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Vyroéni zprava CELL za rok 2021

I

Prof. Mayer pfednesl vyro¢ni zpravu CELL za rok 2021 na ¢lenské schiizi konané 9. 12. 2021.
Shrnul vSechny projekty, které CELL na poli leukemii a pfibuznych nemoci organizuje.
Ptipomnél laboratorni problematiku a jeji harmonizaci, projekt HALF a dals$i projekty tykajici
se chronické myeloidni leukemie, studie tykajici se akutni lymfoblastické leukemie i dalsi
vyznamné projekty tykajici se jednotlivych diagn6z. Vénoval se spolupraci se zahrani¢nimi
pracovnimi skupinami, které CELL navézala a rozviji.

Prof. Mayer seznamil pfitomné s vyhledem aktivit na rok 2022.

II
Prof. Doubek ptedstavil finan¢ni bilanci CELL v roce 2021. Uvedl, ze CELL zatim je$té nemusi
byt platcem DPH, ale v budoucich letech se ziejmé& platcem DPH stane. Finan¢ni situace CELL
je pravideln¢ konzultovéana s daitovou poradkyni.

101

Dr. Weinbergerova piedstavila projekty CELL u akutni myeloidni leukemie (AML). Jde
ptedevsim o registr DATOOL AML, publika¢ni vystupy v ¢eské a zahranicni literatuie i
probihajici projekty. Rada projektii pobihala v kooperaci s némeckou skupinou SAL.
Nasledné Dr. Jeziskova predstavila vysledky mezilaboratorniho srovnani NGS analyz u AML
vramci Ceské republiky. U vétsiny analyz doslo ke shodé mezi laboratofemi, které se na
projektu podilely. Déle uvedla, Ze se pfipravuje sdilend databaze nalezenych variant genti u
AML a ptipravuje se rovnéz mezilaboratorni srovnani detekce minimalni rezidudlni nemoci.

1A%
Dr. Salek piedstavil projekty vénované problematice ALL. Seznamil pfitomné s novymi
protokoly pro lécbu ALL, které CELL pfipravila a z nichZ n¢které byly zahajeny (Blina-CELL
a Pona-CELL (vlastni IIT projekty CELL), EWALL-INO). Uved] dvé zahrani¢ni publikace,
které v letoSnim roce pod hlavickou CELL vySly. RovnéZ uvedl, Ze se rozviji i databaze
DATOOL ALL, kde je nyni zadano uz ptes 400 nemocnych.

\%
Doc. Zatkova predstavila projekty tykajici se chronické myeloidni leukemie (CML). V prvni
Casti predstavila aktuality k databazi INFINITY a projekt HALF (vcetné podprojektu anti-
HALF, ktery se tykd nemocnych, ktefi odmitli vstup do studie HALF). Dale pak piedstavila
studie probihajici ve spolupraci s némeckou pracovni skupinou a dal$imi skupinami: TIGER,
PONDEROSA, BLAST CRISIS, EURO-SKI, AFTER-SKI, CABLO01A2002 a studii
CANDID tykajici se prubéhu infekce COVID-19 u nemocnych s CML.



Nasledné se CML vénovala doc. Machova Polakova, kterd seznamila Ucastniky s vysledky
laboratornich analyz v ramci projektu HALF. Dale seznamila s podprojekty HALF — sledovani
klonalni hematopoézy, farmakogenotypovani a projekty kvantifikace BCR-ABL. Rovnéz
zminila projekt analyzy mutaci BCR-ABL a dalSich onkogenti pomoci NGS u CML a Ph+ AL,
ktery ale nebyl nakonec financovan spole¢nosti Incyte, ale i pfesto bude pokracovat a bude
financovan z jinych zdroji.

VI
Prof. Doubek zminil problematiku CLL, kterou CELL fes$i ve spolupraci s dal§imi pracovnimi
skupinami (CSCLL, ERIC). Zminil databazi CLLEAR, publikace tykajici se CLL, které byly
vydany v roce 2021, pfipravované publikace i granty, na kterych se ¢lenové CELL podili
(MyPal, HARMONY, projekt ERIC sekundarnich malignit a dalsi).

VII

Prof. Doubek ptedstavil moznosti spoluprace na poli Ph negativnich myeloproliferaci. Vénoval
se zejména registru MIND. Uvedl, ze se podafilo registr rozsifit o 28 pracovist’ a ze byla
pfipravena redukovand verze databidze pro ta pracovisté, kterd nemaji kapacitu zadavat
rozsifena data.

Dale zminil projekty, které se tykaji systémové mastocytdzy — zejména analyzu preziti pacientl
s indolentni systémovou mastocytézou versus pacientll s kozni mastocytézou. Zminil i novy
projekt NGS sekvenovani u pacientll s mastocytdzou a to, Ze v srpnu 2021 se v Brné konal
velice uspésny meeting mezinarodni ECNM skupiny.

VIII
Prof. Zak piedstavil projekty tykajici se oportunnich infekei.
Dr. Weinbergerovad zminila projekty lécby COVID-19 monoklondlnimi protilatkami u
nemocnych s hematologickymi malignitami a priitbéh onemocnéni u téchto nemocnych.

IX

Vsichni Gcastnici s pfedlozenymi zpravami souhlasili.

Zapsal: Doubek
9.12.2021
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* The results of the survival of patients with AML in CZ
correspond to the results achieved in clinical trials and
in comparable European or U.S. hospitals.

* The results are probably highly influenced by the
centralisation of these patients into major academic
hospitals.
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All-trans retinoic acid with daunorubicin or idarubicin
for risk-adapted treatment of acute promyelocytic leukaemia:

: a matched-pair analysis of the PETHEMA LPA-2005
Influence of molecular subgroups on outcome of acute myeloid and IC-APL studies
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Characteristics and outcome of patients with acute myeloid

Impact of PTPN11 mutations on clinical outcome analyzed in 1529 IeUkaemla_and t(8;16)(p1 1:p13): results from an International
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Article
Loss-of-Function Mutations of BCOR Are an Independent

Marker of Adverse Outcomes in Intensively Treated Patients
with Acute Myeloid Leukemia
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* narodni srovnani vysledkd NGS analyz pacientl s akutni myeloidni leukémii
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Vybér vzorku

5 vzorkd kurativné lécenych pacientd s AML z doby diagndzy

s markery dle klasifikace AML ELN2017: O MMl

t8;21)(q22;022.1); RUNXT-RUNXTTT
I 18)(p13.1022) or 1(16;1604p13.1:027); CBFR-MYH 11
Mutated NPMT without FLEHTD o with FLE3-TD low™

* NPMa1 (s méné frekventni mutaci) Bl eagtael 2B
° FLT3_|TD pozitivnl' Intermediate Mutated MPMT and FIT3-TD high*
. . , L , Wildd typo NPT wathout FLTZT0 or wath FLEZITD low® (wWYo
 Bialelicka CEBPA pozitivni adverse risk genetic lesions)
.. , HTIHp21.3,023.3); MUIT3-KMT2A**
* R U NX 1 p 0oz |t vnli Cytogenetic abnormalities not classified as tavouralble or
* negativni o
g Adverse HEMMPZ3034.1); DEK-NUP214

tiv; 11023.3); KMT2A rearranged

19:22)g34.1:q11.2); BCR-ABLT

IMa21.3026.2) or HEDGP . 3026.2), GATAZ, MECOMFVH)
-5 or delSay; -7; -17fabn{1/p)

Complex karyotype,# monosomal kanyotypes+

Wild type NPMT and FIT2-TD high*

Mutated RUMXT*** _
Mutated ASXL7#%*
Mutated TPE3+

“[ ow, lowr affelic ratio (<0.5); high, high allefic ratio (=0.5); as determined by Genoscan
analysis. **The presence of {9 11)p21.3,023.3) takes precedence over rare,
concurment adverse-risk gene mutations. #Three or move unrelated chromosome
abmormalities in the absence of ong of the Workd Health Organization-designated
TECUITING translocations or mversions, ie, §827), imata) or K16 16} #2110 111
\0Q23.3), H6;9), invi3) or 133 AML with BCR-ABL1. ++Defined by the presence of one
single monascmy texcluding fess of X or ¥} in association with at loast one additional
manasomy o structural chromosorme abnormaiity (excluding core-binding factor
AMI ) * ***Thase markers should not be used a5 an adverse prognostic marker if
they co-occur with favourabie-risk AML subtypes. +TPEI mutations are significantly
associated with AML with compiex and monosoimal karyotype =
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Vybér vzorku

* 5 vzorkd kurativné lé¢enych pacientl s AML z doby diagnozy

t8;21)(q22;022.1); RUNXT-RUNXTTT
I 18)(p13.1022) or 1(16;1604p13.1:027); CBFR-MYH 11
Mutated NPMT without FLEHTD o with FLE3-TD low™

* smarkery dle klasifikace AML ELN2017:

* NPMa1 (s méné frekventni mutaci) Bl eagtael 2B
° FLT3_|TD pozitivnl' Intermediate Mutated MPMT and FIT3-TD high*
. . , L , Wildd typo NPT wathout FLTZT0 or wath FLEZITD low® (wWYo
 Bialelicka CEBPA pozitivni adverse risk genetic lesions)
.. , HTIHp21.3,023.3); MUIT3-KMT2A**
* R U NX 1 p 0oz |t vnli Cytogenetic abnormalities not classified as tavouralble or
* Negativni o
g Adverse HEMMPZ3034.1); DEK-NUP214

tiv; 11023.3); KMT2A rearranged
H9:22)q34.1:q11.2); BCR-ABLT

e srovnan y va ria nty S ( P otencialni ) iNViaNG21.3026.2) or H3:3G21.3:026.2): GATAZ, MECOMFVIY)
. . . - I} Y -5 or del{bay; -7; -14/abn{1/p)
klinickou signifikanci na hladiné Complex karyotype.# monosomal karyotype:s

. Wild type NPMT and FIT2-TD high*
senzitivity VAF = 5 % (v rozsahu panelu Mutated RUNXT*** <

. . qu EhE
VariantPlex Core Myeloid, Archer) P

“Low, low allelic ratio (<0.5); high, high allelic ratio (~0.5); as determined by Genescan
analysis. **The presence of {9 11)p21.3,023.3) takes precedence over rare,
concurment adverse-risk gene mutations. #Three or move unrelated chromosome
abmormalities in the absence of ong of the Workd Health Organization-designated
Tecurring fransiocations or imversions, Le, K821, ima1é) or K14, 16} W11 . 11)
\0Q23.3), H6;9), invi3) or 133 AML with BCR-ABL1. ++Defined by the presence of one
single monosomy excliuding loss of X or ¥) in association with at least one additional
manasomy o structural chromosorme abnormaiity (excluding core-binding factor
AMI ) * ***Thase markers should not be used a5 an adverse prognostic marker if
they co-occur with favourabie-risk AML subtypes. +TPEI mutations are significantly
associated with AML with compiex and monosoimal karyotype =




AML NGS srovnani - vysledky

Gen [dNA_ lpown | Laboratoie

NPM1  NM_002520.6:¢.863_864insCATG*  p.(Trp288Cysfs*12)

NRAS NM_002524.4:c.35G>A p.(Gly12Asp)
1¢.863_864insCATG oznacovana také jako mutace B



AML NGS srovnani - vysledky

Gen [dNA_ lpown | Laboratoie

NPM1  NM_002520.6:c.863_864insCATG*  p.(Trp288Cysfs*12) A B,C, D, E

NRAS NM_002524.4:¢.35G>A p.(Gly12Asp) A B,CD,E
1¢.863_864insCATG oznacovana také jako mutace B

Zaveér: shoda vysledkl vsech laboratori



AML NGS srovnani - vysledky

Gen  |dNA_ lpoten | Laboratore

negativni



AML NGS srovnani - vysledky

Gen  |dNA_ lpoten | Laboratore

negativni A B,CD,E

Zaveér: shoda vysledkd vsech laboratori



AML NGS srovnani - vysledky

Gen [dNA_ lpown | Laboratoie

CEBPA NM_004364.4:€.934_936del p.(GIn312del)
CEBPA NM_004364.4:c.180_183del p.(Ile62Thrfs*q7)

NRAS NM_002524.4:¢.34G>T p-(Gly12Cys)



AML NGS srovnani - vysledky

I S T [ S

CEBPA NM_004364.4:c.934_936del p.(GIn312del)

CEBPA NM_004364.4:c.180_183del p.(Ile62Thrfs*q7) B, D,

NRAS NM_002524.4:¢.34G>T p.(Gly22Cys) A B,CD,E
Laborator A:

.V panelu nebyly dostatecné pokryté casti genU: CEBPA, CUX1, TET2 exon 9, SM(3,
CDKN2A, KMT2A a DNMT3A, proto se nelze k mutacni analyze téchto gend vyjadrit"

Laborator E:
~Mutace v genu CEBPA nejsou reportovany"

Zaver: Detekce mutaci v genu CEBPA je (technickou) vyzvou



AML NGS srovnani - vysledky

Gen |dNA |Protein | Laboratote _

FLT3* NM_o04119.2:¢c.1801_1802ins33  p.(Aspboo_Leu601ins11)
DNMT3A NM_022552.4:€.2644C>T p.(Arg882Cys)
U2AF1 NM_006758.2:¢c.101C>T p.(Ser34Phe)

FLT3-ITD



AML NGS srovnani - vysledky

Gen |dNA |Protein | Laboratote _

FLT3* NM_oo4119.2:c.1801_1802ins33 p.(Aspboo_Leuboiinsi1) A, B,C D, E
DNMT3A NM_022552.4:¢.2644C>T p.(Arg882Cys) A B CD,E
U2AF1 NM_006758.2:c.101C>T p.(Ser34Phe) A B,DE
FLT3-ITD

Laborator C: navic RUNXz:c.779A>AC, p.(Asn260Thr) (VAF 6%)



AML NGS srovnani - vysledky

Gen |dNA|Protein | Laboratote _

FLT3* NM_o04119.2:c.1801_1802ins33 p.(Aspboo_Leuboiinsii) A,B,C, D, E
DNMT3A NM_022552.4:¢.2644C>T p.(Arg882Cys) A B CD,E
U2AF1 NM_006758.2:c.101C>T p.(Ser34Phe) A B,DE
FLT3-ITD

Laborator C: navic RUNX1:c.779A>AC, p.(Asn260Thr) (VAF 6%)

Zapis varianty v genu FLT:

* laborator A: ITD

* Laborator B: ITD

* Laborator C: +33 bp, c.21781-1813dup (bez anotace)

* Laborator D: ¢.1801_1802insGGCGTGTTGATTTCAGAGAATATATGAATATGATC,
p.D600_L601insRRVDFREYEYD

* Laborator E: NM_004119.3:¢.1801_1802ins33, p.(Asp6oo_Leu601ins11)

Zavér: Shoda vysledkl témér vsech laboratofi. Popis FLT3-ITD je vyzvou.



AML NGS srovnani - vysledky

Gen  IoNAlProtein | Laboratoie

DNMT3A NM_022552.4:¢.2644C>T p.(Arg882Cys)
SRSF2 NM_003016.4:¢.284C>A p.(ProggHis)
SETBP1  NM_o015559.2:¢.2609G>A p.(Gly870Asp)

RUNX1 NM_o001754.4:¢.1089_1090ins16 p.(lle364Valfs*241)
RUNX1 NM_001754.4:c.1183_1186dup  p.(Phe396Serfs*205)



AML NGS srovnani - vysledky

Gen  IoNAlProtein | Laboratoie

DNMT3A NM_022552.4:¢.2644C>T p.(Arg882Cys) A B CD,E
SRSF2 NM_003016.4:¢.284C>A p.(ProgsHis) B,C,DE
SETBP1  NM_015559.2:c.2609G>A p.(Gly870Asp) ACD,E

RUNX1  NM_oo1754.4:c.1089_1090ins16 p.(lle364Valfs*241) C, D, E
RUNX1 NM_001754.4:c.1183_1186dup  p.(Phe3g6Serfs*205) C, D, E



AML NGS srovnani - vysledky

Gen  IoNAlProtein | Laboratoie

DNMT3A NM_022552.4:¢.2644C>T p.(Arg882Cys) A B CD,E
SRSF2 NM_003016.4:¢.284C>A p.(ProgsHis) B,C,DE
SETBP1  NM_015559.2:c.2609G>A p.(Gly870Asp) ACD,E

RUNX1  NM_oo1754.4:c.1089_1090ins16 p.(lle364Valfs*241) C, D, E
RUNX1 NM_001754.4:c.1183_1186dup  p.(Phe3g6Serfs*205) C, D, E

Zaver: Detekce mutaci v genu RUNX1 je vyzvou.



AML NGS srovnani

VariantPlex Core Myeloid Kit NextSeq 500 FN Brno, FN Plzef

(Archer) (Illumina)

TruSight Myeloid Panel MiSeq FN Kralovské Vinohrady,

(Ilumina) (Hllumina) UHKT

SureSelect QXT MiSeq FN Hradec Kralove
(lumina)

Haloplex HS ILMFST 1-5o0 kb MiSeq

(ClearSeq AML) (Agilent) (llumina) FN Olomouc




AML NGS srovnani - zaver

100% shody vysledkd mezi zi¢astnénymi laboratoremi dosazeno u 2/5 testovanych
vzorkU (vzorek 1A, 1B), dilci shody u zbylych (1C, 1D, 1E)

(technickou) vyzvou zUstava detekce mutaci v genu CEBPA a RUNX1
vyzvou zUstava pouzivani aktualné platné nomenklatury (popis FLT3-ITD)
dlouhodobou vyzvou zUstava , klinicka" klasifikace detekovanych variant

-> vznik sdilené databaze detekovanych variant a jejich klinického hodnoceni pod
hlavickou CELL

2022: mezilaboratorni srovnani vysledkd monitoringu MRD (fuzni geny)
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Prehled aktivit 2021

e 2 nové publikace s dedikaci CELLu:

* Hrabovsky S. et al. Genomic landscape of B-other acute lymphoblastic leukemia in an
gglzjllt retrospective cohort with a focus on BCR-ABL1-like subtype. Acta Oncologica
« Sdlek C. et al. Low levels of minimal residual disease after induction chemotherapy

for BCR-ABL1—negative acute lymphoblastic leukaemia in adults are clinically
relevant. Br J Haematol 2021.

databaze DATOOL: analyzovano 305 pacientd s Ph-neg. ALL
125 pacientti s Ph-pos. ALL

aktualizace lé¢ebnych doporuéeni CHS: Cervena kniha — online verze

HARMONY - sdileni dat k projektu Ph-like (J. Ribera, Barcelona)

3 akademické studie (CELL, EWALL)



Blina-CELL

Jeden cyklus blinatumomabu nasledovany vysokodavkovanou chemoterapii v
indukéni lécbé Ph-negativni akutni lymfoblastové leukémie dospélych.



Blina-CELL

« UHKT, IHOK, Hradec Kralové, Ostrava, Olomouc
* prvni pacient: 9. 5. 2019
* zarazeno 25 pacientu

e vek: median 43 let (rozmezi 19-65 let)

* pacienti splnujici vstupni kritéria, vyrazeni po zahajeni lécby: 5

\?;\>/<1h8e)patotoxicita (1x v prabéhu I. indukce, 2x v pribéhu konsolidace po zhodnoceni

1x refrakterni onemocnéni (po I. indukci — inotuzumab a CAR-T mimo studii)
1x non-compliance (v prabéhu konsolidace po zhodnoceni T18)



Blina-CELL: prubézné vysledky

* k 2.9.2021 hodnotitelnych 18 pacientu
e kratky median sledovani: 9 meés.

* kompletni remise po . indukci: 94 % (17/18) aa L

e ztoho D40: neg. 53 % 29/17
posNQ 47 % 8/17

N
W11l: neg. 94% 216/17 o 507
posNQ 6% 1/17) O -
W18: neg. 88 % 15/17)
posNQ 12 % 2/17) -
0 | | | 1
0 5 10 15 20

Meésice



EWALL-INO

Studie faze 2 s inotuzumabem ozogamicinem (INO) v kombinaci s chemoterapii
v lécbé starsich pacientuli s Ph-negativni CD22+ akutni B-lymfoblastickou leukémii
(B-ALL).



EWALL-INO

* planovany pocet pacientt: 130
e vék > 55 let

 B-ALL Ph-negativhi CD22+

e AST a ALT < 2,5-nasobek normy

* inotuzumab ozogamicin: 1 x 0,8 mg/m? a 4 x 0,5 mg/m?

* hlavni cil: preziti v jednom roce (intent-to-treat analyza)
* centra: Francie, Finsko, Ceska republika
 vysetrovani MRN centralizovano na narodni Urovni



EWALL-INO

 UHKT, IHOK
* V CR zafazeno 7 pacientl

INTERIM ANALYZA (spole¢né Francie, CR, Finsko; prezentovano na ASH 2021) Overall Survival
* vyhodnoceno prvnich 90 pacientd 100 .
 vék: medidn 69 let (rozmezi 55-84 let) - N pu
* median sledovani: 1,2 roku (0,3-3,5 roku) 2 75 ) . R
= .
« CR/CRp po 1. indukci: 85,5 % (77/90) ‘2 50. .........................
« CR/CRp po 2. indukci: 87,7 % (79/90) s |
* Umrti v indukci: 3,3 % (3/90) ,;'E 25+
* transplantovano: 6
* vSech 5 davek INO dostalo 81,1 % pacient( (73/90) 0 ) r T 1
0 1 2 3 4

. amrti: 29 (32,2 %) Time (years)

— relaps: 16 (17,8 %) Number at risk 90 56 18 3 0

— neZadouci pfihoda: 13 (14,4 %), z toho 1x infekce COVID-19



Pona-CELL

Ponatinib plus reduced-intensity chemotherapy in the first-line treatment of
adult patients with Ph-positive acute lymphoblastic leukemia.



Pona-CELL

e planovany pocet pacientt: 32
e vek: 18-65 let
* B-ALL Ph+

* hlavni cil: procento kompletnich moleukularnich remisi po dvou cyklech indukcni
chemoterapie v kombinaci s ponatinibem

 vedlejsi cile:
* CR po prvnim a druhém cyklu indukéni [éCby
* PFS

0sS
procento pacientt indikovanych k alo-HSCT v 1. CR z divodu nedostatecné molekularni odpovédi

vyskyt a zavaznost nezadoucich prihod (AE) spojenych s podanim ponatinibu

* centralni hodnoceni MRN metodou ddPCR: na urovni transkriptu BCR-ABL a soucasne
pomoci pacient-specifické genomické fuze BCR-ABL



Protokol Pona-CELL

T11: primarni cil
D-5 D1 D23 l T12 T16

prefaze I. konsolidace déale dle MRN v T11:
DEX/CY RIT/DEX/VCR RIT/CY/ARAC RIT/DEX/VIN/M | *  Pokud CMR: chemo +
TX/ARAC + PONA dle protokolu
* pokud MRN+: alo-HSCT
ponatinib 30 mg/den
I t 1t f
. . . .
T13 T24 T30 T36 T40
Il. konsolidace lll. konsolidace IV. konsolidace V. konsolidace VI. konsolidace
RIT/CY/VP-16 RIT/MTX/VCR/ RIT/DEX/ARAC RIT/MTX/VCR/ RIT/DEX/ARAC
6-MP 6-MP
ponatinib 15 mg/den
f L} i (L} (L}
2 *

M12-36

udrzovaci lécba

ponatinib 15 mg/den

* * * * * L 4 *

prvni pacient: 16. 2. 2021

otevrena centra:

UHKT

IHOK

Hradec Kralové
Ostrava

Plzen
FNKV

v jednani:
Olomouc

zatim zarazeno:
2 pacienti




Problematika CML
klinicke projekty

Daniela Zackova a spolupracovnici

Jednani Leukemické sekce CHS CLS JEP a CELL, virtualni mitink (ZOOM), 9. 12. 2021
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Databaze INFINITY

INFINITY = Tyrosine Kinase Inhibitors IN First aNd followlng CML Treatment
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Databaze INFINITY

INFINITY = Tyrosine Kinase Inhibitors IN First aNd followlng CML Treatment

2109 pacient
47 119 e-formularu

499 parametert

Trial DB

Y wfnﬁnitu ’
Qe ¥

pR—
=t
[E—
—
—

2007 2013 2016 2019



Databaze INFINITY

Mezinarodni spoluprace — The European CML Registry

EUTOS for CML
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Leukemia (2017) 31, 593-601

2017

© 2017 Macmillan Publishers Limited, part of Springer Nature. All rights reserved 0887-6924/17 DOk 10.1002/ajh.25628

2019

Recehec 12 Juy 2019 | Reesad: 19 At 2015 _| Acceptec: 22 dugust 2019

www.nature.com/leu

ORIGINAL ARTICLE
Treatment and outcome of 2904 CML patients from the
EUTOS population-based registry

VS Hoffmann', M Baccarani?, J Hasford', F Castagnetti’, F Di Raimondo®, LF Casado®, A Turkina® D Zackova’, G Ossenkoppele®,

A Zaritskey®, M Héglund'®, B Simonsson'?, K Indrak'’, Z Sninska'?, T Sacha'?, R Clark'*, A Bogdanovic'®, A Hellmann'®, L Griskevicius'’,

G Schubert-Fritschle'®, D Sertic'®, J Guilhot?°, S Lejniece?', | Zupan®?, S Burgstaller?*, P Koskenvesa®*, H Everaus?®, P Costeas?®,
D Lindoerfer', G Rosti”’, S Saussele?®, A Hochhaus®® and R Hehlmann®®

Leukemia (2019) 33:1173-1183
https://doi.org/10.1038/541375-018-0341-4

2019

RESEARCH ARTICLE

‘s
s WILEY

Prognosis of patients with chronic myeloid leukemia
presenting in advanced phase is defined mainly by blast count,
but also by age, chromosomal aberrations and hemoglobin
Michael Lauseker*© | Katharina Bachl® | Anna Turkina® | Edgar Faber® |
Witold Prejzner® | Ulla Olsson-Stromberg® | Michele Baccarani® | Elza Lomaia’
Daniela Zackova® | Gert Ossenkoppele’ | Laimonas Griskevicius®® |
Gabriele Schubert-Fritschle'! | Tomasz Sacha'?= | Sonja Heibl'® |
| Perttu Koskenvesa** | Andrija Bogdanovic'® | Richard E. Clark® | Joelle Guilhot!” |
Verena S. Hoffmann! | Joerg Hasford® | Andreas Hochhaus'® | Markus Pfirrmann®

[ =
Leukemia (2020) 34:2138-2149

ARTICLE
®
Chronic myelogenous leukemia ey

The proportion of different BCR-ABL1 transcript types in chronic
myeloid leukemia. An international overview

Michele Baccarani' - Fausto Castagnetti' - Gabriele Gugliotta' - Gianantonio Rosti' - Simona Soverini' - Ali Albeer? -
Markus Pfirrmann? - for the International BCR-ABL Study Group

2020

p: i.0rg/10.1038/541375-020-0931-9

ARTICLE
Chronic myelogenous leukemia

The EUTOS long-term survival (ELTS) score is superior to the Sokal
score for predicting survival in chronic myeloid leukemia

Markus Pfirrmann ' - Richard E. Clark? - Witold Prejzner® - Michael Lauseker' - Michele Baccarani® -

Susanne Saussele® - Frangois Guilhot® - Sonja Heibl” - Riidiger Hehlmann®® - Edgar Faber® - Anna Turkina®' +
Gert Ossenkoppele'" - Martin Héglund'? - Andrey Zaritskey'* - Laimonas Griskevicius' - Ulla Olsson-Strémberg'® -
Hele 16 . Perttu Kosk '7 . Boris Labar'® - Tomasz Sacha (3" - Daniela Zackova? -

Francisco Cervantes®' - Adriana Colita?? - Irena Zupan?® - Andrija Bogd ic?* - Fausto C: tit -

Joélle Guilhot® - Joerg Hasford' - Andreas Hochhaus?® - Verena S. Hoffmann'
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http://www.eutos.org/content/home/

Databaze INFINITY

Analyzy z kazdodenni praxe

Imatinib as the first-line treatment of patients with chronic
myeloid leukemia diagnosed in the chronic phase: Can we
compare real life data to the results from clinical trials?

Daniela Zackova,'* Hana Klamova,? Ladislav Dusek,® Jan Muzik,> Katerina Machova Polakova,?
Jana Moravcova,” Tomas Jurcek,* Dana Dvorakova,* Zdenek Racil,’ Zdenek Pospisil,*
Alexandra Oltova,® Kyra Michalova,” Jana Brezinova,’ Filip Razga,' Michael Doubek,'

Petr Cetkovsky,”Marek Trneny,” and Jiri Mayer

2011

American Journal of Hemarology

Leukemia & Lymphoma, October 2013; 54(10): 2310-2313
© 2013 Informa UK, Ltd.

I55N: 1042-8194 print / 1029-2403 online

DOk 10.3109/10428194.2013.772173

2013 jnforma

healthcare

LETTERTO THE EDITOR

Efficacy and tolerance of dasatinib after imatinib failure or intolerance
for patients with chronic myeloid leukemia treated in three different
hospitals compare well with results achievable in formal clinical trials

Daniela Zackova', Hana Klamova?, Jan Muzik?, Eduard Cmunt?, Zdenek Racil'®, Katerina Machova Polakova?,
Dana Dvorakova'®, Tomas Jurcek’, Filip Razga', Petr Cetkovsky?, Ladislav Dusek?® & Jiri Mayer':5

LEUKEMIA & LYMPHOMA
https://doi.org/10.1080/10428194.2020.1827242

Taylor & Francis
Taylor & Francis Group
W) Cneck for updates

Dasatinib treatment long-term results among imatinib-resistant/intolerant
patients with chronic phase chronic myeloid leukemia are favorable in daily
clinical practice

ORIGINAL ARTICLE

Daniela Zackova®, Hana Klamo\.!abJ Petra Belohlavkova®, Lukas Stejskald, Tereza Necasova®,
Lukas Semerad®, Barbora Weinbergerova®, Dana Srbova®, Jaroslava Voglova©, Petra Cicatkova®,
Zuzana Sustkova®, Tomas Hornak?, Jana Baranova®, Jirina Prochazkova® and Jiri Mayer®'

-

2021

Pavlik et al. BMC Medical Research Methodology 2011, 11:140
hittpuiwww.biomedcentral.com/1471-2288/11/140

BMC
Medical Research Methodology

RESEARCH ARTICLE Open Access

Estimation of current cumulative incidence of
leukaemia-free patients and current leukaemia-
free survival in chronic myeloid leukaemia in the
era of modern pharmacotherapy

Tomas Pavlik', Fva Janousova', Zdendk Pospiéil, Jan Muzik', Daniela 7ackova®, Zdensk Racil®, Hana Klamowa®,
o Petr Cetkovsky", Marek Trnény", Jiti Mayer” and Ladislav Dugek’™

011

American Journal of F

Hematology

Research Article ) Free Access

Current survival measures reliably reflect modern sequential
treatment in CML: Correlation with prognostic stratifications

Tomas Pavlik, Eva Janousova, Jiri Mayer, Karel Indrak, Marie Jarosova, Hana Klamova, Daniela Zackova
laroslava Voglova, Edgar Faber, Michal Karas, Katerina Machova Polakova, Zdenek Racil, Eva Demeckova,
Ludmila Demitrovicova, Elena Tothova, Juraj Chudej, Imrich Markuljak Eduard Cmunt, Tomas Kozak, Jan
Muzik, Ladislav Dusek ¥%... See fewer authors ~

2013

ublished: 11 June 2013 | https://doi.org/10.1002/ajh.23508 | Citations: 4



Databaze INFINITY

Vrablova L., Faber E., et al. PROGNOZA
NEMOCNYCH S CML, KTERI NA LECBE
INHIBITOREM TYROSINOVE KINAZY (TKI)
NEDOSAHLI OPTIMALNI ODPOVEDI

Publikace v pripraveée

Bélohlavkova P., et al. Comparative PODLE KRITERII EUROPEAN LEUKEMIA
effectiveness and safety of imatinib vs |NET (ELN)

nilotinib in frontline treatment of chronic
myeloid leukemia in real clinical practice
- analysis from Czech INFINITY registry

Cigatkova P., Zackova D., et al. Impact of
additional cytogenetic abnormalities detected at
diagnosis on chronic myeloid leukemia patients
outcome — analysis of comprehensive Czech
database INFINITY




Databaze INFINITY

Vyzva k:

— Spravnému a vcasnému zadavani dat

— Validaci dat zodpovednou osobou v kazdéem centru
— Spolupraci v ramci kazdoro¢niho reportu nevalidit
— Navrhu vlastnich projektt v rdmci CR

THANK
Y © U/
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Mezinarodni projekty:
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Spoluprace s German CML Study Group

Studie CML IlIA & CML IV

m DEUTSCHE

CML.STUDIENGRUPPE

Survival probability

n = 3682

Imatinlb, 2002 - 2012 [CML
S-year survival S0
10-year survival B4%

M or SCT, 1997 — 2003
{CML lILA) S-year survival 71X
10-year survival 61%

IFN or 5CT, 1995 — 2001 [CML )
S-year survival 63%
10-year survival 48%

IFM, £ HU, 1986 — 1994
(CML L ) 5-year survival 53%
10-year survival 27%

Hydroxyurea, 1983 — 1994, 5 yr surv. 44%, 10 yr surv. 18%

Busulfan, 1983 — 1994, S5-year survival 38%, 10-year survival 11%
0 12 14 16 18 20 22 24 26

Year after diagnosis
Hehlman et al., Ann Hematol, 2015; 94 (supp 1)-S103-105



Spoluprace s German CML Study Group

Studie CML V study (TIGER)

Nederlamf) O.‘ .. ®.. @

b Deutschlan

Ceska republika
Czech Republic

>36 mo thera.p.y. IIIIIIIIIIIIIIIIIIIIIII
>24 mo. assessment >,‘FZ mo.
confirmed MMR MB‘

Nilotinib 2x300 mg cont. Nilotinib

Nilotinib 2x300 mg +
PEG-IFN EECEN

Nilo intolerance -> Imatinib
Nilo resistance -> Transplanxaticin-'Dasatinib
Suboptimal response: -> Nilotirib 400 mg BID

Induction therapy Maintenance therapy Cure?

D EUTSCHE

CML.STUDIENGRUPPE

Top Recruiting Centers:

001 — Uniklinik Jena (50 Patients)
002 — Uniklinik Mannheim (29 Pat.)
015 — Klinikum Chemnitz (24 Pat.)
009 — Charité CVK (22 Pat.)

053 — Uniklinik Leipzig (20 Pat.)
059 — Uniklinik Marburg (19 Pat.)
073 = Uniklinik Ulm (19 Pat.)

077 — Uniklinik Wirzburg (19 Pat.)
150 — Uniklinik Brno (18 Pat.)
057 — Uniklinik Mainz (17 Pat.)

TIGER@} STUDIE



Spoluprace s German CML Study Group

PONDEROSA Blast crisis Registry
— Multicentricky registr pacientu s CML diagnostikovanou

— Observacéni studie pacientt s CML IéCenych
PONATINIBEM v kazdodenni klinické praxi v blastickém zvratu Ci do néj progredujicci

— Plan naboru: 100 pacientti/zafazeno k 1/12/2021: 96 — Plan naboru: 250 pacientu/zarazeno k 13/4/2021: 120

N of recruited pts.

CZ=24
Lubeck 5 v 27
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@ Bremen ‘ 26
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Iande Braunschweig @agde
éssewu .ng Dresd : 23
< Deutschlaad o 5 /- 11
L Frankfurt S 3 |4 7
am Main Dy -~ “Katowic:
Gicrind (F 88 Vpes Italy 5
pmBRIOS e, @ Nimberg 1 Tschechien g ostrava
) L) 2 Briinn ) .
R . = BN Armenia 2
Straflburgd : Y | S|
® Qg n Menlif)L o - Sweden 1
5 @
e . 0 i B
DEUTSCHE
Laskavé poskytnuto Christiane Clauss a Michaelem Lausekerem

CML.STUDIENGRUPPE



Studie EURO-SKI & AFTER-SKI follow-up

Patients included between May 2012 and December 2014 Lancet Oncol 2018; 19: 747-57 2018
e #* * 4 -
TKI treatment’ : . of **
23 years X N % Discontinuation of tyrosine kinase inhibitor therapy in
, * S A . . . . . .
e chronic myeloid leukaemia (EURO-SKI): a prespecified interim
Screening | paupcR . analysis of a prospective, multicentre, non-randomised, trial
phase au gEE Rt =it
tconﬁrm:_tion Leukemia (2021) 35:2416-2418 fintanio Almeida, Jeroen ] W M Janssen, Jiri Mayer,
c:::?l Ial:::] a4w a6w hieps//dol,org/10.1038/541375-021-01173-w 202 1 Philippe Rousselot, Hanne Vestergaard,
. Taamees Marc G Berger, Alice Fabarius,
2R wegks Yeprd Teeng |' ETTER behalf of the EURD-SKI investigatorst
Informed Stop TKI Relapse: CHRONIC MYELOGENOUS LEUKEMIA
consent i Loss of MMF 2 . . .
s Molecular status 36 months after TKI discontinuation in CML
1 3-108 . . e 29
is highly predictive for subsequent loss of MMR—final report
| Rank | from AFTER-SKI
“ Czech Rep
7. Denmark Johan Richter ' - Anna Liibking' - Stina Séderlund? - Kourosh Lotfi® - Berit Markevarn® - Anders Sjalander’
2 Finland Leif Stenke® - Stefan Deneberg’ - Erik Ahlstrand® - Kristina Myhr-Eriksson® - Panayiotis Panayiotidis'® - inase Inhibitor Trial in Chronic
: inian Tobias Gedde-Dahl'' - Daniela Zackova'? - Jifi Mayer'? - Ulla Olsson-Stromberg? - Francois-Xavier Mahon' -
2. France Susanne Saussele ' - Henrik Hjorth-Hansen'* - Perttu Koskenvesa'®
1. Germany 21 T
Session: 632. Chronic Myeloid Leukemia: Clinical and Epidemiological: Progress with response prediction and TKI
6. Greece 1 44 discontinuation
4 Netherlands 3 96 Hematology Disease Topics & Pathways:
: Clinical Trials, Clinical Research
SR DNy 4 £ Honday, December 13, 2021: 11:00 AM
9--10. Portugal 1 27 Francois-Xavier Mahon, MD, PhD'-?, johan Richter, MD, PhD?", Andreas Hochhaus, MD*, Panayiotis Panayiotidis,
1a% Spain 1 9 MD?, Antonio Medina de Almeida, MD, PhD®7", jiri Mayer®’, Henrik Hjorth-Hansen, MD? 9, Jeroen Janssen'!”, Satu
Mustjoki, MD, PhD'2, Joaquin Martinez-Lopez'3", Hanne Vestergaard, MD'#", Hans Ehrencrona, MD, PhD'5", Veli
E L: N . 3 Sweden 9 116 Kairisto'®’, Stephanie Dulucq, Pharmb, PhD'7-'¥", Katerina Machova'®2%, Franck E. Nicolini, MD, PhD?"-?2, Wolf-
LEUkemlaNet. Total 61 868 Karsten Hofmann®3", Joelle Guilhot, PhD?%, Susanne Saussele, MD?*-?¢ and Markus Pfirrmann, PhD?”" the CzE€ch leukemia
European study group for |ife




Studie CABL001A2002

— Zhodnoceni |é€ebnych postupu u pacientu s CML IéCenych ve 3. a dalSich liniich v
podminkach kazdodenni praxe (cil = urychleni schvaleni asciminibu pro klinické uziti)

— Zdroje pro analyzu:

_ Databaze INFINITY (Ceska republika)
— PHARQOS registry (Nizozemi)
— Swedisch CML Registry (Svédsko)

_ B W
s @ ASH Annu

it (NS [ HE .2 _

1485 Treatment Patterns in Patients with Chronic Myeloid Leukemia in Chronic Phase in the
Third Line of TKI Therapy and Beyond Based on Real-World Evidence

Program: Oral and Poster Abstracts

Session: 632. Chronic Myeloid Leukemia: Clinical and Epidemiological: Poster |

Hematology Disease Topics & Pathways:

Aduits, Clinical Research, Diseases, Real World Evidence, Therapies, Myeloid Malignancies, Study Population

Gaturday, December 11, 2021, 5:30 PM-7:30 PM_

Torsten Dahlen, MD'", Camille Kockerols, MS?", Germano Ferreira, PhD?", Peter E. Westerweel, MD, PhD?", Jifi Mayer,
Prof, MD?, Tarek Sahmoud®’, David Wormser, PhD?", Lillian Yau, PhD?" and Daniela Zackova, MD®~

Ul NOVARTIS
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Studie CABL001J12301 (ASCA4First)

— Asciminib 80 mg QD versus TKI vybrany investigatorem (Imatinib, Nilotinib, Dasatinib nebo

Bosutinib) u pacientt s CML v CP v 1. linii

Ul NOVARTIS



Studie CABL001J12301 (ASCA4First)

U, NOVARTIS
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» Issue 02 | November 2021 (@‘ scemblix

(asciminib)

LATEST ACHIEVEMENTS:

v Nov 21: ... congratulations to Spain, France, Czech Republic, Australia, Singapore, Hungary and Germany
for achieving SIVs!
v Nov 21: congratulations to UK, Belgium, Norway and Korea for receiving HA approvals this month!

et

Enroliment Status

W, t e Aanages
A e
: ol Al de Sl

TOP RECRUITERS

Dr. liri Mayer site
Czech Republic)

3 patientsenrolled

e

Dr. Raul Pérez Lopez
(Spain)

Dr. Mihaly Gurzo
(Hungary)

Dr. YiLing Tan
(Australia)

Screen Failed Randomized On Treatment

Screened In Screening

REMEMBER WE HAVE TO REACH 402 patients for each arm in total. So far, 3 patients have been enrolled, 399

to go.

RitonlefseABL

2 patientsscreened

2 patientsscreened

2 patientsscreened

U) NOVART]S | Reimagining Medicine




Studie CANDID (CML & COVID-19)  iCMLf iz

Current CML and COVID-1
Qur total case number is no

¥ case
642. 4

Of the 642 CML cases:

557* recovered

25 active

48 died

12 Lost to follow up/unknown

*3 patients recovered from COVID-19, but subsequently died due to CML progression

* 1 patient recovered from COVID-19, but subsequently died due to Cerebral vascular accident

48 Countries with cases:

France G4 Fxikas
m— Czech Republic 66* e
UK 58**
India ¥ ldas
Italy 2 { g
Russia 45rr%%
Brazil 44*
Argentina  33%**
USA 27
Canada 16
Mexico 15
Germany 14
Paraguay 1
Nepal 10*%
Armenia 8*
Spain 8
Turkey 8
Uzbekistan  8¥***xkkx

Honduras 7*

%

& AsH

0 o

634 COVID-19 in Patients with Chronic Myeloid Leukemia: Poor Outcomes for Patients with
Comorbidities, Older Age, Advanced Phase Disease, and Those from Low-Income Countries:
An Update of the Candid Study

Program: Oral and Poster Abstracts

Type: Oral

Session: 632. Chronic Myeloid Leukemia: Clinical and Epidemiological: Progress with response prediction and TKI
discontinuation

Hematology Disease Topics & Pathways:

Clinical Research, Health Outcomes Research, Diseases, Real World Evidence, Registries, Myeloid Malignancies,
Clinical Practice (e.g. Guidelines, Health Outcomes and Services, and Survivorship, Value; etc.)

>

Katia B Pagnano, MD, PhD’, Chung Hoow Kok, BSc, PhD?", Michael j, Mauro, MD?, jorge E. Cortes, MD?, Nicola
Evans®’, Qian Jiang, MD®, Dragana Milojkovic”", Beatriz Moiraghi, MD?", Franck E. Nicolini, MD, PhD®, Matilda
Ongondi, MD'®", Daniela Zackova, MD''-2", Delphine Rea, MD, PhD'? and Timothy P. Hughes, MD, MBBS, FRACP,
FRCPA'#

@nday, December 13, 2021: 11:15 AM
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Studie HALF

-
VA L F

Prospektivni multicentricka akademicka klinicka studie faze Il hodnotici u¢innost a bezpeénost
vysazeni TKI po dvoustupniové redukci jejich davky u pacientti s CML v hluboké molekularni

remisi (ClinicalTrials.gov NCT04147533)

At least MR4.0 > 2 years 5 At least MMR (Q-BCR-ABL1 < 0,1 %)

Study entry TKISTOP

| |

TKI in a standard or TKI in 1’2 of l:':: ------------------- ‘....
standard dose % TER s
reduced dose " p
_ dall * ,:‘ K
>

-----------------------

>€ >€ >
> 4years 6 months 6 months 24 months
Main inclusion criteria: Y '

« Age > 18 years Q-BCR-ABL1 every 2 months Q-BCR-ABL1:
* Phiandfor BCR-ABL1-positive CML in * 1st 6 months: every month

the 1st CP e 2nd 6 months: every 1.5 month
* TKlin the 1st line orin other lines only * Since 2nd year: 3 monthly

due to intolerance *IMATINIB = 200 mg
¢ Pretreatment with INF-a is allowed *DASATINIB-> 40 mg

(including history of INF-a failure) *NILOTINIB > 200 mg BID

* 2MR4.0> 2 years **NILOTINIB - 400 mg QD every other day



Studie HALF BPA™ .

Prospektivni multicentricka akademicka klinicka studie faze Il hodnotici u¢innost a bezpeénost
vysazeni TKI po dvoustupniové redukci jejich davky u pacientti s CML v hluboké molekularni

remisi (ClinicalTrials.gov NCT04147533)
Zacatek naboru: 6/2020
\ ‘ /4
\\ radec Kraloy
¢ | ' /"\’9‘
% - Ostra;gx\
Olomouc
..‘ t

\
+ Projekt Anti-HALF:

Dotaznikové Setreni
ddvodd odmitnuti
ucasti ve studii HALF

Praha

Zarazeno 27 pacienti
Plzen:
— e
KN ‘0

ro
@G® CZECRIN WMUNI
INFRASTRUCTURE NETWORK E

the Cz€ch leukemia W
study group for life




Studie HALF

Zadost o pridéleni AZV grantu podana 6/2021
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Nizev projektu Cesky

Utinnost a bezpe&nost vysazeni inhibitorii tyrozinkinaz po dvoustupiiové redukci
jejich davky u pacient s chronickou myeloidni leukemii (Prospektivni akademicka
multicentricka studie faze 11 - HALF)

Nizev projektu
anglicky

Efficacy and safety of tyrosine kinase inhibitors’ discontinuation after two-step
dose reduction in patients with chronic myeloid leukemia (A prospective multi-
centre phase Il clinical trial - HALF)

Hlavni panel

03 - Nadorové choroby

Kli¢ova slova

prognostické faktory, chronicka myeloidni leukemie, inhibitory tyrozinkinaz,
remise bez nutnosti terapie, redukce davek, akademicka studie

Klitova slova
anglicky

prognostic factors, chronic myeloid leukemia, tyrosine kinase inhibitors, treatment-
free remission, dose reduction, investigator-initiated trial
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3606 Half: A Prospective Multi-Centre Phase Il Clinical Trial Evaluating the Efficacy and Safety
of Tyrosine Kinase Inhibitors’ Discontinuation after Two-Step Dose Reduction in Patients
with Chronic Myeloid Leukemia in Deep Molecular Remission

Program: Oral and Poster Abstracts

P s T
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23rd Annual John Goldman E-Conference on CML: Biology and 63rd ASH Annual Meeting and Exposition, Dec , :
Therapy, October 7-10, 2021, poster#74 poster#3606
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Poster #3606

HALF: A Prospective Multi-Centre Phase Il Clinical Trial
Evaluating the Efficacy and Safety of Tyrosine Kinase
Inhibitors’ Discontinuation after Two-Step Dose Reduction In
Patients with CML in Deep Molecular Remission

17ackova D., 2Faber E., 3Stejskal L., 4Karas M., 5Bélohlavkova P., 6Klamova H., 7Cerna

0., 8Cmunt E., 1Ci¢atkova P., 1Semerad L., 1Horfak T., 1Kvetkova A., Prochazkova J.,

9Rychlickova J., °St&panova R., °Svobodnik A., 8Machova Polakova K., 1JeZiskova I.,
Juréek T., Borsky M., *®Wiewiorka O., °Demlova R. & Y Mayer J.

1Dpt. of Internal Medicine Hematology and Oncology, University Hospital Brno and Masaryk University, Brno, Czech Republic; 2Dpt. of Hemato-oncology, University Hospital Olomouc and
Palacky University, Olomouc, Czech Republic; 3Dpt. of Hemato-oncology, University Hospital Ostrava and Ostrava University, Ostrava, Czech Republic; 4Dpt. of Hemato-oncology, University
Hospital Plzeri and Charles University, Plzer, Czech Republic; 54th Dpt. of Internal Medicine and Hematology, University Hospital Hradec Kralové and Charles University, Czech Republic;
SInstitute of Hematology and Blood Transfusion, Prague, Czech Republic; “Dpt. of Internal Medicine Hematology, University Hospital Kralovské Vinohrady and Charles University, Prague, Czech
Republic; 81st Dpt. of Internal Medicine — Hematology, General University Hospital and Charles University, Prague, Czech Republic; °Dpt. of Pharmacology, Faculty of Medicine, Masaryk
University, Brno, Czech Republic; 1°Dpt. of Biochemistry, University Hospital Brno, Czech Republic; 11Central European Institute of Technology (CEITEC) Masaryk University, Brno, Czech
Republic
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Results AT

 Study launched: December 2019; first patient enrolled: June 2020
e Current status (December 2021):

Date of Number of patients
University Hospital Brno 16/12/2019
University Hospital Olomouc 15/10/2020 27 27 24
University Hospital Ostrava 8/3/2021 15 13
Univ. Hosp. Hradec Kralové 25/3/2021 19 14
University Hospital Plzen 4/2/2021 10 9

6
0
3
0
0

Institute of Hematology and Blood
Transfusion, Praha

Univ. Hosp. Kralovské Vinohrady 15/4/2021 0 0

General University Hospital

Tl ) e | e | 4

*All 8 centres of specialised hematological care in the Czech Republic are involved.

15/4/2021 12

(0)]
o O O O O O
o O O o o o

Poster presented at the 63rd ASH Annual Meeting & Exposition in Atlanta, GA, held on December 11-14, 2021
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« Entry characteristics of the first 74 patients included until Apr 2021

N (%) or Median

Characteristic

[Range]
Males/females 37 (50%)/37 (50%)
Age at diagnosis (years) 53 [23-74]
Age at the study entry (years) 67 1R-Rp]
Time from CML diagnosis to the study entry (years) 9.9 [4.4-22.5]
TKI treatment duration until the study entry (years) 9.8 [4.2-20.2]
Deep molecular response duration before the study entry (y.) 7.3 [3.2-18.3

40%

35%

30%

25%

20%

15%

10%

5%

0%

Patients distribution according to age

20-39

The
oldest
patient:
86 years

1

40-49 50-59 60-69 70-79 80+

® Age at diagnosis B Age at the study entry

Poster presented at the 63rd ASH Annual Meeting & Exposition in Atlanta, GA, held on December 11-14, 2021



Results HHTF

« Entry characteristics of the first 74 patients included until Apr 2021

/ ELTS score at the Treatment with interferon-a BCR-ABL1 < 10% at 3\
diagnosis months
39 10%
m High Vs Yes
B Intermediate m No
Low No UNK

N /

Poster presented at the 63rd ASH Annual Meeting & Exposition in Atlanta, GA, held on December 11-14, 2021




Results HHTF

« Entry characteristics of the first 74 patients included until Apr 2021

/ Type of TKI at Line of therapy at TKIl dose at the study enm
the study entry the study entry

49%
® Imatinib 1st line
Nilotinib 86% ® 2nd line m Standard
m Dasatinib m 3rd line

Rew

Poster presented at the 63rd ASH Annual Meeting & Exposition in Atlanta, GA, held on December 11-14, 2021
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Conclusion

» Despite the COVID-19 pandemic, the HALF study was
successfully launched and initiated in the majority of
centers, with 126 already included patients and continuing
intensive enrolment

» Based on our very preliminary results, the step-wise dose
reduction seems to be an effective and safe approach. To
date, only 4 cases of molecular recurrence and no case of
TWS occurred

* More included patients, longer follow-up and further
analyses are needed in order to reach all set up objectives.



Plany pro rok 2022 A -

« Obdrzeni rozhodnuti AZV stran grantove aplikace - 2/2022
 Pokracovat v naboru pacientu

 Doplnéni a validace dat v eCRF (RedCAP)

* Monitoring v centrech

* Inventura sbéru a uchovavani vzorku v ramci podprojektu studie
» Pilotni analyzy v ramci podprojektu studie

 Celkova interim analyza
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FAKULTNI JakeSova, Jana Krémarikova, Denisa Kleinova, Anna Fialova, Marek Borsky, Viera

: BRRGOCNICE  Hrabgakova, Viadka Vodigkova, David Zeman, Iva Irbe, Edita Laznickova, Pavlina
Kamaradova, Hana Klamova, Eva Milatova, Jana Vedrova, Dana Srbova, Sofie Strosova,

WRRR— Katefina Machova Polakova, Edgar Eaber, Karel Indré_k, Iva_na Skoumalové,.Jan Orolin,
aonko.ogické winika Irena Opavska, Ilvana MareSova, Lucia Vrablova, Martina Divoka, Lukas Stejskal, David

EiFeeasR LW Buffa, Michaela Navratova, Michal Turjap, Daniela Zitnikova, Martina Januskova, Petra ’
Bélohlavkova, Jaroslava Voglova, Kamila Bouaoune, Pavlina Dvifkova, Jana Horakova, L NEMOCNICE

MUNTI Lenka Bekova, Ondrej Soucek, Katefina Hrochova, Michal Karas, Lekka Mohammadova, i

MED Tomas Prochézka_, Martin Dockal, Tereza Dekojova, Véra Vozobulova, Alexandra ( FAKULTNI
Jungova, Pavel Jindra, EliSka Marsalkova, Klara Kabatova, Eduard Cmunt, Katefina Fl\p('\)lg'TVF'{g\C/E'CE

Petfikova, Eva Sekalova, Olga Cerna, Katefina Klaskova, Hana Petfinova, Leona
CZECRIN  Skovranova, Martina Peckova, Jifi Mayer, Toma$ Papaijik, Pavel Zak, Roman Hajek, Petr
~ o Cetkovsky, Pavel Jindra, Toma$ Kozak, Marek Trnény, Adam Svobodnik, Radka QUhkt
W s Stépanova, Andrea Franclizova, Peter Rohori, Daniela Zagkova

& Thanks to all our patients and their caregivers!

Poster presented at the 63rd ASH Annual Meeting & Exposition in Atlanta, GA, held on December 11-14, 2021
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CLL — nekomercni projekty v roce 2021

the Cz€ch eukemia
study group for life

Michael Doubek a kol.
Schiize CELL a LS CHS
9.12. 2021
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Projekty v roce 2021 a vyhled na 2022

» Aktualizovana doporuceni diagnostiky a lécby CLL 2021
- cervena kniha a publikace

» Spoluprace s ERIC — other malignancies, COVID-19
> Projekt Q-lite

» Analyza lécby inhibitory BCR

» Projekt CONCLUDE - manuskript

» Projekt IPS Binet A — publikace



Projekty v roce 2021 a vyhled na 2022

» Biosimilarni rituximab v bézné praxi

» Celogenomové sekvenovani rodin s familiarnim vyskytem CLL
» Monoklonalni protilatky a rezistece na né u CLL

» Single cell analyzy — CLL a MPN

» mir29 u CLL

» Chromotrypse, komplexni karyotyp, prognostické marekry,
bioinformatické analyzy

> Registr CLLEAR
- projekt HCL
- databaze VILP venetoklax



Vize spoluprace

Spoluprace na konkrétnich projektech

Kazdé spolupracujici centrum by mélo mit néjaky projekt, ktery bude
koordinovat

Zakladni platforma - registr



Projekt CLLEAR

http://cllear.registry.cz/

ClLLear | Chronic Lymphocytic Leukemia Registry

CLLEAR

CHRONIC LYMPHOCYTIC
LEUKEMIA REGISTRY

Technicke zajisténi:

{LFT
Ty,

4 <

%’ z

-

b '

IBA 5


http://cllear.registry.cz/

Projekt CLLEAR

- preveden do CLADE-IS
- reportér

-3960 pacienttli od roku 2011



Projekt CLLEAR

- Analyzy preziti

- Epidemiologie CLL

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

- HCL registr



Projekt CLLEAR

- Prezentace na sjezdu CHS

- Publikace PHEDRA, GO-CLLEAR, IPS Binet A,
imunoglobulinové geny, MyPal, COVID19, TP53

- Kompletni analyza dat z registru CHS 2021

- Dil¢i analyzy (lécba BCRI, Q-lite, GO-CLLEAR, BR)



MPN - projekty v roce 2021

the Cz€ch eukemia
study group for life

Michael Doubek, Barbora Weinbergerova, Jiri Mayer a kol.
Schiize CELL a LS CHS
9.12. 2021






MIND - publikacni vystupy

Il CESHY HEMATOLOGICH %  ER
A TRAHSFM“[“E'EHY - : NH Collection Olomouc Congress
SJETI ¥

16:30 - 16:45
PH-NEGATIVNI MYELOIDNI NEOPLAZIE

NA CESKYCH HEMATOLOGICKYCH
CENTRECH - REALNA DATA Z MIND
(MYELOPROLIFERATIVE NEOPLASIA
DATABASE)

Podstavkova N., Weinbergerova B., Palova M., HIusi A.,
Bélohlavkova P, Brejcha M., Stejskal L., Kristkova Z.,
Necasova T., Hurdalkova K., Panovska A, Brychtova Y,
Cervinek L., Hora¢kova M., Kral Z., Zak P, Faber E,,
Doubek M., Mayer J. (Brno, Olomouc, Hradec Kraloveé,
Novy Ji¢in, Ostrava)

Transfuze Hematologie dnes Cislo 3/2021

Ph negativni myeloproliferativni neoplazie
na ceskych hematologickych centrech -
analyza dat MIND

Ph negative myeloproliferative neoplasms
in Czech haematological centres - MIND analysis

Podstavkovi N.', Weinbergerovi B.', Palova M.%, Hludi A%, Bélohlivkova P, Brejcha M.", Stejskal L7, Kiistkova Z.°, Necasova T.",
Hurdilkovi K., Panovski A.', Brychtova Y.!, Cervinek L., Hordckovd M.', Krdl Z.', Zak P, Faber E.2, Doubek M.!, Mayer ].!



MIND - zapojeni ostatnich center CR

* V Cervnu 2021 se konalo online pracovni setkani s celkem 28 hematologickymi pracovisti,

ktera se nové pripojuji k MIND

* Ve spolupraci s IBA byla vytvorena kratka verze MIND




MIND - participujici centra

6 ceskych hemato-onkologickych center

1. FNBrno N =423
Celkem pacient zadanych v (participace od 5-2013)
letech 2013-2020 do databaze 2. FNHK N=133
MIND (participace od 2-2014)
N = 641 3. FN Plzen N=0
(participace od 9-2013)

FN Olomouc N =283
(participace od 2-2014)

Onkologické centrum Novy N=2
Jiéin

(participace od 9-2016)

FN Ostrava N=0
(participace od 3-2016)

KN Liberec, Masarykova

nemocnice Usti nad Labem

(v planu zarazeni 2020)




MIND - databaze Ph negativnich MPN

MIND — Myeloproliferative Neoplasia Database

Aktualizace struktury databaze

Transport dat na novou platformu CLADE-IS



MIND - databaze Ph negativnich MPN

MIND - Myeloproliferative Neoplasia Database
Aktualizace struktury databaze

Transport dat na novou platformu CLADE-IS

Funkce ,Reporter" —filtrovany export dat a ukladani sablon

Clade-IS Reporter

[rashboard Prehled eporll  Nastavend siudie ~

Prehled reportu

Prehiedova tabulka vytvorenych reportu:

»_  Studie Tvp Sablona Stav Zalozilia Datum vytvoreni Vazby Bkca
CELL SAL A Mapdaena
1127 MIND Kompletni export 2019 DONE Horatkova 2020-09-24 07:36.12 n
CELL SAL Viktdiri >
1042 MO Kompietn: export 2019 DONE _%m':; 2020.08.06 11:07:15 il E.
Viktoria

f”E,&r_Lr SAL ompletni export 2019 Kompletni export - analylik DONE S 2020-08-06 10:15:01 1 E -



MIND - databaze Ph negativnich MPN

MIND - Myeloproliferative Neoplasia Database

Aktualizace struktury databaze

Robustni real-world data

» Epidemiologicka data

« Diagnosticka data

» Klinicka a molekularne-cytogeneticka rizika
* Komplikace trombotické a krvacive

* Lécba a jeji komplikace

« Efekt lecby a hodnoceni stavu onemocnéni

* Pravidelny follow-up pacientd — a 1 rok




MIND - databaze Ph negativnich MPN

MIND - Myeloproliferative Neoplasia Database

Aktualizace struktury databaze
Robustni real-world data

Spolecny biobanking vzorkd PB a BM

Vstup do databaze a pravidelny FU a 1 rok nebo pri progresi:
#




Projekty v roce 2020 a vyhled na 2021

» Aktualizovana doporuceni diagnostiky a Iécby MPN 2021
- cervena kniha

> Databaze MIND
- rozSireni o dalsi centra

» Projekt Iécba MPN a klonalni evoluce (interferony vs. dalsi terapie)
» Predispozice k MPN



Mastocytoza



ol

» ECNM registr — celosvétoveé pres 4500 pacientt
» Participace na rfadé analyz véetné vlastnich projektt

- eozinofilie u mastocytoz

- mezinarodni prognosticky systém mastocytoz
- popis registru

- projevy hypersenzitivity u mastocyoz

- MIS a jeji prognoza



ECNM

» Preziti pacientl s ISM podle aktualizované WHO klasifikace

TR e !Allerqy S ‘EQ}_WI LEYﬁ
pr— Population ) D / Overall survival \,
Indolent 5
systemic £ -
mastocytosis 5 g 081
= E 0.6
o
oL oad
. £ '® 02-
Mastocytosis, Cutaneous =
mastocytosis T T T .
n = 1993 D10 20 30 40
Years from diagnosis
Disease progression Progression to advanced
during follow-up systemic mastocytosis
41% 2.9%
o 1.7% 0%
~—{ Evaluation ) % { Risk of disease progression >*

GRAPHICAL ABSTRACT
Division of mastocytoses according to updated WHO Classification Is clinically relevant, Overall survival is worse in indolent systemic
mastocytosis compared to cutaneous mastocytosis. Trephine biopsy is necessary to distinguish indolent systemic mastocytosis from

cutaneous mastocytosis. Trlzu’jak a kOI. 2020



ECNM

» Nas novy projekt: NGS u systémové mastocytozy

» 150 vzorkd kostnich dfeni + nase vzorky
- myeloidni panel
- exomové sekvenovani



ECNM annual meeting 2021

» 26.—28. srpen 2021
» Brno, BW Premier Hotel International




19™ Annual Meeting
of the European Competence Network
on Mastocytosis (ECNM)

August 26-28, 2021

Program

Brno, Czechia




ECNM annual meeting 2021




CELL- projekt

»,Oportunni infekce u
hematoonkologickych nemocnych"



CELL - Oportunni infekce 2021

STAV PROJEKTU 2021

FIND - Fungal INfection Database
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CELL - Oportunni infekce 2021

FIND
-ungal
nfection

Database

FIND aspergillus

FIND candida

FIND rare fungi




CELL - Oportunni infekce 2021
| Potet pipadl IFD v letech 2002 2020 | IRCIRERC UL Gl
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CELL - Oportunni infekce 2021

Transport dat na novou platformu CLADE-IS

* Responzivni design — uzivatelska privétivost

* Multicentricky sbér dat

* Moznost filtrovaného exportu dat

n W
< AT
r) CLADE-IS
= '_ n .'__‘.Irl
g Re oy CLINICAL DATAWARE
w o

EROLISE




CELL - Oportunni infekce 2021

Publikace

Paganattel A Hemeeol Orcel 00217 14188 Journal of JOungC_ll of "
Pl g 0T 1 3045-071-01177-0
Hematology & Oncology J Antimicrob Chemathar 2021; 76: 1533-1603 Antimicrobial
do:10.1083fac/dkab038 Advence Access publication 18 February 2021 Chemothera Py
RESEARCH Open Ac

Invasive infections with Purpureocillium lilacinum: clinical

COVID-19 infection in adult patients characteristics and outcome of 101 cases from FungiScope” and the
with hematological malignancies: a European literature
Hematology Association Survey (EPICOVIDEHA) b e s e s,
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Y - Oliver A. Carnely ([ 211817 Danjila Seidel™*'4 and Jannik Stemler<-*4 on behalf of the FungiScopen
\M Working Group$

Livio Fagang'”
Paclo Coeradini

W) Crmcke fiw wi

B, ' t £ X mment | of Intemal Medicing,

iara C o @, All irta i, f Medlicine and Limersey Hos
- ! L Resporses in Aging Associcied Diseate

-Fierre Ledoux™ in Cerfh Sl . 7 Bl

YR o BN - ? : € ( o Site agre, s
£ u i 3

COVID-19 in vaccinated adult patients with hematological malignancies. Preliminary
results from EPICOVIDEHA

€ blood advances

COVID-15 and CAR-T calls: current challenges and future directions-a report from tha
EFICOVIDEHA survey by EHA-IDWP

cime, ot Liniversity
fedicine and Universt;

v
, Alberto Léper-Gar
Marco Salvini', Ma

5 Ol Stk hoo i de
an cont ittt el

 Adknowisdgen

), accepted 25 Jarucry 2021

via Shane wnt decisions in Purpureceilin
na Meedian

Cristing De Ram:

wm infection from the FugiScope” regis

ughinfecton m 10pab
hereas pesaconarde end vorconm

Abstract:

Conflict of interest: N

COI notes:

Preprint server.

1202 mawenoni 4

Canflice of inten

Author contributions and disclosure:
el ails ocal
0T notes| 4E




4. Interni hematologicka klinika FNHK l. interni klinika VFN Praha
| Jakub Radocha, Pavel Zak | Kristina Forsterova, Jan Haber

IHOK FN Brno Nemocnice Ceské Budéjovice
| Barbora Weinbergerova, Jifi Mayer | Nada Mallatova, Pavel Timr

OKH FNKV Praha

Il. Onkologicka klinika NOU Bratislava

Lubos Drgoria Veronika Petecukova, Jan Novak

KDO FN Brno
Barbara Tkacikova, Peter Mudry Michal Kouba, Zdenék Racil, Petr Cetkovsky

KHaT LF UK, UN Bratislava

KDHaO DFNsP Bratislava

. . wp ot . . . . Barbora Ziakova, Eva Bojtarova
Dominika Tanuskova, Julia Horakova, Alexandra Kolenova ! )

HOK FN Olomouc Internal dpt. University Hospital Centre Zagreb

Tomas Szotkowski Alen Ostojic, Radovan Vrhovac

KDHO FN Motol Praha HOK FN Ostrava
| Vanda Chrenkova, Petr Sedlaéek | Milan Navratil, Roman Hajek

HOK FN Plzen
| Michal Karas, Pavel Jindra |
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