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Pozvanka na jednani CELL a Leukemické sekce
Ceské hematologické spolecnosti CLS JEP

Dne: 14. 12. 2020 od 14.00 hodin
Kde: Virtualni mitink cestou ZOOM

Predbézny programu

e Uvod. (J. Mayer)

e Problematika ALL: Pfehled akademickych klinickych studii. (C. Salek a
spolupracovnici)

e Problematika AML: Shrnuti mitinku z 19. 11. 2020 a néstin dalSiho
rozvoje. (J. Mayer a spolupracovnici)

e Problematika CLL: Piehled nekomerénich aktivit v Ceské republice.
(M. Doubek a spolupracovnici)

e Problematika CML: Prehled projektti (HALF, Anti-HALF, AFTER-SKI,
BLAST CRISIS Registry, PONDEROSA, TIGER, Novartis,
Cytogenetika... ) (D. Zagkova a spolupracovnici)

e Nedosazeni optimalni odpovédi u CML: Maji vSichni pacienti stejné
Spatnou prognozu? (E. Faber a spolupracovnici)

e Prehled laboratornich projekti u CML. (K. Machové Poldkova a

spolupracovnici)

Databaze HCL. (P. Zak a spol.)

Ph- MPN a Mastocytoza. (M. Doubek a spol.)

Vyuziti glukanu u BAL. (B. Weinbergerova)

Problematika Oportunnich infekci. (Z. Racil a spol.)

Jak se postavit k indikacim letermoviru? (B. Weinbergerova)

Nové moznosti vySettovani BAL. (T. Kabut)

Diskuze, Zavér.

Se srde¢nym pozdravem
prof. MUDr. Jiti Mayer, CSc.
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Zapis ze 15. vyrocni ¢lenské schiize (vaeské leukemické studijni skupiny — pro Zivot, z. s.
(CELL) a Leukemické sekce CHS CLS JEP konané dne 14. 12. 2020 online formou

Pritomni (abecedné bez titulit): Bélohlavkova, Doubek, Drgona, Faber, Folber, Hordacek,
Hrabovsky, JezZiskova, Jindra, Kabut, Karas, Lengerovd, Machova Poldkova, Mayer, Mraz,
Stary, Stejskal, Szotkowski, Salek, Sramkova, Voglova, Vydra, Weinbergerova, Zackova, Zak

I
Vyro¢ni schlizi zah4jil prof. Mayer, ktery vyzdvihnul, Ze CELL je i nadale respektovanou
organizaci nejen v ¢eském meétitku, ale 1 v méfitku svétovém, o Cemz stale svédci fada projekti,
do kterych je CELL zapojena.

II

Prof. Mayer piednesl vyro¢ni zpravu CELL za rok 2020. Shrnul v§echny projekty, které CELL
na poli leukemii a pfibuznych nemoci organizuje. Pfipomné&l nové vydanou Cervenou knihu,
CAR T lymfocyty a thradu jejich terapie, projekt HALF a dalsi projekty tykajici se CML, studii
Pona-CELL, databdze i dals§i vyznamné projekty tykajici se jednotlivych diagnoz. Vénoval se
spolupraci se zahrani¢nimi pracovnimi skupinami, které CELL navazala a rozviji.

Prof. Mayer seznamil pfitomné s ptijmy a vydaji CELL v roce 2020 a vyhledem aktivit na rok
2021 vcetné¢ planu Zzadosti o granty na nékteré projekty ¢i prezentace na 2. Ceském
hematologickém a transfuziologickém sjezdu, ktery se bude konat v zaii 2021.

11
Prof. Mayer ptedstavil projekty CELL u akutni myeloidni leukemie (AML). Jde pfedevsim o
registt DATOOL AML, publikacni vystupy v Ceské a zahrani¢ni literatufe i probihajici projekty
(naptiklad projekt DaunoDouble).
Uvedl, ze 19. 11. 2020 prob¢hla schizka specidlné vénovand problematice AML, kde byly
feSeny otazky predispozic k myeloidnim malignitdm, algoritmus vySetfovani pacientii s AML,
vysetfovani zbytkové nemoci ¢ vysetfovani prognostickych faktorti v Ceské republice.
Ptipomnél nutnost pfipravit vlastni klinicko-laboratorni projekty a rovnéz nutnost financovani
vyzkumu z grantt.
Doc. Zak uvedl, Ze jiz ¢erpal data z registru DATOOL AML na projekt analyz mutaci FLT3 u
AML a zminil, Ze registr zacina plnit svoji funkci a lze ho vyuzit pro fadu budoucich projekti.

v
Dr. Salek piedstavil projekty vénované problematice ALL. Seznamil piitomné s novymi
protokoly pro 1écbu ALL, které CELL pfipravila a z nichz nékteré jiz byly zahdjeny (Blina-
CELL a Pona-CELL (vlastni IIT projekty CELL), EWALL-INO, EWALL-Ph-03). Ukazal
prvotni vysledky studie Blina-CELL.

\%
Prof. Doubek zminil problematiku CLL, kterou CELL fesi ve spolupraci s dal§imi pracovnimi
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skupinami (CSCLL, ERIC, MU Brno). Zminil databazi CLLEAR, publikace tykajici se CLL,
které byly vydéany v roce 2020, ptipravované publikace i granty, na kterych se ¢lenové CELL
podili (MyPal, HARMONY, CONCLUDE, projekt ERIC sekundarnich malignit, HONEUR a
dalsi). Nakonec uvedl, Ze byla jiz podepsana smlouva o registru CLLEAR mezi CELL a
CSCLL.

VI
Dr. Za¢kova predstavila projekty tykajici se chronické myeloidni leukemie (CML). V prvni
Casti predstavila aktuality k databazi INFINITY a projekt HALF, ktery byl zahajen. Seznamila
ucastniky s prvnimi vysledky projektu HALF. Daéle pak predstavila studie TIGER,
PONDEROSA, BLAST CRISIS, AFTER-SKI, CABL001A2002 a studii CANDID tykajici se
prabéhu infekce COVID-19 u nemocnych s CML.
Nasledné prof. Faber seznamil ucastniky s planovanym projektem Nedosazeni optimalni
odpovédi u CML: Maji vSichni pacienti stejn¢ Spatnou prognozu?
Jako tfeti se CML vénovala doc. Machova Poldkova, kterd seznadmila ucastniky s vysledky
mefeni hluboké molekularni odpovédi u CML — srovnavaci analyza jednotlivych center.
VSechna centra testovanim proSla UspéSné. Dale seznamila s podprojekty HALF —
imunologicky projekt, sledovani klonalni hematopoézy, farmakogenotypovani nebo projekty
kvantifikace BCR-ABL pomoci pacient-specifickych fuzi a analyzy mutaci BCR-ABL a dalSich
onkogenti pomoci NGS u CML a Ph+ ALL (spole¢né projekty UHKT, FN Motol a FN Brno
podporované spolecnosti Angelini).

VI
Doc. Zak piedstavil registr pro leukemii z vlasatych bunék, ktery byl ptipraven a stal se soudasti
registru CLLEAR.

VIII
Prof. Doubek piedstavil moznosti spoluprace na poli Ph negativnich myeloproliferaci. Vénoval
se zejména registru MIND. Zdtiraznil, Ze je nutné registr rozsifit do celé Ceské republiky a
nastinil moznosti, jak by toho mohlo byt docileno.
Dale zminil projekty, které se tykaji systémové mastocytdzy — zejména analyzu pieziti pacienti
s indolentni systémovou mastocytézou versus pacienti s kozni mastocytézou. Zminil i
pfipravovany projekt NGS sekvenovani u pacientl s mastocytdzou a to, ze v srpnu 2021 se
bude v Brn¢ konat meeting mezinarodni ECNM skupiny.

IX
Dr. Weinbergerova zminila vysledky projektu vyuziti glukanu v bronchoalveolarni lavazi.
Nasledné¢ diskutovala otdzku indikaci letermoviru, poddvani a vySetfovani rezistenci na
letermovir.
Dr. Kabut pfedstavil nové moznosti vySetfovani tekutiny z bronchoalveolarni lavaze — vyuziti
multiplex real-time PCR.

X
Prof. Mayer pfitomnym pustil komentovanou prezentaci prof. Racila (nemohl se jednani
ucastnit), ktera byla vénovéna projektim CELL u oportunnich infekci — databaze FIND, projekt
EPICOVIDEHA, publikace EHA k oportunnim infekcim v hematologické onkologii. Rovnéz
uvedl, Ze dalsi workshop CELL k problematice oportunnich infekci probéhne na jate 2021 (byl
odlozen pro pandemii COVID-19).
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XI
Schtizi ukoncil prof. Mayer podékovanim vSem tcastnikiim.

Zapsal: Doubek
14.12.2020



15. Clenska schize
CELL, z. s., 2020
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15 let, dostaneme obcCanku, plnoletost
Covid, neni osobni setkani bohuzel

Dnes tedy spise formalita, jednotlivé projekty jsou
kontinualné diskutovany, musime mit ale vyroc¢ni schuzi a
zaverecnou zpravu

Zapis, Michael... diky

Poslat prezentace, prosim Michaeli nahrat si je, pak po
upravé jeden .pdf soubor = vyroCni zprava, spolu s
programem

Spousta véci se udélala, podarila, pres nepfiznivé
podminky



Shrnuti zakladnich aktivit

- Smlouvy s nemocnicemi, finance, danova poradkyne,
DPH (!)

- Cervend kniha (CELL + LS)

- Nam. Smehlik

- ALL: lITs, akademicke trialy

- CLL: mnoho projekttl, astedné ve spolupraci s CS CLL
- Nové databaze HCL (Zak)

- AML: shrnu na zavér téeto prezentace



Shrnuti zakladnich aktivit

- CML: koSaté portfolio projektu.
- Half
- Ponderosa
- Blast
- Tiger
- After-Ski
- ABLOO1A002
- Olomoucky projekt
- Cytogenetika
- AZV 2021



Shrnuti zakladnich aktivit

- Ph-MPN

- Mastocytoza (evropsky sjezd v CR)
- Oportunni infekce (Racil)

- Dalsi projekty



Udrzet financovani je Cim dal komplikovaneéjsi
Minimum moznosti sponzorskych financi na infrastrukturu

Firemni granty na konkrétni veci, nutnost vypracovat
zpravu... (Brno...)

Ev. i jen smlouvy pres IBA, treti subjekt, =dodateCna
smlouva mezi CELL a IBA...

Firmy nezajima nejaka budoucnost, data obecné

Maji néco, nebo mit budou, daji finance, nemaji, konci,
slucCuji se... absolutni ticho

My ale potrebujeme trvalou stabilitu

MensSi centrum 0,5 uvazku, velké, vice projektu, 1,0



Shrnuti

Odmeény nékolika lidem, tahounum projektu, ev za
vyraznou administrativné organizacni Cinnost

DPH

PokraCovani nastartovanych projektu
AML

CS hematologicky sjezd 2021
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AML

Datool

Vystupy v TaH dnes, zahranicni publikace odeslana
Vystupy ze spolecného sekvenacniho grantu
Dobiha DaunoDouble

Projekt s Pethema
Harmony

SpoleCna databaze = analogicka data stran diagnostiky,
hodnoceni |é€ebnych vysledku... rozdily v terapii,
standardizace, protokoly!



AML

19. 11. 2020 AML Zoom schuizka

Vrozené predispozice k myeloidnim malignitam
Algoritmus vySetfovani novych pacientu
Molekularné biologicke a cytogeneicke vysetrovani
MRN — flow

Zakladni leéCebna strategie

Transplantacni rezimy a sledovani MRN po HSCT
Datool



AML

Zapis se nyni ladi
Databaze

Mikro pracovni skupinky pro spolecné problematiky
IT...?

SAL...?
Klinicko - laboratorni projekty, ev AZV 2022
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vyrocni on-line schiize 14.12.2020



Prehled aktivit 2020

* aktualizace lééebnych doporuéeni CHS — Cervena kniha

* projekty HARMONY - sdilena data
» IKZF1 (E. Clappier, Pariz)
 MLL fuze (). Ribera, Barcelona)

» 4 akademické studie (CELL, EWALL)



Blina-CELL

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



screening

Induction |
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DEX/CY/VCR / ﬂ
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Blina-CELL Protocol
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Consolidation | Consolidation Il

Consolidation IlI Consolidation IV

BLINA DEX/VIN/MTX/ MTX/PEG-ASP/ PDN/VIN/ADR/CY/ MTX/PEG-ASP/
DAUNO ETO/ARAC 6-MP £ RIT ARAC/TG £ RIT 6-MP £ RIT ARAC + RIT
T T H WllU W18 and later: H T T U
MRD >10-4
|-|:{> 1-2 cycles BLINA |—» alloSCT -§
no CR/CRi: end of study E
o
2
W38 W43 W49 )
MTX/PEG-ASP/ -MP
-MP/MTX
CY/ARAC £ RIT EMP + RIT

—>

{ bone marrow puncture

T lumbar puncture + i.t. therapy (MTX)

@ bone marrow puncture + central MRD H lumbar puncture + tripple i.t. therapy (MTX/ARAC/DEX)



BI INad -C E LL studie registrovana na portalu www.clinicaltrials.gov

probiha jednani o navyseni rozpoctu

UHKT, IHOK, Hradec Kralové, Ostrava
* Olomouc — schvaleno EK, smlouva v jednani

e pre-screening 20 pacient(, zafazeno 15 pacientu
Brno: 9 UHKT: 3 Ostrava: 2 Hradec Kralové: 1

MRD data: 12 pacientu
kompletni remise po I. indukci: 11/12 (92%)

e ztoho D40: neg. 6/11 (55 %) posNQ 5/11 (45 %)
W11l: neg. 9/11 (82 %) posNQ 2/11 (18 %)
W18: neg.10/11 (91 %) posNQ 1/11 (9 %)

pacienti spliujici vstupni kritéria, vyrazeni po zahajeni lécby: 4
hepatotoxicita: 2 (1x v pribéhu I. indukce, 1x v pribéhu konsolidace po zhodnoceni W18)
refrakterni onemocnéni: 1 (po I. indukci — inotuzumab mimo studii)
non-compliance: 1 (v prdbéhu konsolidace po zhodnoceni W18)


http://www.clinicaltrials.gov/

Blina-CELL: safety

14 evaluable patients

the Cz€ch leukemia
study group for life

CRS
Neurotoxicity

Hepatotoxicity

Neutropenia
Mucositis
SARS-COV-19

grade 1-2 grade 3-4
8 (57%) 1(7%)
3(21%) -

- 3(21%)
not reported 1 (7%)
1(7%) -

1 (7%) -

infusion interruption

1x 4 days

1x 4 days, 1x 7 days
1x permanent discontinuation

4 weeks



Blina-CELL: hepatotoxicita

 Castd preruseni infuze s blinatumomabem z dlivodu elevace JT po zahdjeni indukéni |éCby
— dodatek protokolu &. 1, schvalen SUKLem (5.5.2020) a nasledné MEK (10.6.2020 +
vcetneé prislusnych LEK nasledné)

ucinnost od schvaleni LEK na kazdém konkrétnim centru, tedy od druhé poloviny cervna
2020

* hepatotoxicita posuzovdna dle hodnot bilirubinu a transaminaz; nikoliv GML/ALP

* nizsSi Uvodni davka blinatumomabu u vSech pacientUl, bez zavislosti na poctu blastl pri dg.

o

12| 14] 16 18] 19] 20| 22| 24 26| 28 30[ 32| 34| 36 38| 40] Day

- Blinatumomab 9 pg/day continuous IV infusion  day 12-19
_ Blinatumomab 28 pg/day  continuous IV infusion  day 19-40

l Methotrexate 15 mg IT day 40

0 BM aspiration day 40




EWALL-INO

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



EWALL backbone + 5x INO Prephase

" DEX, 10mgD5toD-1
il I/ | _ Sttt

Induction PART |

DEX, 20 mg D1-2, DB-9, D15-16, D22-23
YCR, 2 mg* flat dose D1/8/15/22

Triple IT D2, leucovorin 15 mg D3

INQ, 0.8 mg/m* D1, 0.5 mg/mz D8 and D15
G-C5F, 15 until recovery [ANC >0.5 G/L)

Induction Z

Induction PART 11

DEX, 20 mg D1 and D&

CY, 300 mg/m? D1-3

Triple IT D2, leucovorin 15 mg D3
INO, 0.5 mg/m’ D1 and D8
G-C5F, 15 until recovery

* reduced to 1 mg flat dose if age=>Toy

Consolidations Maintenance

Cycle landd i o
' | | ? AraC, 1500 mg/m?/12h ** D1 and D2
/| | | 4 DEX, 10 mg/12h D1-2 i T
| . i v
G-C5F, D8-12 e
Cycle 2and 5 5‘ [l-Ll VCR, D1, 1 mg flat dose
T T T TTTTTTI | T | MTX, 1500 mg/m* *** CIV aver 24h D1 I ] [] 6P, daily, 60 ma/mi/d * continuously PO
i I VCR, 2 mg* D1
i 3 .
i T EEBEEE 6-MP, 60 mg/m? PO D1-7 I fi [ n v’ B v mymiimees po
------ ] . Triple IT D2, jeucovorin 15 mg D3
| G-CSF, D8-12
ja] i} 1]} 1]t} oo oo
| S a ] o 0 o ]
| LY, 500 mg/em’ D1-2 "
| VP16, 75 mg/mi D1-2
' e | oi-oeo|  o1-=0s0f p1=pm:0| p1=0%0 p1=090 |
l Triple IT 02, leucovorin 15 mg D3 = s = el -
G-CSF, D3 until recovery R1 R2 R3 R4 R5 R6
*: reduced to 1 mg flat dose i age=Toy *: with dove adaptation sccording to ANC and ALT AST lewels [see Appendix 7)
**: with dose to age and GFR [see 512 and dix &) R= re-induction

***: with dose adaptation according to age and estimated GFR (see 6.1.2 and Appendix 6).



EWALL-INO

e UHKT, IHOK
 zarazeni 4 pacienti

@' 73 let, common-B, hypodiploidni
* MRD1 neg., MRD2 neg.

* relaps 12 mes. od dosazeni remise,
zemrel 14 més. od dg.

@ 61 let, common-B, near-triploidni,
sekundarni po ca plic

* MRD1 posNQ, MRD2 neg.
* nyni udrzovaci terapie, trva 1.mCR

@ 70 let, MPAL B/My, near-triploidni,
komplexni zmeény karyotypu

hranicni performance status pro
zarazeni do studie

* MRD1 1x10*, MRD2 6x10~

* po 2. indukcnim cyklu vyrazena pro
ECOG 4, zemrela v hospicu 4 meés.
od dg.

@ 38 let, common-B, near-triploidni,
komplexni zmény karyotypu

probiha indukce, efekt |éCby zatim
nehodnocen



Pona-CELL

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



Pona-CELL

* 32 pts
* 18-65 yrs.
* BCP ALL Ph+

* Primary endpoint: Proportion of patients who reach complete molecular response after
the remission induction therapy.

e Secondary endpoints:
* CR after the first and second cycles of remission induction treatment
* PFS
« OS
* Rate of ASCT and alloSCT in the first complete remission
* Incidence and severity of ponatinib-related adverse events

* MRD to be evaluated centrally by BCR-ABL transcript and by patient-specific BCR-ABL
genomic fusion —both by dPCR



Pre-phase

Induction |

112(3|4]|5]| Day
Dexamethasone 10 mg/m?* PO
Cyclophosphamide 200 mg/m’ IV (1 hr)
Methotrexate 15 mg IT

¢ BM aspiration

day 1-5
day 3-5

day 1%

day 1

* patients whit initial leukemic infiltration of CNS will be administered triple intrathecal therapy ( metrotexate 15 mg +

cytarabine 40 mg + dexamethasone 4 mg) 2-3 weekly until CNS negativity is reached

67|82 [10]11]12]13]14]15]16]17(18]19] 20

—

e e e e R e

HEEECEEEEEEEN

Day

Ponatinib 30 mg/day

Dexamethasone 10 mg/m’
Vincristine 2 mg/m*
G-CSF 5 pg/kg

BM aspiration

FO

FO

sC

continuously

day 6-7, 13-16

day g, 13, 20

since day 6 until granulocytes > 1000,/ug

day 11




Induction Il

Consolidation |

2829|30(31(32]33|34]35]36 37|38 30

4D|41|42|43|44|45|4E|4T|4E|49 W

JEEEENEEEEEEEEEEEEEEN

Cay

Ponatinib
Cyclophosphamide
Cytarabin
Mercaptopurine
Methotrexate

MTX/ARAC/DEXA

BM aspiration

20 mg/day PO

1000 mg/ m* IV {1 hr)
75mg/ m* IV (1 hr)
80 mg/m’ PO
15mg IT

15mg/40mg/4meg T

continuously

day 29

day 31-34, 38-41

day 29 - 49

day 31, 38

day 45

day 28, week 11

1|2|3|4|5|E|?|E

e e e

*

*

Day

Ponatinib

Dexamethasone

Vindesine

Methotrexate

Cytarabin

G-CSF

MTX/ARAC/DEXA

30 mg/day

10 mg/m*

Spglks”

15 mg /40 mg f4 mg

FO

FO

week 12

continuously
day 1-5
day 1 [max.dose Smg/m2)
day 1

day 4-5

since day & until recovery

approx. day 8+2days**

* 10 ug/ke in case of mobilization for PEPC apheresiz




Consolidation Il (week 18)

ponatinib 15 mg/day continuously

rituximab 375 mg/m? day 1 (if CD20+ at diagnosis)
cyclophosphamide 500 mg/m? day 2,3

VP-16 75 mg/m? day 2,3

methotrexate 15 mg + cytarabine 40 mg + dexamethasone 4 mg at day 1

Consolidation Il + V (week 24 + 36)

ponatinib 15 mg/day continuously

rituximab 375 mg/m? day 1 (if CD20+ at diagnosis)
methotrexate 1.5 g/m? day 2 (1 g/m? if >55 years)
vincristin 1mg day 2

purinethol 60 mg/m? day 2-8

methotrexate 15 mg + cytarabine 40 mg + dexamethasone 4 mg at day 1

Consolidation IV + VI (week 30 + 40)

ponatinib 15 mg/day continuously

rituximab 375 mg/m? day 1 (if CD20+ at diagnosis)
dexamethasone 10 mg/m? day 1-4

cytarabine 1.5 g/m? day 1+3+5 (1 g/m? if >55 years)

methotrexate 15 mg + cytarabine 40 mg + dexamethasone 4 mg at day 1



Pona-CELL: soucasny stav

 studie iniciovana investigatorem, financni podpora: Incyte

 UHKT v roli sponzora

podpis smlouvy Incyte - UHKT schvaleni SUKL schvaleni MEK FN Brno

13.7.2020 22.9.2020 6.10.2020

» UHKT: schvaleno LEK 22.10.2020, podepsana separatni smlouva s lékarnou VFN
* FN Brno: smlouva podepsana, iniciace 17.12.2020

* FN Hradec Kralové: schvaleno LEK, probiha jednani o smlouvé

* FN Ostrava: schvédleno LEK, probihd jednani o smlouvé

* FN Olomouc: schvaleno LEK, probiha jedndni o smlouvé

* FN Plzen: schvaleno LEK, bude zahajeno jednani o smlouvé

* FN Kralovské Vinohrady: schvdleno LEK, bude zahdjeno jednani o smlouvé

studie registrovana na portalu www.clinicaltrials.gov

* planované zahajeni studie/zarazeni prvniho pacienta: 1/2021


http://www.clinicaltrials.gov/

EWALL Ph-03

An open label, 3-arm, Randomised phase Il study to Compare the Safety and
efficacy of Ponatinib in combination with either Chemotherapy or Blinatumomab
with imatinib plus Chemotherapy as front-line therapy for patients aged 55 years

and over with Philadelphia chromosome positive (Ph+ or BCR-ABL+) acute
lymphoblastic leukemia (ALL)



EWALL Ph-03

* 120 pts
e 255 yrs.
* BCP ALL Ph+

* Primary endpoint: Molecular response defined by a BCR-ABL1/ABL1
(B/A) transcript ratio of < 104 after consolidation 2 or within 5
months after start of study treatment, whichever is earlier

e Co-primary: Event-free survival (EFS) at 3 years

* MRD testing centralized at national level



EWALL Ph-03 Protocol

Study Design (year 1)

Induction Cons. | Consll Consdll ConsV ConsV Cons\Vl | Maintenance {continued in year 2}
VCRIDEXA  IDMTX IDMTX IDMTX  HDAC
VCRIDEX VCR/DEX VCRIDEX

YN ENEY

year 2
Ponatinib 30 mg QD

Y Y F F Y F Y
Dx —R — £| i g 1” £ A ; #I 1I e
e Imatinib 800 mg | Imatinib 600 mg QD
+- A A A F 3 ¥ i
Induction® Cons. | Cons.ll Cons. Il Cons.V
: J ". g g cont.
Arm 3 + g -+ -+ year 2

Ponatinib 30 mg GD

% Blina induction to start & A F Y & ' Y
day 8 (£ 1 week)

W1atlowerdose (9pa) ¢ 3 s 7 910 12 14 47 19 2 24 26 28 30 32 34 3B 38 41 43 48 51 52
weeks ~ mo & ~mo 10 ~mot?
W PB: BCR-ABL1/ABL1 (RT-PCR) } TKD mutation testing B Intrathecal MTX

< BM: BCR-ABL1/ABL1 (RT-PCR)and g gene reamangement (PCR)) TBCR-ABL1 positive A Intrathecal triple therapy Version5,25.06.2017



EWALL Ph-03 Protocol

Maintenance Therapy (2" year)

VCR +DEX ]| | |
Arm 1: Ponatinib®
+ chemotherapy | Ponatiniv 30 “;‘Q“ ¥ . ¥ ’
Arm 2: Imatinib$ e AL I E
+ chemotherapy imatinib 600 mg QD #

¥ ¥ z

VCR + DEX
Arm 3:Ponatinib¥

+ Blinatumomab Ponatinib 30 mg QD
, ¥ x ¥ ¥
IFr 1T 11 11T 1rrrruri .l'f I 1T 111 1 1 1 1 1 1 1 1 1 1
weeks 1 3 5 T 10 48 52
~mo 12 13 15 18 21 24

§ Maintenance with the same TKIl as per initial randomisation

# To be continued indefinitively unless criteria for molecular relapse are met
+ PB: BCR-ABL1/ABL1 (RT-PCR) } TKD mutation testing @ Intrathecal MTX
<4 BM: BCR-ABL1/ABL1 (RT-PCR) and Ig gene rearangement (PCR) | TBCR-ABL1 positive A Intrathecal triple therapy

Versions, 25.06.2017



CLL — nekomercni projekty v roce 2020

the Cz€ch (eukemia
study group for life

Michael Doubek a kol.
Schiize CELL a LS CHS
14. 12. 2020
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Projekty v roce 2020 a vyhled na 2021

» Aktualizovana doporuceni diagnostiky a lIécby CLL 2020
- cervena kniha a publikace

» Spoluprace s ERIC — other malignancies, BR,
obinutuzumab+chlorambucil, COVID-19

» Projekt Q-lite

» Analyza lécby inhibitory BCR

» Projekt GO-CLLEAR - publikace
» Projekt CONCLUDE - manuskript
» Projekt IPS Binet A — publikace



Projekty v roce 2020 a vyhled na 2021

» Biosimilarni rituximab v bézné praxi

» Lécba pacienttu s mutovanym IgHV v bézné praxi

» Celogenomové sekvenovani rodin s familidrnim vyskytem CLL
» Monoklondlni 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
- rozSireni o projekt HCL
- rozSireni o databazi VILP venetoklax



Vize spoluprace

Spoluprace na konkrétnich projektech

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

Zakladni platforma - registr
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H2020 - MyPal

» Podpora ¢asné paliativni péce u déti a dospélych prostiednictvim pacientem
hlasenych vysledkau. , Digital health” projekt.

» MyPal ADULT - CLL a MDS
» MyPal CHILD — détské tumory

» Projekt zaméreny na vyvoj digitalni technologie, ktera ma zlepsit
paliativni péci.
Pacient muze nahravat, sledovat a hlasit zmény priznakl a zdravotniho
stavu.

» Elektronicky systém ePRO (Patient Reported Outcome)



H2020 - MyPal

» Mezindrodni studie - 16
partnert (5 klinik — CZ, IT,
SWE, 2x GR), celkem 300

= Karglinska
:' % © Institutet

CLL/MDS pacientd LRResiy &2
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H2020 - MyPal

» ePRO pro déti a dospélé



H2020 - MyPal

» ePRO pro déti a dospélé




H2020 - MyPal

- B (] = @D # 15:09 e B (X = @06 #

Dotaznik o symptomech ¢  Dotaznik o kratkodobé bolesti

Nemate zadné aktivni dotazniky k

vyplnéni! 6/10 2/17
iberk A — Na obrazku vyberte mista, kde
yberie prosim cCisio, Kiere nejiepe y aay » . >
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nejvic.

Dostupné funkce aplikace ) Nejhorsi mozna
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H2020 - MyPal

Spontanni hlaseni symptoma Data z chytreho naramku Fitbit ~ Upominky na léky

B Kroky
Pfiznak Bolest —_
Popis Unava
Nevolnost
b vitamin2 (@ Pripominky
Deprese 81006
Vyberte Uzkost o > @ pominky
10, jak t ] soo0
zadne, 1 :
Chut k jidlu R
ZaZivati
(nepfick Celkova pohoda
2,000
Dusnost
Cas obji ¥
text) Jiny ,
/ 0510 06-10 0710 08-10 09-10 1010 11-10

Prejit na obrazky = Odeslat @ 0 tyden vzad @ o tyden vpred



H2020 - MyPal

Upozornéni na nova data

Ma upozornéni
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H2020 - HARMONY 4 H ARMONYI

» CLL — prognostické faktory
> Jésus Hernandez, Paolo Ghia, Francesc Bosh, Sarka Pospisilova

MYD88- CLL patient (n=4,647):

EGR21 Wildtype for all genes analyzed: n=2,964 (64%)

BIRC31 Mutated in 1 gene: n=1,273 (27%)

FOTE Mutated in 2 genes: n=363 (8%) B v

XPO11 , Unknown
NEXBIE: Mutated in 3 genes: n=49 (1%) Wikdivoe
SF3B11

TP531
NOTCH1

8 g 5 g g g g g g |
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HARMONY

SF3B1>TP53>EGR2>BRIC3>XPO1>NOTCH1>NFKBIE>POT1>MYD8&8

— wt, n=2613
~--- MYDB88 mut, n=72
—=— NFKBIE mut, n=88
-- NOTCH1 mut, n=270
POT1 mut, n=79
: --= EGR2 mut, n=83
i — BIRC3 mut, n=111
\ L. — XPO1 mut, n=109
e s = TP53 abn, n=313
—— SF3B1 mut, n=414
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IR I H2020 - HARMONY

eiropean research inftiative an CLL H A R M O N Y

» CLL — other malignancies
» Michael Doubek, Francesc Bosh, Paolo Ghia, Kostas Stamatopoulos
Jana Kotaskova, Sarka Pospisilova, Lydia Scarfo
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CIRIEC 5020 - HARMONY

eiropean research inftfative on C1L : HARMONY

CRIC
E N D P 0 I N TS european research initiative on CLL

PRIMARY ENDPOINTS

Descriptive statistics of other malignancies in CLL patients

Univariate and multivariate analysis of clinical, biological, demographic factors for other malignancies
occurrence

SECONDARY ENDPOINTS

Patient characteristics (gender, age, CLL prognostic factors)
CLL therapy duration and sequence of therapies in CLL patients with other malignancies

Overall survival of CLL with other malignancies

49 General A bers — ELN 2020




CIRIEC 5020 - HARMONY

european research inftfative on CLL H A R M O N Y

TIMELINE OF THE PROJECT CISIC

european research initiative on CLL

Q1/2020 - ERIC: Proposal writing, ERIC board approval and recruitment survey
Q1/2020 - Survey sent to ERIC members

Q2/2020 - 84 sites interested in participating (more than 15,000 patients), table for data
collection sent out

Q3/2020 - Collection of data (deadline August 31, 2020)
Q4/2020 - Curation of data

Q1/2021 - Data analysis

Q1/2021 - Submission of congress abstracts (EHA 2021)

Q2/2021 - Final manuscript

49t General Assembly of ERIC Members — EHA 2020



IR I H2020 - HARMONY

eiropean research inftfative on C1L " HARMONY

» CLL — other malignancies - CONCLUDE
» Michael Doubek, Tadeusz Robak, Zoltan Matrai

Table 4. Risk factors to develop any secondary malignancy development, Cox model of selected
variables in all countries.

HU cz PL
Covariates HR p-value HR p-value HR p-value
Age: 18—49 0.93 0.378 2.14 < 0.001 1.31 < 0.001
50-55 1.00 - 1.00 - 1.00 -
b0—65 1.04 0.429 0.96 0.66 1.0% 0.275
T0+ 1.0% 0.353 0.83 0.08 1.06 0.175
Gender: Male 1.00 - 1.00 - 1.00 -
Female 0.83 < 0.001 0.98 0.76 0.94 0.031
Mo previous malignant neoplasm 1.00 - 1.00 -
Previous malignant neoplasm 1.38 < 0.001 3.28 < 0.001
Mot treated for CLL 1.00 - 1.00 - 1.00 -
Therapy, no FCR 1.76 < 0.001 2.13 < 0.001 1.22 < 0.001
FCR therapy 1.46 < 0.001 1.57 < 0.001 1.59 < 0.001




CIRIEC 5020 - HARMONY

eiropean research inftfative om C11 HARMONY

» CLL — other malignancies - CONCLUDE
» Michael Doubek, Tadeusz Robak, Zoltan Matrai
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» CLL — BCRi vs. V vs. chemoimunoterapie; sekvence terapie

Figure 4. OS and PFS: CLLEAR vs Ibrutinib
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Projekt CLLEAR

http://cllear.registry.cz/

ClLLear | Chronic Lymphocytic Leukemia Reagistry
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CLLEAR

CHRONIC LYMPHOCYTIC
LEUKEMIA REGISTRY
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http://cllear.registry.cz/

Projekt CLLEAR

- preveden do CLADE-IS
- reportér

-3650 pacientli od roku 2011



Projekt CLLEAR

- Analyzy preziti

- Epidemiologie CLL

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

- HCL registr



Projekt CLLEAR

- Poster na ASH 2018

- Publikace PHEDRA, GO-CLLEAR, IPS Binet A,
imunoglobulinové geny

- Kompletni analyza dat z registru CHS 2018

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



Technické otazky 2020

- aktualizace smluv s centry

- smlouva s CSCLL
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Problematika CML
klinicka cast

Daniela Za¢kova a spolupracovnici

Jedndani Leukemické sekce CHS CLS JEP a CELL, virtualni mitink (ZOOM), 14. 12. 2020



CELL - CML

Databaze

INFINITY

Mezinarodni projekty

NEMECKE: CMLV (TIGER), PONDEROSA, BLAST CRISIS Registry

AFTER-SKI

Studie CABL001A2002

Spolecné vyzkumneé projekty

HALF

ANTI-HALF



CELL - CML

INFINITY



CELL - CML

INFINITY - tyrosine kinase Inhibitors iN the First aNd followlng CML Treatment

Detailni databaze vsech nemocnych s CML dg. a lécenych ve spolupracujicich centrech

Soucast The European CML Registry — podprojekt EUTOS for CML (The European Treatment and
Outcome Study)



CELL - CML

Prezentace analyzy z databaze INFINITY na BHD on-line 4. 11. 2020

Population distribution of CML patients

1. FN Brno MN=512

(participation since 19g91/1)

Patients fnllnwe.d in the INFINITY 2. UHKT Praha N=s512
registry {participation since 1995/6)

N =1974

3. FN Olomouc N =288
(migrated from CAMELIA, data since 2005/10)

4. FN Plzen N =283
(migrated from CAMELIA, data since 2005/13)

5. FN Hradec Kralové N=235
(participation since 2005/8,
partly migrated fram CAMELIA)

6. FN Ostrava N=285

{participation since 2015/g)

7.VFN Praha N=59

{migrated from CAMELIA, data since 2007/6)

In the following slides, offy 1452 patients dugnosed after 1.1.2005 are summarized

o —

& CML v redlném Zzivoté v CR... jak si stojime ve srovnani s daty z klinickych studii?
od Petra Bélohlavkova ti - Hematologie

Spoluautofi: D. Zatkova, H. Klamova, E. Faber, M. Karas, L. Stejskal, E. Cmunt, 0. Cemnd, Z. Kfistkova, T.
Necasova, J. Prochazkova, P. Zdk, P. Cetkovsky, T. Papajik, P. Jindra, R. Hajek, M. Trnény, T. Kozak, J.
WEVES




CELL - CML

A 4.

Analyza dlouhodobeé ucinnosti a snasenlivosti lecby dasatinibem ve 2. linii

LEUKEMIA & LYMPHOMA @ Tlaj,.flm & F_re_mcls
hitsps://doi.org/10.1080/1 0428 194.2020.1827242 yfor & Francas Geoup

ORIGIMAL ARTICLE W) Check tor updates

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

Daniela Zackova®, Hana Klamova®, Petra Belohlavkova®, Lukas 5tE_§5|EI|d, Tereza Necasova®,
Lukas Semerad®, Barbora Weinbergerova®, Dana Srbova®, Jaroslava Voglova®, Petra Cicatkova®,
Zuzana Sustkova®, Tomas Hornak?®, Jana Baranova®, Jirina Prochazkova® and Jiri Mayer®'



https://www.google.cz/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=2ahUKEwj8mJW11LjmAhW0BGMBHW2JB84QjRx6BAgBEAQ&url=https://www.shutterstock.com/es/search/rubber%20stationery?image_type%3Dillustration&psig=AOvVaw2LlCB5aE6ZguPeBlaO_zgt&ust=1576533840671530

CELL - CML

Projekty v pripravé

Ci¢atkova P., Zackova D., Pavlik T. & spol: Impact of additional cytogenetic abnormalities
detected at diagnosis on chronic myeloid leukemia patients outcome — analysis of
comprehensive Czech database INFINITY

/5

Vrablova L., Faber E., FurstT. & spol: Progndza nemocnych, u nichz selhala lécba inhibitorem
tyrosinove kinazy (TKI) nebo pri lécbe TKI nedosahli optimalni odpovédi podle kritérii European
Leukemia Net (ELN)




CELL - CML

Databaze

INFINITY

Mezinarodni projekty

NEMECKE: CMLV (TIGER), PONDEROSA, BLAST CRISIS Registry

AFTER-SKI

Studie CABL001A2002

Spolecné vyzkumneé projekty

HALF

ANTI-HALF



CELL - CML

Mezinarodni projekty

NEMECKE: CMLV (TIGER), PONDEROSA, BLAST CRISIS Registry

AFTER-SKI

Studie CABL001A2002
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CELL — CML W

CMLV =TIGER

TIGER -Tasigna and Interferon-a evaluation by the GERman CML Study Group

I DEUTSCHE TIGER@STUDIE

CML.STUDIENGRUPPE

the CzEch eukemia
study group for |ife
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CMLV =TIGER

Design studie

TFR

>36 mo. therapy
>24 mo, assessment 3_*:'2 mo.
confirmed MMR M

&

Nilotinib 2x300 mg cont. Nilotinib

Nilotinib 2x300 mg +

IIIIIIIIIIIIIIIIIIIIlllllll.ml

PEG-IFN
PEG-IFN
Mile intolerance -= Imatinib
Nilo resistance -= Transplantatien/Dasatinib
Suboptimal response: -= Nilotinib 400 mg BID
Induction therapy Maintenance therapy E Cure?



CELL - CML
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CMLV =TIGER

Zucastnéna centra a pocet zarazenych pacients
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Pocet zarazenych
pacientu:
N =717

Pocet center: 125
e GER: 114

e CH: 10

e CZ: 1 (IHOK)

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.)



CELL - CML
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CMLV

=TIGER

ASH 2019, Orlando

N=717 {(Median follow up 41 mo)

TIGER @) STUDY

236 mo therapy Discontinuation

Nilotinib 2*300 mgid ——  Nilotinib continued ——

Rando-
mization

M

N

Confirmed MMR

after > 24 mo > 12 mo. MR*

Nilotinib 2*300 mg/d PEG-IFN50 ngw ——— =0
PEG-IFN 30-50 ngfw
Tolal patients currently in the study phases:

Induction
N=240

Treatment Free Remission
N=199 (63 mol. relapse)

Maintenance
N=278

Figure: Study design

Hochhaus A. et al., Blood 2019; Abs.495

Table: Molecular response

(Intention-to-treat analysis, censored at stem cell transplantation)

Nilotinib Nilotinib + PegIFN | p

! Response at 12 mo ‘ h ‘

% (95% CI)
| MMR | 77.0(72.0-81.5) | 82.6 (77.8 - 86.7) 0.085
| MR* 32,6 (27.5-38.0) | 48.4 (42.6 - 54.1) <0.001
| MRS 186 (14.5-23.3) 3222 (27.0-378) |- <0.001

Response at 18 mo
| % (95% CI)
| MMR 81.9 (77.0-86.0) 86.5(82.0 - 90.2) 0.13
| MR | 39.6 (34.1 - 45.4) | 49.0 (43.1-54.9) | 0.022
iMR"" j23.1{185—28 3) jsz.s (27.3-384) jo_uog?

Ll B e




CELL - CML

CMLYV =TIGER

Dispozice pacientd v CR k 14/9/2020 N =18

Podil pacientd randomizovanych Pocet pacientl zUstdvajicich ve studii Podil pacientl v jednotlivych fazich
do jednotlivych ramen + dGvody ukonéeni studie

DASA—> PV —
PONA (MR4.5)

® Maintenance
®TFR
DASA . Re-treatment

m NILO + INF NILO — absence
m NILO DMR + intoler. >



CELL - CML

PONDEROSA

Observacni studie zamérena na lécbu pacientd vsech fazi CML PONATINIBEM

I ’UnIVERSITA'TS
DEUTSCHE KLINIKUM
CML.STUDIENGRUPPE Jena

the CzEch eukemia
study group for |ife



CELL - CML

PONDEROSA

Observacni studie zamérena na lécbu pacientd vsech fazi CML PONATINIBEM
Vstupni kritéria Vylucovaci kritéria

Predchozi Ié¢ba PONA v klinické studii

Jind studiova lécba

1. Vék > 18 let, CML v jakékoliv fazi, monoterapie
ponatinibem (start |écCby po 2. 2. 2015)

2. Pisemny ICF Gravidita/ kojeni

o w N e

3. Minimalni oCekavana doba preziti 3 mésice Pacient neni schopny podepsat ICF

Predpokladany pocet zarazenych pacientl v Evropé =100

Pfedpokladany pocet zafazenych pacient(i v CR = 20



CELL - CML

PONDEROSA - zapojena centra (29 némeckych & 4 Ceska)
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Liechtenstein Graz

Universitatsklinikum Jena
Gemeinschaftspraxis f. Hima. u. Onko. KéIn
Klinikum Augsburg

Universitatsklinik Greifswald
Universitatsklinikum Ulm
Gemeinschaftspraxis Dr. Reichert Westerstede
Rotkreuzklinikum Miinchen, Prof Hentrich
Gemeinschaftspraxis Onkologie Magdeburg
Internistische FA-Praxis Prof. Josting
Gemeinschaftspraxis Dres. Bock
Universitatsklinikum Halle
Universitatsklinikum Essen

Klinikum Traunstein

Universitatsklinikum Mannheim

Onkologische Schwerpunktpraxis Esslingen
Onkologische Schwerpunktpraxis Porta Westfalica
Onkologische Praxis und Tagesklinik Stuttgart
MVZ des Marien-Hospital Witten
Universitatsklinik Leipzig

Praxisgemeinschaft Miinchen, Dr. Burkhard Schmidt
OncoResearch Hamburg, Dr. Thomas Wolff

Onkologiezentrum Soest

Klinikum Passau

Praxis Frankfurt, Tesch

University Hospital Hradec Kralové

Masaryk University Brno

Institute of Hematology and Blood Transfusion Praha
University Hospital Olomouc

Schwerpunktpraxis Wirzburg

Courtesy of Christiane Clauss
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PONDEROSA

ANO
ANO
ANO
ANO
ANO
ANO

09.01.2019
07.02.2019
06.02.2019
28.02.2019
11.02.2019
07.02.2019

Stav v CR k 13/12/2020
ANO 21.06.2019
ANO 11.06.2020
ANO 04.12.2019
ANO 08.07.2019
ANO 15.11.2019
ANO 25.07.2019

09.07.2019
31.07.2020

30.07.2019
31.01.2020

15

N N O NN B

15

O N W O =
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PONDEROSA

ANO
FN KV ANO
UHKT ANO
ANO

ANO

09.01.2019
07.02.2019
06.02.2019
28.02.2019
11.02.2019
07.02.2019

Stav v CR k 13/12/2020

ANO
ANO
ANO
ANO
ANO
ANO

Datum

iniciace

21.06.2019
11.06.2020
04.12.2019
08.07.2019
15.11.2019
25.07.2019

Datum
zarazeni
prvniho
pacienta

09.07.2019
31.07.2020

30.07.2019
31.01.2020

Pocet
kandidatt
dle
INFINITY

15

N N O NN B

28

Pocet jiz
zarazenych
pacientu

15

O N W O =



CELL - CML

PONDEROSA - aktualni pocet zarazenych pacientU k 14/9/2020

Universitatsklinikum Jena Onkologiezentrum Soest 1
Gemeinschaftspraxis f. Hdima. u. Onko. KéIn Klinikum Passau 2
Klinikum Augsburg Praxis Frankfurt, Tesch 2
Universitatsklinik Greifswald University Hospital Hradec Kralové 1
Universitatsklinikum Ulm Masaryk University Brno 13
Gemeinschaftspraxis Dr. Reichert Westerstede Institute of Hematology and Blood Transfusion Praha 3
Rotkreuzklinikum Miinchen, Prof Hentrich University Hospital Olomouc

Gemeinschaftspraxis Onkologie Magdeburg Schwerpunktpraxis Wirzburg

Internistische FA-Praxis Prof. Josting

Gemeinschaftspraxis Dres. Bock Celkem k 14/9/2020 zarazeno 80

Universitatsklinikum Halle

Universitatsklinikum Essen

Klinikum Traunstein

Universitatsklinikum Mannheim

Onkologische Schwerpunktpraxis Esslingen
Onkologische Schwerpunktpraxis Porta Westfalica

80 pacientu
celkem

Onkologische Praxis und Tagesklinik Stuttgart
MVZ des Marien-Hospital Witten
Universitatsklinik Leipzig

Praxisgemeinschaft Miinchen, Dr. Burkhard Schmidt

N R W INNRRORROURRRRRLROODRLR O RN

OncoResearch Hamburg, Dr. Thomas Wolff L.
Courtesy of Christiane Clauss
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BLAST CRISIS Registry

Multicentricky registr dat pacient’ s CML v blastickeé krizi (de novo ¢i progredujici z CP)

I ’UnIVERSITA'TS
DEUTSCHE KLINIKUM
CML.STUDIENGRUPPE Jena

the CzEch eukemia
study group for |ife



CELL - CML

BLAST CRISIS Registry

Multicentricky registr dat pacient’ s CML v blastickeé krizi (de novo ¢i progredujici z CP)

Vstupni kritéria Vylucovaci kritéria
1. Vék=>18let 1. Pacient neni schopny podepsat ICF (plati
2. Blasticka faze CML dg. po 1. 1. 2015 dle WHO pouze pro prospektivni cast)
kritérii:

e blasty 220 % v PK nebo KD
» extramedularni blasticka proliferace
» velka lozZiska nebo shluky blastu v kostni

dreni

Predpokladany pocet zarazenych pacientl v Evropé : 250

Pfedpokladany pocet zafazenych pacient(i v CR = 20



CELL - CML

BLAST CRISIS Registry

Stav v CR k 14/9/2020

12.06.2019 12.06.2019 7 7

10.10.2019 10.10.2019 2

2.10.2019 2.10.2019 2 0

10.10.2019 10.10.2019 15 15

9.12.2019 9.12.2019 2 2

03.10.2019 03.10.2019 1 0

31.10.2019 4 0
U&ast nabidnuta - 0 0
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BLAST CRISIS Registry

Stav v CR k 14/9/2020

12.06.2019 12.06.2019 7 7

10.10.2019 10.10.2019 2

2.10.2019 2.10.2019 2 0

10.10.2019 10.10.2019 15 15

9.12.2019 9.12.2019 2 2

03.10.2019 03.10.2019 1 0

31.10.2019 4 0
U&ast nabidnuta - 0 0

s I Y



CELL - CML

BLAST CRISIS Registry

Stav v CR k 14/9/2020

Datum Pocet kandidatt Pocet jiz zarazenych
projednani EK dle INFINITY pacientt

12.06.2019 12.06.2019 7

m 10.10.2019 10.10.2019 2 0

FN KV 2.10.2019 2.10.2019

[T T R T T §
m 9.12.2019 9.12.2019

TTES 03102019 03.10.2019
St 31102019
_ Uéast nabidnuta

s v

o & N
o O O N
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Update on the Blast crisis Registry — ELN WP4 CML Virtual Meeting - 1. 9. 2020

Update On The Blast Crisis Registry

Michael Lauseker
Ludwig-Maximilians-Universitat Minchen

auseker@ibe.med.uni-muenchen.de

Annamaria Brioli

Universitatsklinikum Jena

annamaria.bricli@med.uni-jena.de
=¥ Foundation
ELM WP 4 —CML virtual meeting- September 1st 2020 European m LeukemialNot

Courtesy of Michael Lauseker



Current Status - Europe

Czech Republic, France,
Germany, Poland and
Russia included patients

Armenia, Italy and Sweden
have joined

Serbia and Ukraine are
interested

Courtesy of Michael Lauseker



Overview: First 91 patients

.
1B

16

Atiite

Median: 48, Range: 18-85

September 1st 2020

Phase at diagnosis
o ®0 g0 e We ¢
o { @ P (@ il

CP:56 AP:12 BK:22

ELN WP 4 - CML

\ﬁﬁ.;.:&*’Thera py before BC:
63/68 available

Courtesy of Michael Lauseker
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AFTER-SKI - follow-up pacientu ze studie EURO-SKI (N = 111)

ESH @
& ICMLF i S,
HAEMATOLOGY

22" Annual John Goldman E-Conference on
Chronic Myeloid Leukemia: Biology and Therapy
October 1-4, 2020

SCIENTIFIC SESSION 1: TOP SCORING ABSTRACTS 2020

Molecular Status 36 Months after TKI-Discontinuation in CML
Is Highly Predictive for Later Loss of MMR - a Report from

after-SKI. Johan Richter (Lund) PaCientl VvV TFR Nna
100 ey MRe FS konci studie
\ MReTFS ERO-SKI (M 36)
80 \ M 72
i b §
# Yo,
ey o
E : oy -.:-. ...I_;.&«_!_F,.h Emny 2o
‘é ) !htlm‘ﬂiigfﬁmihrlﬁw!.“ﬂ".llIlllllllllll.llllllilllll
< 40 :
=
&
20 =
0 T T T T 1 1
L] G 12 18 24 10 36

Time since discontinuation of TKI (months)
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AFTER-SKI

Stav v CR k 30/11/2020

ANO 18.09.2019 ANO
ANO 07.11.2019 ANO
ANO 04.12.2019 ANO
ANO 05.03.2020 ANO
ANO 13.01.2020 ANO

O U1 N W ©o
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AFTER-SKI

Stav v CR k 30/11/2020

ANO 18.09.2019 ANO
ANO 07.11.2019 ANO
ANO 04.12.2019 ANO
ANO 05.03.2020 ANO
ANO 13.01.2020 ANO

O U1 N W ©o
O U1 N W ©o
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AFTER-SKI

Stav v CR k 30/11/2020

ANO 18.09.2019 ANO
ANO 07.11.2019 ANO
ANO 04.12.2019 ANO
ANO 05.03.2020 ANO

ANO 13.01.2020 ANO
2

O U1 N W ©o
O U1 N W ©o
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AFTER-SKI

ESH @
ﬂ{ ICMLF oo EUROPEAN

SCHOOLcr

HAEMATOLOGY
22" Annual John Goldman E-Conference on
Chronic Myeloid Leukemia: Biology and Therapy
October 1-4, 2020

SCIENTIFIC SESSION 1: TOP SCORING ABSTRACTS 2020

Molecular Status 36 Months after TKI-Discontinuation in CML
Is Highly Predictive for Later Loss of MMR - a Report from

after-SKI. Johan Richter (Lund)
100 =1 MRe FS
\ MRe TFS
\ 36 M
80+ gli 72 M
= T
fg--ﬂ“aln---lun...’.‘._.'
e l..":'z'i’"!-l_g.;-_l .
2 ' ﬂﬁ-‘kﬂ“{“#,_mw”!ml_wn“ sang
..............
g A0
&
(¥4
204
0~ T T " T T 1
0 6 12 18 24 30 36

Time since discontinuation of TKI (months)

Courtesy of Johan Richter

Molekularni rekurence mezi 36. a 72. mésicem

od vysazeni: 12/111 (11 %), tj. 5 % ze vSech na
startu

Kinetika relapsu pozvolna
Hladina BCR-ABL1 pri rekurenci: 0,1-0,2 %
11/12 pacientU s rekurenci obnovilo terapii
1/11 fluktuuje mezi MMR a MR4.0 bez terapie

10/11 obnovilo MR4.0 po nasazeni TKI

Pacienti v MR4.0 ve 36. mésici — 99 %
pravdepodobnost setrvani v MMR do 72. mésice



Courtesy of Johan Richter

Event-free survival (%)
-

CELL - CML

ESH @
M{ |(M I.f ke EUROPEAN

SCHOOLer

HAEMATOLOGY
22" Annual John Goldman E-Conference on
Chronic Myeloid Leukemia: Biology and Therapy
October 1-4, 2020

SCIENTIFIC SESSION 1: TOP SCORING ABSTRACTS 2020

Molecular Status 36 Months after TKI-Discontinuation in CML
Is Highly Predictive for Later Loss of MMR - a Report from

after-SKI. Johan Richter (Lund)
100 = MRe FS
‘\\ MRe TFS
\ 36 M
80+ \

N
'ﬂ“al.-n-l.-...’.‘ .
.-.'l..'l. TP 0
4 !-*!‘.FMﬂ-i.’e“:!“‘!f:muhq.‘ml"-‘ l 5 /0 l

.................
40+

20

0-

L

T T T
0 6 12 18 24 30 36

Time since discontinuation of TKI (months)

Molekularni rekurence mezi 36. a 72. mésicem

od vysazeni: 12/111 (11 %), tj. 5 % ze vSech na
startu

Kinetika relapsu pozvolna
Hladina BCR-ABL1 pri rekurenci: 0,1-0,2 %
11/12 pacientU s rekurenci obnovilo terapii
1/11 fluktuuje mezi MMR a MR4.0 bez terapie

10/11 obnovilo MR4.0 po nasazeni TKI

Pacienti v MR4.0 ve 36. mésici - 99 %
pravdepodobnost setrvani v MMR do 72. mesice



Event-free survival (%)

CELL - CML

AFTER-SKI versus A-STIM

REGULAR ARTICLE ¢ b]OOd advances

ESH®
& iCMLF == T

HAEMATOLOGY
22" Annual John Goldman E-Conference on
Chronic Myeloid Leukemia: Biology and Therapy
October 1-4, 2020
SCIENTIFIC SESSION 1: TOP SCORING ABSTRACTS 2020
Molecular Status 36 Months after TKI-Discontinuation in CML
Is Highly Predictive for Later Loss of MMR - a Report from
after-SKI. Johan Richter (Lund)
100 —=— MRe FS
\ MRe TFS
36 M
s+ | 72 M
\,
-W"'"""":i-i'ii-.‘ . o
g2 LERTFEN -
* w'”uiﬂ*ﬂ“ﬂvu-.u- ___"E.A
‘10 N EEENsaw
20 -
0

Time since disconting

b ¢ 5 i po vysazeni TKI

Late molecular recurrences in patients with chronic myeloid leukemia
experiencing treatment-free remission

Philippe Rousselot,'? Clémence Loiseau,'? Marc Delord,® Jean Michel Cayuela,* and Marc Spentchian®

! Department of Hematology and Oncology, Centre Hospitalier de Versailles, Le Chesnay, France; “Unité Mixte de Recharche (UMR) 1184, Institut de Biologie Frangois Jacob,
Commissariat 4 [Energie Atamique (GEA), University of Versailles-Saint-Cluentin-en-Yvelines and Paris-Saclay, France; “Clinical Research Center, Centre Hospitalier de
Versailles, Le Chesnay, France; "Department of Molecular Biology and EA3518, University Hospital Saint-Louis Assistance Publigue-Hbpitaux de Paris (AP-HP), University of
Paris, Paris, France; and *Department of Malecular Biclogy, Centre Hospitalier da Versailles, Le Chesnay, France

100 -
75 4%

50 -

Percent in TFR1

25 -

Dliraz na peclivé monitorovani pacientti s CML i radu let —
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CELL - CML

AFTER-SKI

Letter zaslan do casopisu Leukemia

i\-Ioleculm' status 36 months after TKI discontinuation in CML is
highly predictive for subsequent loss of MMR - final report from
AFTER-SKI.

Johan Richter!, Anna Liibking!, Stina Séderlund?, Kourosh Lotfi®, Berit Markevarn®,
Anders Sjdlander, Leif StenkeS, Stefan Deneberg’. Erik Ahlstrand®, Kristina Myhr-
Eriksson® Panayiotis Panayiotidis!?, Tobias Gedde-Dahl!!, Daniela Zatkoval2, Jifi
Mayer!2 Ulla Olsson-Strémberg?, Francois-Xavier Mahon!3, Susanne Sausselel4,
Henrik-Hjorth Hansen!3, Perttu Koskenvesal6

Minor

revisions
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Studie CABL001A2002

Observacni studie zamerena na efektivitu TKI v kazdodenni klinickeé praxi

!, NOVARTIS & (@@infinity
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CELL - CML

Studie CABL001A2002

Observacni studie zamerena na efektivitu TKI v kazdodenni klinickeé praxi

Cil > schvaleni asciminibu pro klinicke vziti

Studijni populace — pacienti zarazeni do :
e Danskeého registru PHAROS
e Svédského CML registru
e Ceského registru INFINITY

Skupina A (podskupina skupiny B) Skupina B
Pacienti s CP-CML léceni = 2 TKI Pacienti s CP-CML léceni = 1 TKI

Obdobi zajmu ve studii > 1. 1. 2008



CELL - CML

Studie CABL001A2002

L -

CONTRACT

N =563

) NOVARTIS

Global Drug Development

ABLOO1

Protocol No. CABLOO1A2002

Real world effectiveness and treatment patterns of tyrosine
kinase inhibitors in patients with Chronic Myeloid
Leukemia in chronic phase
(Real world TKI effectiveness in CML-CP)

Document type Protocol Signature Page

Referring to Protocol released on 15-0cl-2020


https://www.123rf.com/clipart-vector/legal_contract.html
https://www.vectorstock.com/royalty-free-vector/business-woman-working-on-laptop-vector-6895375

CELL - CML

Databaze

INFINITY

Mezinarodni projekty

NEMECKE: CMLV (TIGER), PONDEROSA, BLAST CRISIS Registry

AFTER-SKI

Studie CABL001A2002

Spolecné vyzkumneé projekty

HALF

ANTI-HALF



CELL - CML

Spolecné vyzkumneé projekty

HALF

ANTI-HALF



CELL - CML

HALF

HALF = prospektivni klinicka akademicka studie faze Il

HALF = unikatni celonarodni projekt hodnotici ucinnost a bezpecnost vysazeni
TKI po predchozi dvoustupnove redukci davky u pacientu v chronicke fazi CML v
hluboke molekularni remisi

LF



CELL — CML A

HALF: Design studie & vstupni kritéria

Nejméné MR4.0 > 2 roky Nejmené MMR (Q-BCR-ABL1 < 0,1 %)
........................................................ y T T Ty RSN AR RN RRRNRMENRRIY, X
Vstup do studie STOP TKI
b .,
TKI ve standardni ¢i ULdeye :
. 4 standardni S TFR »
redukované davce . v & K
davky denne* /A »
> >
> 4 roky
Vstupni kritéria: \ \ J
e VEk > 18 let | |
e Phia/nebo BCR-ABL1-pozitivni CML v Q-BCR-ABL1 & 2 mésice Q-BCR-ABL1:
1. CP e 1.6 mésich: a1 mésic
e TKIl v 1. linii ¢i dalsich liniich pouze e 2. 6mésicU: a 1,5 mesice

*IMATINIB = 200 mg 1 x denné
*DASATINIB=> 40 mg 1 x denné
*NILOTINIB = 200 mg 2 x denné
**NILOTINIB = 400 mg1xd. obden

pro intoleranci predchoziho TKI
e Predchozilécba INF-a moznais
efektem selhani
e > MR4.0 > 2 roky

e Od 2. roku vysazeni: a 3 mésice



CELL - CML

MUNI
MED

WCZECRIN

CIECH CLNICAL RESEARCH INFRASTRUCTURE NETWORK . w

HALF: zUcastnéna centra

UHKT Praha

FN Plzen

FNKV Praha

VFN Praha

Bratislava

FN Brno

FN Olomouc

FN Hradec Kralove

FN Ostrava



http://www.google.cz/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwj2i6qlg5_fAhUOYVAKHX5VAqUQjRx6BAgBEAU&url=http://www.akutne.cz/index.php?pg=podekovani-partnerum-x-konference-akutne-cz&psig=AOvVaw1oIKJHOBKFjUQ_PXLi5DE8&ust=1544866747820513

CELL — CML Ll

HALF: spusténi studie vCR

N . » o N . % ; i~
Spustenistudie HALFv CR MH LE ‘ Spustenistudie HALFv CR MH LF

. Pocet
Pocet -
Smlouva s LF[Smlouva s LFf Datum pacientu v

. . . . screenovanych o
odeslana | podepsana iniciace o, 1. fazi
pacientu
deeskalace

| FNBmo ANO  11.06.2020 52

ﬁ Centrum



CELL — CML Ll

HALF: Stav na IHOK FN Brno ke 14/9/2020 (N = 39)

Median veku pri vstupu do studie: 70 let; median od stanoveni dg. do vstupu: 8 let (rozmezi, 5-21)

Vék piVéktoiulidgiséadie

ID-39 400499 50605%9 6066969 70-7D9-79 80+ 80+
FAKULTNI

: BRNO

m Muzi 18

w Zeny

NEMOCNICE

Interni hematologicka
@ a onkologicka klinika
FN Brno a LF MU




CELL — CML Ll

HALF: Stav na IHOK FN Brno ke 14/9/2020 (N = 39)

Podavany TKi Davka TKI pfi vstupu do studie Linie 1é¢by pfi vstupu do studie

®m Imatinib b
® Nilotinib m Standardni

m Dasatinib

Interni hematologicka FAKULTNI
a onkologicka klinika : BHEEOCN'CE

FN Brno a LF MU

m 1. linie

M 2. linie
m Redukovana m 3. linie




CELL — CML e

HALF: Stav na IHOK FN Brno ke 14/9/2020 (N = 39)

Dosazeni EMR
(BCR-ABL1 <10 % ve 3 M)

ELTS skore pri dg.

m Vysoké ANo
m Stredni m Ne

m Nizke ®m Neznamo

Interni hematologicka FAKULTNI
@ a onkologicka klinika NEMOCNICE
FN Brno a LF MU BR"O




CELL — CML .

HALF: Informovanost nejen odborneé verejnosti

f—
/) L F the CzEch leukemia
| F L study g fms lifa = 1

Lékafsks fakulta
W V Univerzity Falackého
v Olomouci

NEWSLETTER 08/2020

MU, Daniela 7

diagnoza
leukemie

Rozhovor s MUDr. Danlelou Za&kevou, Ph.D., hlai A 1]
akademické klinické multicentricks studie HALF] . 0

Ve FN Brno probihd ndbor pacienti do studie HALF, screeni
pacientd, z toho je [IZ 21 v prvni fazl deeskalace, 7 pacientd
projektu ANTFHALF.

WV Olameuei 14, dnora 3030 di 3
- leukemie Diagnodza leukemie
Pozvani k prezentaci na semindfi Hemato-onkologické kliniky FN a LF UP v Olomoud i
VaZena kolegyns, mild Daniela, Dalai he matoonkalogicka
e - < onemacnini ey Ky ted TR e il Q

DR, g & et v MDS
Je pra mé vellorm potBSentmi a- <l poavat P ezt nadpisi videa meiiete stedovat viach 11 videi 2 tétn sirke|

eloldnd leukemie a jako hl Akutni leukémie na youtuber kandlu Disgnéza levkemin. {

na semindfi nadi kliniky
¥ semindrni mistr
v Olomouci, H

Hematoonkologicks centra

Plrz'avnik radi pacientiim &

me

mupen a setkani v

pozdravem,

Wi klimika LF LU a FX Olam
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HALF: Stav v jednotlivych centrech

FN Kralovské Vinohrady FN Hradec Kralové

v Iniciace v planu 2-3/2021 v" Smlouva podepséna, probihaji
7 administrativni ukony
v"Inicace v planu 2-3/2021

UHKT
v Iniciace v planu 1-2/2021

VFN .
v Smlouva posuzovéna - . <

pravnim odd. VFN

{radec!Kralove

FN Ostrava

v" Smlouva podepsana,
probihd administrace

v" Iniciace 2-3/2021

Ostrav

FN Olomouc
FN Plzen v Iniciace 15/10/2020
v/ Iniciace v planu 1-2/2021 v’ Zarazeno: o pacientd

FN Brno
v/ Zafazeno 52 pacientd
v' 1. faze deeskalace 47 pac.
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Anti-HALF

* Dotaznikové setreni divoddy, které vedou pacienty s CML splnujici podminky vstupu do studie HALF k
odmitnuti UCasti ve studi

* Cile:
1. Zjistit procento nemocnych s CML v hluboké molekularni remisi onemocnéni, ktefi odmitnou prerusit
|écbu TKI
2. Zjistit, jaké ddvody vedly tyto nemocné k odmitnuti preruseni lécby TKI
Zjistit, za jakych podminek a zda vUbec by byli nemocni s CML v hluboké molekularni remisi, ktefi
odmitnou prerusit [écbu TKI, ochotni svdj nazor zménit a do studie prerusujici Iécbu TKI vstoupit



CELL - CML

Frajekt ANTI-HALF - Dataznik

Identifikatni Eisle paclenta:
Ondzky:
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CELL - CML a8

CML and COVID-19 (CANDID) Study

® International
I Chronic Myeloid Leukemia
Foundation ,
iCMLF - CML and COVID-19 Case Collection Fo
Serology
SARS-CoV-2 Immunosssay performad? [YesiNa)

If yes what was the result?

Foresch CML patient with COVID-19 please complete the following informstion accarding to
your cument knowledge. We are collecting both confimed and suspacted ceses.
Thank you foryour time Mame of SARS-CoV-2 immunosssay used
Name and email of physician treating CML: Date of semiogy test
Name and email of parson reparting the case:

Any other comments you would like to make:
If applicsble how many CML patients do you trest?

Have you submitted this case to any other COVID-19 dstabase? Y/N

Case Detail
caselellls If yes which ane(s)?
Gendar:

Would you Tk the ICMLF to submit this case to the ASH COVID-19 registry on your behalf?
Age: N &l ady done
Race:

Smoking/Vaping status:
Length oftime with CML:

Classification of COVID-19 severity according to WHO
CML trestment and response pathway:

CML trestment and dose at the time of COVID-19 disgnosis:

Langth of trestment free remission i spplicable Categories Description

Date of COVID-19 diagnosis:

Method of COVID-19 disgnosis: (ie. PCR, history/CT imaging, history/CXR imaging, Mild Symptomatic patient meeting case definition for COVID-19 but
clinically suspected) COovID-19 withoutevidence of viral pneumonia or hypoxia
gni ities: (2.9, p / cardio / immune related/ matabolic / renal) Clinical si . fa - fast braathing) b
Mod inical signs of pneumonia (fever, cough, dyspnea, fast breathing) but no
TKLi during COVID-1% ? (YesiMo/How Long): iz BUL sk signs of severe pneumonia (no hypoxia on room air)
Severty of COVID-19: Mikd/Moderate/Severe/Critical (See WHO definition below):
~ . . o . Clinical signs of pneumonia and at least one of the following: hypoxia
Was the patient hospitalized for trestment of the COVID-13 infection oN room air, respiratory distress, general danger signs or convulsions
Specific COVID-18 treatment (¥/N/Unknown)
If Y25 please list Critical ARDS, acute life-threatening organ dysfunction, septic shock, others
COVID-19 {acute pulmonary embolism, acute coronary syndrome, acute stroke

Pleass complete s applicable:
Date of death:

Date of hospital discharge:
Date of recovary:




CELL - CML e o

CML and COVID-19 (CANDID) Study

62nd ASH' Annual Meeting and Exposition Al :- s s A . N =201

DECEMBER 5-8, 2020

Start/Search | Za CR: N =cca 13

Browse by Day 649 COVID-19 in Patients (pts) with Chronic Myeloid Leukemia (CML): Results from the
International CML Foundation (ICMLF) CML and COVID-19 (CANDID) Study-,

Browse by Program
Program: Oral and Poster Abstracts

Browse by Author Type: Oral
Session: 632: Chronic Myeloid Leukemia: Therapy: CML: New and Beyond k
ASH Meeting Home
Monday, December 7, 2020: 12:00 PM
ASH Home ! . ] . . ) =
Dalphine Rea, MD, PRY, Michael j. Mauro, MD?, forge E. Cortes, MD?, Qian Ji COHC'US 10N
-Author name in bold denotes the 1 3y P AADET ki . e T P | [ —
presenting author Matilga Ongondi, MD® ', Chung HCI-LILL: Kok, BSc, PRD7", Nicola Evans®’, Timothy
-Asterisk * with author name denotes a and Imternational CML Foundation'

-

+ The ongoing CANDID study represents the largest global cohort of COVID-19 among
CML pts

+  SARS CoV-2 infection may be asymptomatic in CML pts

«  Symptomatic COVID-19 in CML is mild to moderate in the majority (~80%) of pts

+ Half of CML pts with severefcritical COVID-19 died

* The main factor associated with COVID-19 severity is older age, rather than CML

+ TKl treatment and generation do not seem to be associated with COVID-19 severity
or death

» Altogether, these data suggest that CML may not represent a particular vulnerability
although few exceptions may exist
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* he CzEch leukemia
study group for life
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MPN - projekty v roce 2020

the Cz€ch (eukemia
study group for life

Michael Doubek, Barbora Weinbergerova, Jiri Mayer a kol.
Schiize CELL a LS CHS
14. 12. 2020






Projekty v roce 2020 a vyhled na 2021

» Aktualizovanda doporuceni diagnostiky a Iécby MPN a mastocytozy 2020
- cervena kniha a publikace

» Databaze MIND

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

» Projekty ECNM



MIND - Myeloproliferative Neoplasia Database

MIND = SAL MPN registr

o Study Alliance

the Cz€ch |eukemia Leukemia
study group for |ife

% MIND



MIND - participujici centra

6 ceskych hemato-onkologickych center

Celkem pacientt zadanych v
letech 2013-2020 do databaze
MIND
N = 641

FN Brno
(participace od 5-2013)

FNHK
(participace od 2-2014)

FN Plzen
(participace od 9-2013)

FN Olomouc
(participace od 2-2014)

Onkologické centrum Novy
Ji¢in

(participace od 9-2016)

FN Ostrava

(participace od 3-2016)

KN Liberec, Masarykova
nemocnice Usti nad Labem
(v planu zarazeni 2020)

N =423



MIND - databaze Ph negativnich MPN

MIND - Myeloproliferative Neoplasia Database

Aktualizace struktury databaze

Transport dat na novou platformu CLADE-IS



MIND - databaze Ph negativnich MPN

Aktualizace struktury databaze

MIND - Myeloproliferative Neoplasia Database

Transport dat na novou platformu CLADE-IS

* Responzivni design — uzivatelska privétivost

* Multicentricky sbér dat

* Moznost filtrovaného exportu dat

¥ CLINICAL DATAWAREHOUSE

'{;))) CLADE-IS



MIND - databaze Ph negativnich MPN

Aktualizace struktury databaze

MIND - Myeloproliferative Neoplasia Database

Transport dat na novou platformu CLADE-IS

Funkce ,,Reporter" —filtrovany export dat a ukladani sablon

Clade-IS Reporter

Dashboard Prehled reportl Nastaveni studie ~

Prehled reportt

Prehledova tabulka vytvorenych reportu:

Fobraz| 10 = |zarnami
D _  Studie Typ Sablona Stav Zalozilla Datum vytvoreni
CELL SAL Magdalena
127 MIND Kompietni export 2019 DONE Horatkova 2020-09-24 07:36:12
CELL SAL Viktdria .07
1042 MIND Kompletni export 2019 DONE Sefova 2020-08-06 11:07:15

1041 g%ﬁ SAL Kompletn export 2019 Kompletni export - analytik DONE ‘s'f:;‘g;':g 2020-08-06 10:18:01 ]




MIND - databaze Ph negativnich MPN

MIND - Myeloproliferative Neoplasia Database

Aktualizace struktury databaze

Robustni real-world data

« Epidemiologicka data

» Diagnosticka data

* Klinicka a molekularné-cytogeneticka rizika
« Komplikace tromboticke a krvacive

* Leécba a jeji komplikace

« Efekt léecby a hodnoceni stavu onemocnéni

* Pravidelny follow-up pacienti - 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:




MIND - publikacni vystupy

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

Julia Czech' - Sabrina Cordua? - Barbora Weinbergerova® - Julian Baumeister' - Assja Crepcia’ + Lijuan Han' -
Tiago Maié” - lvan G. Costa(3* - Bernd Denecke® - Angela Maurer'® - Claudia Schubert' - Kristina Feldberg' -
Deniz Gezer' + Tim H. Briimmendorf' - Gerhard Miiller-Newen’ - Jiri Mayer® + Zdenek Racil® - Blanka Kubesova® -
Trine Knudsen? - Anders L. Serensen” - Morten Holmstrom (37 - Lasse Kjeer® - Vibe Skov? - Thomas Stauffer Larsen® -
Hans C. Hasselbalch? + Nicolas Chatain(®' - Steffen Koschmieder ('

Transfuze Hematol dnes 2017

Zkusenosti s 1é¢bou ruxolitinibem
u pacientt s myelofibrézou

a pravou polycytemii na ¢eskych
hematologickych pracovistich

Weinbergerova B.', Ci¢atkova P.', Palova M.%, Stejskal L.?, B&lohlavkova P.4, Kissova 1.5, Walterova L.%,
Frankova H.%, Cernd 0.7, Lakoma L., Brejcha M.?, Pelkova J.", Schiitzova M.", Obernauerova J.",

Nechvilova D.”, Bogoczova E., Hiusi A.%, Faber E., Penka M.%, Brychtova Y.', Cervinek L.!, Doubek M.!,
Zak P.*, Mayer J.", Ragil Z.'

Transfuze Hematol dnes — v priprave

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

Podstavkova N., Weinbergerova B. a kol.




Vize spoluprace - MIND

Spoluprace na konkrétnich projektech
Klonalni evoluce

Rozsifeni MIND do celé CR
- zahdjena priprava
- zakladni data vs. rozsirena data
- spoluprace s AKH Wien a CEMPO (prof. Giesslinger, prof. Kralovics)

[ ]
P

- financovani CEMPO -

Coraral Bunpaes Mynlopeolerat ve Nooprasme Orgassaton



Mastocytoza



ol

» ECNM registr — celosvétoveé pres 4000 pacientt
» Participace na radé analyz véetné vlastnich projektu

- eozinofilie u mastocytoz

- mezindrodni prognosticky systém mastocytoz
- popis registru

- projevy hypersenzitivity u mastocyodz

- MIS a jeji prognoza



ECNM

» Preziti pacientli s ISM podle aktualizované WHO klasifikace

TRIZULJAK £7 L. !Allerqy ym——— :.\?m!—WI LEYJ—s
~——{ Population | ; (" Overall survival )
) \ y
Indolent i
s e systemic 2 ool
mastocytosis 58 ™
£® 061
o 2
g © 041
oS i
Mastocytosis, * Cutaneous e
mastocytosis T T T g
n = 1993 0 10 20 30 40

Years from diagnosis

[ ] ]
=1 or 2 Disease progression Progression to advanced
. during follow-up systemic mastocytosis
Trephine biopsy 4.1% 2.9%
1.7% 0%

@- i ( 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. TI'IZUI_[G/( G kO/. 2020




ECNM

» Nas novy projekt: NGS u systémové mastocytozy

» 150 vzorku kostnich dreni + nase vzorky
- myeloidni panel
- exomové sekvenovani



ECNM annual meeting 2021

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




Vyuziti glukanu u BAL



Glukan v diagnostice IFD/IA —indikace

Detection of invasive pulmonary aspergillosis in critically ill patients by
combined use of conventional culture, galactomannan, 1-3-beta-D-
glucan and Aspergillus specific nested polymerase chain reaction in a

prospective pilot study

Dlagnostlka |FD SEN (%) SPE (%) PPV (%) NPV (%)
BDG (sérum) 65 97 96 68
BDG (BAL) 73 48 64 58
GM (BAL) nebo BDG (sérum) 92 93 94 90
GM (BAL) nebo BDG (sérum) nebo PCR |IA (BAL) 92 93 94 90

Boch et al., CMI, 2018



Glukan v diagnostice IFD/IA —indikace

Detection of invasive pulmonary aspergillosis in critically ill patients by
combined use of conventional culture, galactomannan, 1-3-beta-D-
glucan and Aspergillus specific nested polymerase chain reaction in a
prospective pilot study

Diagnostika IA SEN (%) SPE (%)

PPV (%) NPV (%)

BDG (sérum) 100 27

27

BDG (BAL) 67 36
GM (BAL) nebo PCR IA (BAL)

* Vysoké NPV u BDG (sérum) = dobry marker pro vylouceni IA

22

Boch et al., CMI, 2018



Glukan v diagnostice — indikace

Clinical Infectious Diseases -
i - 1
MAJOR ARTICLE ‘ﬂ"‘]—DbA

Revision and Update of the Consensus Definitions of
Invasive Fungal Disease From the European Organization
for Research and Treatment of Cancer and the Mycoses
Study Group Education and Research Consortium

Invazivni kandidodza:

* BDG (Fungitell) > 80 pg/ml ve > 2 konsekutivnich vzorcich séra za predpokladu, Ze byly jiné IFD vylouceny

Pneumocystova pneumonie:

* BDG (Fungitell) 280 pg/ml ve > 2 konsekutivnich vzorcich séra za predpokladu, zZe byly jiné IFD vylouceny

Pravdépodobné invazivni plicni vlaknité infekce:

* BDG neni v diagnostickych kritériich (pro specifické situace)

* Pro vysokou NPV mozno sérovy BDG pouzit jako skriningovy marker



Glukan v diagnostice — indikace

Diagnosis and management of Aspergillus diseases: executive
summary of the 2017 ESCMID-ECMM-ERS guideline

Beta-D-glukan — sérum:

Adult haematological malignancy To diagnose IFD  Diagnostic assay C 1 Overall sensitivity: 50%—70%, specificity: 91%—99%
and HSCT

Adult haematological malignancy To diagnose 1A Diagnostic assay C 1 Overall sensitivity: 57%—76%, specificity: 95%—97%
and HSCT Screening assays C 1l Overall sensitivity: 46%, specificity: 97%
Confirmation with GM increases specificity
Data suggest BDG is unsuitable for ruling out
diagnosis of 1A



Glukan v diagnostice IA — vlastni zkusenosti

Bronchoalveolar lavage fluid

and serum 1,3-3-p-glucan testing
for invasive pulmonary aspergillosis
diagnosis in hematological
patients: the role of factors
affecting assay performance

Barbora Weinbergerova' ', Tornas Kabut?, lva Kocmanova?, Martina Lengeroval”,
Zdenek Pospisil*, Zdenek Kral** & Jiri Mayer'

* 172 BAL provedenych v letech 2006-2015 v ramci dif. dg. plicnich infiltratd na HRCT u
hematologickych pacientU

* BDG (Fungitell test) a GM vysetreny soucasné ze sera a lavaze

* Pravdépodobnost plicni invazivni mykozy byla uzavrfena na zakladé EORTC/MSG kriteérii z roku
2008 dle 4 skupin: proven — probable — possible —no IFD

18 pripadl Pneumocystis carini pneumonie, 8 pripadu invazivnich zygomykdz, 83 possible IFD a 1

pripad Alternaria sp. nebyly do analyzy zahrnuty



Glukan v diagnostice IA — vlastni zkusenosti

Hodnoceni 172 pripadU klinikem podle pravdépodobnosti invazivni mykadzy:

No IFD
(n=149)

Proven IPA
5% (n=8)
Probable IPA
(n=15)

* Pravdépodobnost IFD byla hodnocena podle EORTC/MSG kritérii z roku 2008



Glukan v diagnostice IA — vlastni zkusenosti

Zakladni charakteristika souboru:

Pocet BAL/sérum vzorkU, n

172
AML+MDS, n (%) 76 (44)
Indukce/reindukce AL, n (%) 47 (27)
Alogenni SCT, n (%) 34 (20)
Antimykotika v dobé BAL, n (%) 220 (86)
Délka antimykotickeé lécby pred BAL, median dni (min-max) 4 (0-540)
Candida spp. izolovana ze stéru dutiny Ustni nebo lavazni tekutiny, n (%) 89 (34.7)
Bakterialni zachyt z lavazni tekutiny, n (%) 55 (21.6)
Bakteriémie v dobé BAL, n (%) 9 (3-5)

Objem aspirované lavazni tekutiny (ml), median (min-max) 80 (22—-160)

Absolutni pocet neutrofilU x 109/l vdobé BAL, median (min-max) 0.4 (0.0—27.4)



Glukan v diagnostice IA — vlastni zkusenosti

BALF BDG
(pg/mi)
0.409 0.295 0.176 0.255
[ Serum BDG |
L ]
4 (pg/ml) -
0.146 0.14 0.255 .
[ -
.
= oo , [
b @ BALF GM
(IP)
. . 0.525 0.442
® » derie ek
[ ] ] [ ]
L ]
2 -, .: ”
% ¥ e o Serum GM
L] . » {lP} L
0.366 =
. . . kX |
ga'm ﬁm- g.it_‘l i
IFD diagnosis

|(7|12
[ -

0 400 800

Pearsonuv chi-kvadrat test

o-nolFD

*  p<o.05
** p<o0.01

*%%* p <0.001

2 - probable IFD
3 - proven IFD




Glukan v diagnostice IA — vlastni zkusenosti

Cut-off (pg/ml) SEN SPE PPV NPV DOR Accuracy
BALF BDG

80 0.565 0.832 0.342 0.925 6.5 0.797

39 0.783 0.725 0.305 0.956 9.5 0.733
Serum BDG

80 0.565 0.826 0.333 0.925 6.2 0.791

40 0.739 0.691 0.270 0.945 6.3 0.698
BDG-max

80 0.652 0.732 0.273 0.932 | 0.721
39/40° 0.870 0.567 0.235 0.966 79 0.607




Estimate f3i Std. error P efi
Antifungals administration —2.300 1.845 0.2125 0.10026
BALF BDG 0.0179 0.005820 0.0428 1.0181
Serum BDG 0.002836 0.001454 0.0511 1.0028
Bacteria in BALF —0.4843 0.7061 0.4928 0.61613
Bacteremia — 1567 1125 0.9889 1.57 % 1077
Absolute neutrophil count —0.2840 0.1721 0.0990 0.75277
Aspirated BALF volume —0.01266 0.01222 0.3002 0.98742
Interaction BALF BDG and BALF volume —0.0001286 0.00007475 0.0854 0.99987
Estimate fi Std. error P ebi
BALF BDG 0.02207 0.01210 0.068 1.02232
Serum BDG 0.003608 0.001535 0.019 1.00361
BALF GM 2.965 1.056 0.005 19.39470
Serum GM 5.315 2.464 0.031 203.36451
Absolute neutrophil count —-0.2269 0.1725 0.188 0.797
Aspirated BALF volume —0.009625 0.01526 0.528 0.99042
Interaction BALF BDG and BALF volume —0.0003074 0.0001689 0.069 0.99969




Vyuziti glukanu u BAL — zavery

e BDG v diagnostice invazivni mykozy u hematologickych pacientu:
— Nizka SPE a PPV testu BDG z BAL !!!

— Seérovy BDG vhodny pro diagnostiku invazivni kandidozy a PCP, specificke situace pro
diagnostiku ostatnich IFD

— Vysoka NPV predikuje serovy BDG pro skrining

Kombinace BDG z lavazni tekutiny a séra ani optimalni cut-off nezlepsili podstatné kvalitu testu

Kvalitu BDG testu ovlivnuje rada klinickych a laboratornich faktors

Pro diagnostiku IA je zlatym standardem GM



Jak se postavit k indikacim

letermoviru?



CMV po aloSCT

Riziko CMV infekce v zavislosti na CMV sérostatusu darce a prijemce:

CMV INFECTION POST-ALLOGENEIC HSCT IS SIGNIFICANTLY MORE LIKELY
IF THE RECIPIENT IS CMV-SEROPOSITIVE (R+)

Retrospective analysis of allogeneic HSCT patients (n=753)

= Primary endpoint: incidence of CMV infection (viraemia/antigenaemia or end-organ disease)
by 6 months post-transplant

CMV-serostatus Relative risk (95% Cl)
D- | R- @ 1.0

D+ |/ R- P=0.14 +H———@— 1.9 (0.8-4.6)
D- / R+ P<o.01  |—@— 14.5(8.3-25.5)
D+ | R+ P<c.or ——@— 12.0(6.5-22.4)

1 . . .
Adapted from Walker etal. Risk of CMV infection

The risk of CMV infection was up to 15 times greater in seropositive recipients compared with
seronegative recipients

Cl: confidence interval; CMV: cytomegalovirus; D-: donor CMV-seronegative; D+: donor CMV-seropositive; HSCT: haematopoietic stem cell transplant; R-: recipient CMV-seronegative;
R+: recipient CMV-seropositive
Walker CM et al. Bio Blood Marrow Tr2007;13:1106-1115.

D-/R+ nejvyssi riziko CMV infekce !!!




CMV preemptivnilecba

THE TOXICITY OF CURRENT ANTIVIRALS REQUIRES A PRE-EMPTIVE APPROACH

TO THERAPY

The four antiviral drugs used most commonly to treat post-HSCT CMV infection are associated with
various toxicities, including myelosuppression and renal toxicity2-

Renal toxicity
Ganciclovir/valganciclovir? Cidofovir* Foscarnet5$
IV/oral % \%

Due to their toxicity, treatment with these agents is limited to pre-emptive therapy and only initiated if CMV
levels reach a defined threshold?

*Cidofviris no longer authorised for use in the UK

1 H cell transplant; IV intravenous; SmPC: summary of product characteristics
1. Camargo JF et al. Hematol Oncol Stem Cell Ther 2017;10:233-238; 2. Ganciclovir SmPC; 3. Valganciclovir SmPC; 4. Cidofovir SmPC; 5. Foscarnet SmPC. All SmPCs available at: www.medicines.org.uk/emc
(accessed September 2019); 6. Pohimann C et al. Clin Infect Dis 2007;44:e118-e120.

Toxicita !



http://www.medicines.org.uk/emc

CMV preemptivnilecba

CHALLENGES OF PRE-EMPTIVE THERAPY:

Successive antiviral treatments may be required to tackle repeated episodes of viraemia

Analysis of 147 R+ allogeneic . CMV DNA loads under antiviral therapy

HSCT recipients "]

= 75.5% of patients experienced > Antiviral courses

CMV reactivation of which 92 patients
received antiviral treatment (foscarnet,
ganciclovir, or valganciclovir)

= 67% of those who responded to O \4!‘ .\j—D—D

antiviral treatment experienced 2
repeated episodes* of CMV viraemia 0 5% 100 150 200

Days after transplantation

Viral load (log,, copies/mL)

T T 1

Adapted from Servais et al.

=CMV DNA loads under antiviral therapy showing immediate increases in viral
load after antiviral treatment cessation, empty squares represent undetectable
viral load

Repeated episodes of CMV infection were characterised by viral load dropping below the treatment threshold or to undetectable levels. CMV:
cytomegalovirus; HSCT: haematopoietic stem cell transplant; R+: CMV-seropositive recipient
Servais S et al. Clin Microbiol Infect 2016;22:289.e1-289.e7.

Opakovanée reaktivace/lécba




CMV preemptivnilecba

CHALLENGES OF PRE-EMPTIVE THERAPY:

Any level of CMV viraemia is associated with an increased risk of non-relapse mortality up to 1 year post-
allogeneic HSCT compared with no viraemia

A large, retrospective, non-interventional cohort study including patients who were CMV-seropositive or who had a seropositive donor

Aim: to investigate the association between CMV viral load and mortality in the first year after allogeneic HSCT

CMV viral load as a time-dependent risk factor for non-relapse mortality in CMV seropositive patients up to 1 year post-HSCT
(n=926)"

H 0, . . -
Adjusted HR Y Any level of CMV viraemia is

= 18( ) associated with an increased

- 28(20-4.1) risk of non-relapse mortality.

>500 vs <500 IU/mL = = 32(2.2-456) This therefore challenges the
- 37(25-83)
—— 36(24-54)

Any positive vs negative
>250 vs <250 IU/mL

8(1.2-2.6
.9(2.0-4.1

>750 vs <750 IU/mL 7(25-5.3 current pre-emptive paradigm
>1000 vs <1000 U/mL 8(24-54 for managing post-allogeneic
0.1 1 10 100 cmv

Risk of non-relapse mortality

Adapted from Green etal.

*Viral load was a threshold variable. Data assessed using multivariable Cox proportional modelling.
Cl: confidence interval; CMV: cytomegalovirus; HSCT: haematopoietic stem cell transplant; HR: hazard ratio
Green ML et al. Lancet Haematol2016;3:e119-e127.

Reaktivace = mortalita !




CMV profylaxe po aloSCT

Aciclovir

Valaciclovir

Ganciclovir

Valganciclovir

Foscarnet

Letermovir

cl

B

cl

Clth

Dllu

Al

Prentice et al (1994)*
Milano (2011)*

Ljungman (2002)*
Winston (2003)®
Milano (2011)*

Winston (1993)%
Goodrich (1993)

Montesinos (2009)%*
Boeckh (2015)*

Ordemann (2000)™*
Bregante (2000)™

Marty (2017)™

Less effective than valaciclovir

Used together with pre-emptive
therapy

Used at engraftment

Cord blood HSCT used in
Montesinos et al;* prophylaxis
against late cytomegalovirus
disease

NA

Only effective against
cytomegalovirus

Ljungman et al., Lancet Infect Dis. 2019



CMYV po aloSCT - profylaxe HD
acyklovir
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Prentice et al., Lancet 1994



CMYV po aloSCT — profylaxe letermovir

Letermovir

* Letermovir inhibits CMV
through the viral terminase
complex

— Enzyme required for DNA cleavage
into unit-length genome &
packaging into procapsids

* Potent CMV activity in vitro &
in vivo

Terminase to Nucleus o

* No cross-resistance with drugs —
currently used in treatment of de i i P " B Temmininse 04
socar? Sl ) HCMV Concatemely

— Drug resistance of letermovir
mapped to UL56 subunit

— Resistance of other anti-CMV
agents map to UL54 and/or UL97

Gentrya, #\, Bognherb, Drach et al. Antiviral Research 2019



CMYV po aloSCT - profylaxe Ietermovir

1005 P=0.12 by log-rank test
g 90| P<0.001 by log-rank test
= 20— 100- 307 Placeba
2 90|
g 70 £ s0q -
£ 60 S B? i Letermovir
e TR 1 10-
o [ 1 60
s 304 Placebo g3 b
o Y 504 0 :
o 404 - T T T T T
B L2F o] 0 8 14 24 32 40 48
2 30 _ B
8 Letermovir S 5 30+
= 20 g 2 20
g (5]
o 10 104
O a0y T T T T 0+ T | - T T -
0 2 6 10 14 18 24 0 6 14 24 32 40 48
Weeks since Transplantation Wistlosinin-Fransplatation
: No. at Risk
No. at Risk Placebo 170 161 147 125 117 112 71
Placebo 170 169 135 96 a5 77 70 Letermovir 325 311 290 262 242 226 138
Letermovir 325 320 299 279 270 254 212

CMV choroba: 1,5% vs. 1,8% (NS) PovSsechna mortalita do 24. tydne: 10% vs. 16% (p=.03)

* Klinicky signifikantni CMV infekce: CMV reaktivace vyzadujici preemptivni lé¢bu/CMV choroba
* Preemptivni lécba do 14. tydne: high risk>150 kopii/ml a low risk>300 kopii/ml a po 14. tydnu pro
vsechny >300 kopii/ml

Marty et al., NEJM 2017



CMYV po aloSCT — profylaxe letermovir

Povsechna mortalita ve 48. tydnu

CMV infekce do 24. tydne BEZ CMV infekce do 24. tydne

507 i i 504 i i
H i H i
g ' : % ' !
= [} 1 L=l
= 401 Letermovir vs Placebo E i = 401 Letermovir vs Placebo
£ Stratified log-rank test, ! ! Placebo = Stratified log-rank test, i
E two-sided P Value = .03 , x g two-sided P Value = .89 ! !
i himin-- & i i
o 30 4 { N 2 304 [ [
L, i ~ 3
. Vo— T Placebo
+] 1 | ‘s
2 201 o o 204
3 A £ i
= Hi . g T
3 FJ ! Letermovir = Letermovir i
2 104 -1 E 104
3 4 | g
1 o
H i
04 i i 0
Week D Week 24 Week 48 Week 0 Week 24 Week 48
Weeks Post-Transplant Weeaks Post-Transplant
Deaths by Week 48 Univariate Model Selected Model
Covariate N n (%) HR (95% Cl) PValue HR (95% Cl) PValue
Baseline risk for CMV reactivation {randomization strata)
High risk 147 39 (26.5) 1.57 (1.05-2.35) .03 1.74 (1.16-2.62) .01
Low risk (reference) 348 62 (178)

Ljungman et al., CID 2020



CMYV po aloSCT — profylaxe letermovir

v I

Nezadouci Ucinky:

Letermovir Group Placebo Group Difterence
Event (N=373) (N=192) (95% Cl) P Value
number of patients with event (percent) percentage points
Any adverse event 365 (97.9) 192 (100) -2.1 (-4.21t0-0.2) 0.07
GVHD 146 (39.1) 74 (38.5) 6 (-8.0to 8.9) 0.96
Diarrhea 97 (26.0) 47 (24.5) 5 (-6.3 to 8.3) 0.77
Nausea 99 (26.5) 45 (23.4) 1 (-4.6 to 10.3) 0.49
Fever 77 (20.6) 43 (22.4) -1.8 (-9.2t05.2) 0.70
Rash 76 (20.4) 41 (21.4) -1.0 (-8.4t05.9) 0.37
Vomiting 69 (18.5) 26 (13.5) 0 (-1.7 to 11.0) 0.17
Cough 3 (14.2) 20 (10.4) 8 (-2.2t09.2) 0.25
Peripheral edema 4 (14.5) 18 (9.4) 1 (-0.8 to 10.4) 0.11
Fatigue 0 (13.4) 21 (10.9) 5(-3.6t07.3) 0.49
Mucosal inflammation 46 (12.3) 24 (12.5) -0.2 (-6.41t05.3) 0.99
Headache 52 (13.9) 18 (9.4) 6 (-1.3t0 9.8) 0.15
Abdominal pain 44 (11.8) 18 (9.4) 4 (-3.3t07.5) 0.47
Acute kidney injury 6 (9.7) 25 (13.0) -3.4 (-9.5t0 1.9) 0.28
Decreased appetite 8 (10.2) 22 (11.5) -1.3 (-7.21t0 3.9) 0.74
Hypertension 1 (8.3) 21 (10.9) -2.6 (-8.4 to 2.3) 0.38
Constipation 7 (7.2) 20 (10.4) -3.2 (-8.8to 1.5) 0.26

Marty et al., NEJM 2017



CMV po alogenni SCT
— analyza IHOK



CMYV reaktivace a choroba po alo SCT

Vyskyt CMV reaktivace a choroby po alo SCT na IHOK v letech 2015-2019

CMV reaktivace CMV choroba

ANO

2%

67%

NE 98%

NE

n=173

CMV reaktivace se vyskytuje s frekvenci 33% a CMV choroba pouze u 2%

pacientd po alo SCT.
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CMV reaktivace po alo SCT

Vyskyt CMV reaktivace po aloSCT podle CMV darce/prijemce:

Reaktivace u ostatnich CMV D/P status Reaktivace u CMV
CMV kombinaci D-/P+

I ostatni
76%

nIR2s n=173 n= 45
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CMV reaktivace po alo SCT

Vyskyt CMV reaktivace po aloSCT podle HLA shody:

Reaktivace u HLA HLA shoda 10/10 Reaktivace u HLA
10/10 shody neshody

ANO ANO
41% 72%

NE I
28%

n=124 n=173 n=49
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OrientacCni cena antivirotik/ mesic lecby

* Letermovir 240 mg 1x denné p.o........cceeuueennnen. 130 000 K¢
* Letermovir 240 mg 1xdenne@i.v........cceucrunrennnnn. 175 000 K¢
(Letermovir realna praxe do dne +100.............. 4,00 000 K¢)

* Herpesin tbl. 8oo mg 4x denné...........cccevveninnnnen. 3 000 K¢
* Herpesin inf. 100omg 3x denné.............cceunrenneen. 30 000 K¢
* Valcyte tbl. goomg 2x denne.........c..ccceeniinnnnnnes 65 000 K¢
* Cymevene inf. smg/kg 2x denne...........ccceurenneee. 50 000 K¢

* Foscavir inf. 6omg/kg 3x denné...........ccceuvennees 400 000 K¢



Letermovir (PREVYMIS) na IHOK

* ECIL 2017: A1 doporuceni pro profylaxi CMV po aloSCT
* SUKL thrada: CMV+ alogenné transplantovany

Indikace na IHOK:

* CMV IgG pozitivni prijemce alogenni HSC stépu a zaroven aspon 1 z kriteérii:

1. CMV IgG negativni darce

2. GvHD = gr. 2 lécena ekvivalentni davkou prednisonu = 1 mg/kg/den

— start den +10 (nejpozdéji den +28) a pokracuje minimalné do dne +100



Letermovir po aloSCT —k diskuzi

Spektrum pacientu

Délka profylaxe
Sekundarni profylaxe

Rezistence k letermoviru
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