years of age (Fig.
1; P=0.015), patients without initial CNS infiltration (P = 0.016), with MRD negativity before
consolidation treatment (Fig. 2; P < 0.001), transplanted in the 1* complete remission (P <
0.001), and subjects treated after 2012 (P = 0.05) had significantly better overall survival.

In a multivariate analysis, MRD at week 11 was the only independent factor affecting 05
(HR 3.06; P = 0.006). For DFS, baseline CNS infiltration (HR 2.08; P = 0.038) and MRD at
week 11 (HR 2.15; P = 0.020) were significant.

There was no significant difference in 05 between patients who achieved MRD negativity at
week 11 and were or were not transplanted (median not reached in both groups). This
contrasted with the survival of patients with persistent MRD at week 11 and subsequent
allogeneic stem cell transplantation (H5CT) (median OS5 62.1 months) and patients with
persistent MRD at week 11 without HSCT (median 05 20.1 months) (Fig. 3).

In the Ph-positive cohort, 84 (89.4%) patients achieved complete remission, 1 (1.0%) patient
was refractory, early mortality was 4.3%. Twenty-six (27.7%) patients relapsed in a median of
8.6 months.

Survival at 3 and 5 years was 57.2% and 52.4% for OS and 50.2% and 44.9% for DFS,
respectively. Young adults under 35 years of age (Fig. 4), transplanted patients (Fig. 5) and
patients diagnosed after 2012 had statistically improved overall survival (P < 0.001).
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Dalsi aktivity pracovni skupiny: Analyza protokolu ALL CELL 2012

Lécba dospelych pacientu s akutni
lymfoblastovou leukemii v Ceské republice
v letech 2007-2020 :

Treatment of adult patients with acute lymphoblastic leukemia % |
in the Czech Republic in the period 2007-2020 e e

1 3 +
cas froky) cas Loky)
;’:ﬂfZ."' e i 5 Ph-nagativni e laukemii podla minimalni rexiduind nemo-d v tydnu 11.
Sélek C.'2, Hrabovsky $3, Folber F3, Horacek J. M #3, Kofistek Z .5, Szotkowski T7, Pecherkova P, Collovi prefii _ Presiber nemeci
Froikové E £, Doubek M2, Caska leukemicka skupina - pro Zivot (CELL)

vak ik
i R

11 F = rsreog - = A HR=1TI@E-E50 p=3i8s

Klin Onkal 2023; 36(5):382-3%s [ |.. .
T
:'::.-JI.:; 0AA1Y =227
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(Graf 4, i analyza fakt icich pfediti u Ph-nagativrd akutrd lymfoblastové laukemie.

byl primarn refraktemi. V prGbau in.
dukini fze lechy zemtell 4 (4,3 %) pa-
cienti. udaj o virsledby indukéni léchy

chybdl o § [23 %) paciantil. Ralabo.  3,6-405 mésical. V dob& uzdvirky dat
wvalo 26 27,7 % pacientd; median doby  pled analyzou bylo 4% (52,1 %] padentd
do relapsy finil 86 mésice (rozmezi  nadivu. Plefiti ve 3 2 & letech dosshovalo

388

Hlin Onkol 2023; 36(5: 382-393




Dalsi aktivity pracovni skupiny: Doporucené postupy

Cervena kniha. LéZebné postupy v hematologii
2023

5. Doporuéeni pro diagnostiku a lé¢bu akutni lymfoblastové leukémie (ALL)

Cyril Salek, Frantisek Folber, gtépén Hrabovsky, Jan M. Horacek, Tomas Szotkowski, Michael
Doubek

Schéma 5.1. Létebnid doporueni Ceské leukemické skupiny CELL pro mladsi pacienty s B-ALL: protokol ALL CELL 2023 B Junior.
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Dalsi aktivity pracovni skupiny: Protokoly ALL CELL 2023

= ALL CELL 2023 B Junior
ALL CELL 2023 Ph+ Junior
ALL CELL 2023 T Junior
ALL CELL 2023 B Elderly
ALL CELL 2023 Ph+ Elderly
ALL CELL 2023 T Elderly

= Cilena terapie do ¢asnych fazi

|éCby v ramci indikacnich a
uhradovych kritérii:

Blinatumomab

Inotuzumab ozogamicin
CAR-T

Ponatinib

Venetoclax

Salvage: InO, FLAG nebo Hyper-CVD
’ Shér MMNC na CAR-T
—| Salvage 1-2 cykly }—I—{ CAR-T H SCT | |1 6x i.t. 4 3 mésice po SCT

551 generace TKI

]

[— MBRD 210~ nebo intol. — vy33i generace TKI, pokraguje Indukce Il a konsolidace

—— MRD 210* nebo intol. — vy3éi generace TKI, pokraéuji konsolidace

—— MRD <107 nebo intol. — vy3ii generace TKI, pokraéuji konsolidace
MRD 210~ nebo intal. — vyiii generace TKI — ﬂ 6x i.t. @ 3 més. po SCT

U, 6xi.t. 4 3 més. po SCT

.M I Pfi jakékoliv MRD+ po 2 mésicich ponatinibu —’ J], 6x i.t. 4 3 més. po SCT I

Konsol Il Konsol IV Konsol V Konsol VI Konsol VII
Pre Indukee | | Indukce Il | Konsol | MTX/ASP/6MP Konsol [II MTX/ASP/6MP  HD-ARAC CY/ARAC MTX/ASP/6MP
I | | |_| ﬂ Maintenance TKI
o . ol | ] [ S % b
LTk | >
it. ] 111 1 11 4 4 3 il
sp ¢ © & & & < & 0000
1 5 10511 16 22 30 36 41 46 52




Planované projekty: Studie EWALL-INO 2

Prephase

9 SOC (national standard)

= Registracni randomizovana
studie s inotuzumabem
ozogamicinem

=
EO

= Zadavatel: Centre Hospitalier de

—
—
—
"

Versailles; koordinator: Philippe pex
Rousselot I gl m m
InQ 0.5 mg/m?
CD22+ BCP-ALL > 55 et e L
. + -ALL > 55 le
YIUPISTERE  consol | | consol VSIS
= Primary endpoint: . m -
= 12mési¢ni EFS
ALLO SCT
= Secondary endpoints: m m -
= OS, |é¢ebna odpovéed, MRD, m
toxicita... Total InO : 4.5 mg/m?
" Plan 180 pacient( (12 z CR) InO arm: CR: 95 %, MRD2 < 10°%: 85 %, EFS 12m: 70 %

EWALL backbone: CR: 75 %, MRD2 < 103: 79 %, EFS 12m: 55 %



Planované projekty: Studie EWALL T-01

= |Intenzifikace konsolidace u
vysokého rizika venetoclax +

navitoclax Sample proposal based on UKALL14 protocol
High risk
= Backbone: narodni protokol

Centre, London; koordinator:
Adele Fielding

Moorman risk score

= Nové dg. T-ALL > 18 let

4 . Prephase HDM1tx Consol 1 W/ ] Maintenance (2 yr)
" Problemy: “ ' - - ' -

= Rozpocet pouze pro UK \
. , MRD samples: T-ALL High risk
= Mimo UK bude dodana CT PET: TLBL .

studijni medikace, ale

ostatni finance musi zajistit
kazdy ucastnik studie sam




e Interni hematologicka
N @) 2 onkologicks Kinika
el FN Brmo a LF MU

prof. MUDr. Michael Doubek, Ph.D.
MUDr. FrantiSek Folber, Ph.D.
MUDr. Stépan Hrabovsky, Ph.D.
Ing. Zuzana Vrzalova, Ph.D.

@, V. INTERNi HEMATOLOGICKA KLINIKA
FAKULTNI NEMOCNICE HRADEC KRALOVE

prof. MUDr. Jan M. Horacek, Ph.D.

OFAHULTHI NEMOCNICE
oLOMOUC

doc. MUDr. Tomas Szotkowski, Ph.D.

Spoluprace

suhkt

Ustav hematologie a krevni transfuze

prof. MUDr. Petr Cetkovsky, Ph.D.
MUDr. Jan Vydra, Ph.D.

doc. Mgr. Katefina Machova Polakova, Ph.D.

( FAKULTNI
NEMOCNICE
OSTRAVA

MUDr. Zdenék Kofistek, Ph.D.

doc. MUDr. Jan Novak, Ph.D.

the CzE€ch leukemia
study group for life

prof. MUDr. Jifi Mayer, CSc.

Criv

prof. MUDr. Jan Trka, Ph.D.
doc. MUDr. Eva Frornikova, Ph.D.

== 2 FAKULTNI NEMOCNICE
=5=5 PLZEN

prim. MUDr. Pavel Jindra, Ph.D.

Pacienti, sestricky, laborantky/laboranti, datamanazerky...
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the Cz€ch (eukemia
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CELL - Oportunni infekce 2023

FIND - Fungal INfection Database




the Cz€ch (eukemia
study group for |ife

14 participujicich center
UHKT PRAHA FN HK
VFN PRAHA
FNKV PRAHA

FN MOTOL PRAHA
KDO FN BRNO

CESKE BUDEJOVICE
FN OSTRAVA
UN BRATISLAVA
IHOK FN BRNO

FIND
Fungal
Infection
Database

Liberecky
Ustecky
Kralovehradecky
Karlovarsky
_ i Pardubicky Moravskogiesky
ki
I&sk;&- Stfedotesky o &
_ Olomoucky
Wsoﬁlna
Jinotesky % 2l S S
Q Jinomoravsky :
Trentiansky Kbl
Trnavsky Banskobystricky

E%aky Nitransky

DFNsP BRATISLAVA
FN OLOMOUC
FN PLZEN

NOU BRATISLAVA



CELL - Oportunni infekce 2023

FIND - Fungal INfectioN Database

FIND

m Fungal
Infection
Database

FIND aspergillus

FIND candida

FIND rare fungi




CELL - Oportunni infekce 2023
Celkem 1199 pripad IFD

772 invazivnich 287 invazivnich 140 vzacnych

aspergiloz kandidoz invazivnich mykoz

100
o 8o
—
oD
)
© 60
o
ST
o
)
B
O
o
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,»0 ,19 ,bo ,»0 ,»0 ,)’0 ,»0 ,1’0 ,»0 ,»0 ,)O ,1'0 ,»0 q’O ,»0 ,»0 ,LO ')9 ,)'0 ')9 ,»0 ,)'0 ,)0

* PFipady chybi za néktera centra
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Spoluprace

FIND
Fungal o
Infection

Database

EPICOVIDEHA - EPIFLUEHA



CELL - Oportunni infekce 2023

Venetoklax u AML & antimykoticka
profylaxe

— mezinarodni CELL projekt

@G0 o

the Cz€ch leukemia MEDIZINISCHE
study group fer ife UNIVERSITAT WIEN

NARODNY
O ONKOLOGICKY USTAV

ra

10

:

=

14

15

16

17

13

13

20

21

Frequency of fungal infections in newl- diagnosed venetoclax plus azacitidine treated
acute myeloid leukemia patients with regard to concomitant antifungal prophylaxis — an

international multicenter experience.

Barbora Weinbergerova', Tomas Kabut!, Wolfzang B. Sperr’. Jana Stevkovi’. Anna
Jonatova®, Martin Cerdian’, Fveta Oraveova®, Jifi Sramek’”, Jan Novik®, Tomas Szothowski’,

Lubot Drgona®. Peter Valent?, Pavel Zak?, Jifi Mayer*

* These authors confributed equally to this work.

! Department of Internal Medicine — Hematology and Oncology. Masarvk University and

University Hospital Bmo. Bmo. Czech Republic

* Department of Internal Medicine L Division of Haematology, Medical University of Vienna,
Anstria; Lundwig Boltzmann Institute for Hematology and Oncology. Medical University of

Vienna, Vienna, Austria.

* 4th Department of Intemal Medicine-Hematology, University Hospital Hradec Kralove,
Hradec Kralove, Czech Republic

* Medical Department, Hematology, Charles University General Hospital, Prague, Czech
Beepublic

* Department of Hemato-Oncology, Faculty of Medicine and Dentistry. Palacky University

Olomoue and University Hospital Olomoue. Olomoue, Czech Fepublic




CELL - Oportunni infekce 2023

15. CELL Workshop — 03. 04. 2023 Kampus Bohunice Brno

FIND
Fungal
Infection
Database

FIND
Fungal
Infection

Ceska lsukemicka skupina — pro 2ivot, 2.s. (CELL) pofada s odbarnou
garanci Interni hematologické a onkologické kliniky FM Brmo a LF MU

15.CELL WORKSHOP &
12. LABORATORNE-MYKOLOGICKY PRE-WORKSHOP

CELL projektu ,Oportunni infekee u hematologickych
nemocnych”

o

Invazivni mykotické infekce v hematologii

e

Infekce u hematologickych pacient( na nové cilené lécbé

W

Multirezistentni bakteriaini infekce u hematologickych
nemocnych

5

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 GEastniky, vietné plednaigjicich o bezplatnou, ale nutno
ragistraci — emailem prochazkova jinna@fnbrno oz

Vzd&lvacl akee je polédéna die Stavovského pladpisu Cislo 16 Ceske
lekar=ke komory Utasinic
seminare obdrZi potvrizeni 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 —
Vystaviste, druha odboéka

(smér Univarzitni kampus)

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

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 myelom lé€ené 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 — zk 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 pacientl s 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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Liberecky
Ustecky
Kralovehradechy
o oy O
ardubicky Moravsko
if ke
mm Stiedodesky o § &
Olomoucky
Vysod
Jinocesky Ziinsk Zilinsky Presovsky
Jihomoravskj
Trentiansky KoSick
Tmaveky Banskobystricky
E%Ew Mitransky

@@@ 0 Fungal

the CzEch leukemia Infection
e
study group for life Database



CLL — projekty v roce 2023

the Cz€ch (eukemia
study group for life

Michael Doubek a kol.
Schiize CELL a LS CHS
30.11. 2023



Aktivity v roce 2023

» Aktualizovana doporuceni diagnostiky a lIécby CLL 2023
> Centrové léky — vyjadieni pro SUKL, spoluprace s CHS
- IV, venetoklax monoterapie

» Spoluprace s ERIC — other malignancies, COVID-19 a trombdzy a
krvaceni u CLL a COVID19

> Projekt COVID-19 u CLL (CSCLL)
» Analyza lécby inhibitory BCR a BCL-2

» Registr CLLEAR
- projekt HCL
- (databaze VILP venetoklax)



Aktivity v roce 2023

» Spoluprace s pacientskou organizaci Diagnéza leukemie
» Monografie pro pacienty

» Projekt idelalisib

» Minoritni klony u CLL

» Klonalni evoluce a progrese na BCRi a BCL2i

» Analyza HCL



Aktivity v roce 2023

Annals of Hematology (2023) 102:811-817
https:/fdolorg 1 0.1007/500277-023-05147-2

ORIGINAL ARTICLE ™

.
Clinea Tow
wndates

COVID-19 in patients with chronic lymphocytic leukemia:
a multicenter analysis by the Czech CLL study group

Martin Simkovié' ™ . Peter Turcsanyi® - Martin Spacelc - Jana Mihalyova® - Pavlina Ryznerova?® - Méria Maco® -
Pavel Vodarek' - Dominika Ecsiova’ - Hynek Poul® - Heidi Mécikova® - Jana Zuchnicka® - Anna Panovska” -
Mohammad Lekaa® - Martina Ordulova’ - Adéla Prehlikova’ - Lukas Stejskal® - Stanislava Maslejova -

Yvona Brychtovd’ - Lucie Bezdékova” - TomaZ Papajik” - Daniel Lysak® - Marek Trn&ny” - Lukés Smolej’ -
Michael Doubek”

Received: 11 April 2022 / Accepted: 15 December 2022 / Published onling: 27 February 2023
& The Autharis), under exclusive licence to Springer-Verlag GmbH Germany, part of Springer Nature 2023

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). 11% Bel-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 nisk
of death. Of note, concurrent therapy with BTKi compared to CIT was not associated with better outcome of COVID-19.



Aktivity v roce 2022

Recebved: 25 January 2022 | Revised: 14 June 2002 Accepted: 27 June 2022

DR 10,1007 camd. 5033

Cancer Medicine
RESEARCH ARTICLE = &= WILEY

Secondary malignancies and survival of FCR-treated
patients with chronic lymphocytic leukemia in Central
Europe
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Iwona Hus™® | Tereza Jurkovia’ | Eva Koritikova® | Marika Chrapava® |

Martina Novaékovi® | Ivana Katinovd’ | Denisa Krejéi’ | Adam Jujka® |

Zoltan Métrai’ | Istvin Vilyi-Nagy’ | Tadeusz Robak | Michael Doubek" @

"Janssen Global Services LLC, Budapest, Hungary

Institute of Biostatics and Analysis Lid., Brmo, Czech Republic

“General University Hospital in Prague, Prague, Czech Republic

*Experimental Hematooncology Department, Medical University of Lublin, Lublin, Poland

“Medical University of Lublin. Department of Clinical Transplantology, Medical University of Lublin, Lublin, Poland
“Instutute af Hematology snd Transfusion Medicine, Warsaw, Poland

“Institute of Biostatistics and Analyses of the Faculty of Medicine, Brno, Czech Republic
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“1st Department of Internal Medicine - Haematology, United St Istvin and St Laszlé Hospital, Budapest, Hungary
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LLC, Budapest, Hungary. This is the first large-scale cross-country analysis of patients with chronic lym-

Euril; Qs it con phoeytic leukemia (CLL) aimed to evaluate the incidence, types, and key prog-
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Doporuceni 2023

Lécebné postupy
v hematologii
- aktualizace 2022

Doporuceni

Ceské hematologické spoleénosti
Ceské lekarské spolecnosti

Jana Evangelisty Purkyné

Editori: Michael Doubek, Jiri Mayer




Projekt CLLEAR

4337 pacientu od roku 2011



Projekt CLLEAR

4337 pacienttli od roku 2011

- Analyzy preziti

- Epidemiologie CLL

- Data pro |é¢ebnd doporuéeni v CR
- (VILP registr venetoklax)

- HCL registr



Projekt CLLEAR

4337 pacientti od roku 2011

- Publikace PHEDRA, GO-CLLEAR, IPS Binet A,
imunoglobulinové geny, FCRIite, R-idelalisib

- Kompletni analyza dat z registru CHS 2018, ASH2018 a CHS 2022

- Diléi analyzy (HCL, BCRi vs. BCL2)



Projekt CLLEAR

@CLLEAR

Overall survival (OS) — since diagnosis

N=3369
Years OS estimate (95% Cl)
i 1 96.9% (96.3%; 97.5%)
2 93.7% (92.8%; 94.5%)
0.8 3 90.4% (89.4%; 91.5%)
+"=3 4 85.9% (84.6%; 87.2%)
*u;i 064 5 81.3% (79.9%; 82.9%)
2 6 77.0% (75.3%; 78.7%)
"g 7 72.5% (70.7%; 74.4%)
51 0.4+
'g 8 67.8% (65.8%; 69.8%)
3 9 63.6% (61.4%; 65.8%)
e 0.2 10 59.9% (57.6%; 62.3%)
15 40.7% (37.5%; 44.3%)
0.04 20 31.5% (27.0%; 36.7%)
{') é 1'0 1'5 2'0 2'5 3'0 3'5 4'0 25 26.1% (20.1%; 34.0%)
o - 30 13.4% (5.9%; 30.5%)
Number of p?;f;;:i Timesince diagnosis (years) 35 13.4% (5.9%; 30.5%)
3369 1718 568 140 29 8 3 2 1 40 13.4% (5.9%; 30.5%)
Median OS 12.2 (11.4; 13.0) years

&cn ©e® ba



Projekt CLLEAR

Farmaceutické spolecnosti
(AstraZeneca, AbbVie, Janssen)

CELL
CSCLL

HARMONY



Projekt CLLEAR
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Dékuji za spolupraci!



Mastocytoza v roce 2023

the Cz€ch (eukemia
study group for life

Michael DoubekSchtize CELL a LS CHS
30.11. 2023



ECNM

» ECNM registr — celosvétoveé pies 5000 pacientt
» Participace na radé analyz véetné vlastnich projektu

- vyro€ni publikace

- mezindrodni prognosticky systém mastocytoz
- organomegalie u mastocyoz

- mast cell leukemia

- alogenni Tx u mastocytoz



ECNM

Special Article

European Competence Network on Mastocytosis

(ECNM): 20-Year Jubilee, Updates, and Future

Perspectives

Peter Valent, MD™", Karin Hartmann, MD"", Patrizia Bonad

MD°, Wolfgang R. Sperr, MD"",

Marek Niedoszytko, MD, PhD', Olivier Hermine, MD, PhDY, Hanneke C. Kluin-Nelemans, MD, PhD", Karl Sotlar, MD',
Gregor Hoermann, MD, PhD"/, Boguslaw Nedoszytko, PhD", Sigurd Broesby-Olsen, MD', Roberta Zanotti, MD™,
Magdalena Lange, MD. PhD", Michael Doubek, MD, PhD", Knut Brockow, MD", Ivan Alvarez-Twose, MD, PhD",

Judit Varkonyi, MD, PhD, DS', Selim Yavuz, MD®, Gunnar Nilsson, PhD"", Deepti Radia, MD",

Clive Grattan, MA, MD, FRCP", Juliana Schwaab, MD", Theo Giilen, MD, PhD"*,

Hanneke N.G. Oude Elberink, MD, PhD**, Hans Hégglund, MD, PhD", Frank Siebenhaar, MD""%,

Emir Hadzijusufovic, DVM™", Vito Sabato, MD"*, Jiri Mayer, MD, PhD°, Andreas Reiter, MD", Alberto Orfao, MD, PhD",

Hans-Peter Horny,

MD, Massimo Triggiani, MD, PhD™, and Michel Arock, PharmD, PhD"  Vieana and Salzburg, Austria;

Basel, Switzerland; Verona and Salerno, Italy: Gdansk and Sopot, Poland: Paris, France; Groningen, The Netherlands: Munich,

Mannheim, and Berlin, Germany; Odense, Denmark; Brao, Czech Republic; Toleds and Sal a, Spain; Bud, Hungary; Istanbul,
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» Nas novy projekt: NGS u systémové mastocytozy

» 150 vzorku kostnich dreni + nase vzorky
- myeloidni panel
- exomové sekvenovani
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Impact of Additional Mutations in ISM and SSM on OS and PFS

(ECNM PR37)
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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

21st Annual ECNM meeting, Antwerpen 2023
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