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(dale jako ,,smlouva®)

Preambule

Smluvni strany spolu uzaviraji tuto smlouvu o spolupraci za ucelem feSeni projektu snazvem
,Klondlni hematopoéza nezndmého vyznamu u cévni mozkové prihody™ (dale jako ,projekt*). Cinnost
smluvnich stran na projektu je popsana dale, pfi¢emz spolupraice mezi smluvnimi stranami bude
financovana vramci projektu Molekuldrni, bunéény a klinicky pfistup ke zdravému starnuti —



ENOCH, reg. ¢. CZ.02.1.01/0.0/0.0/16_019/0000868 (smlouva ¢. Tsm/2018/442/Kr) a spoluprace
bude probihat také v ramci Czech Stroke Research Network.

Napli prace za FNUSA:

FNUSA uhradi naklady na prepravu odebranych vzorkii a poskytne Partnerovi pristup do eCRF
(ClinData). Dale pak bude FNUSA s Partnerem spolupracovat v ramci Czech Stroke Research
Network za podminek stanovenych samostatnou smlouvou.

Napli prace za Partnera:

Partner provede odbér vzorki krve u pacienti dle vstupnich a vylu€ovacich kritérii protokolu (pfiloha
¢. 1 smlouvy). Pacient je o odbéru vzorkli pfedem informovéan a podepisuje informovany souhlas dle
navrhu FNUSA a schvdleni Etické komise Partnera. Odbér vzorkii nebude mit Zadny vliv na
poskytovanou lécebné preventivni péci. Vzorek je pseudonymizovan.

Napli prace IMTM:
IMTM zajisti potiebné zkumavky pro odbér vzorkii u Partnera. IMTM dale provede laboratorni Cast

projektu, kdy budou odebrané vzorky laboratorné zpracovany pomoci specializovanych metod
molekularni biologie.

Clanek 1.

1. Pacienti, ktefi budou odpovédnym pracovistém Partnera vyhodnoceni jako vhodni pro ucast
v projektu, budou informovani o cilech projektu oSetfujicim lékafem
V piipadé souhlasu téchto pacientli s icasti v projektu, zajisti u téchto pacientii osetiujici lékar

I ) odepsani informovaného souhlasu.

2. Odebrany vzorek krve (déle jen ,,vzorek*) od pacient, ktefi souhlasili se zafazenim do projektu,
poskytne Partner v souladu s touto smlouvu FNUSA a IMTM k dalsi realizaci projektu.

3. Dodani vzorki Partnera musi byt v souladu s povolenim Etické komise Partnera (déle jako ,,EK
Partnera®), pri¢emz v dob€ podpisu této smlouvy je k dispozici pisemny souhlas EK Partnera
s projektem a informovanymi souhlasy pacient.

4. Informované souhlasy pacientii budou vlozeny v archivované zdravotnické dokumentaci Partnera.
Partner, zejména prostiednictvim h‘ , zajisti ziskani tohoto souhlasu od
jednotlivych pacientii k odbéru, uchovani a pouziti krve jim odebrané (klinickych vzorki) pro
ucely realizace projektu.

S. Vzorky budou bezprostiedn€ po odebrani vlozeny do sterilnich piepravnich nadob, nejcasteji
zkumavek a neprodlené piepraveny do vyzkumné laboratoie IMTM, kde bude probihat laboratorni
dast projektu. Vzorky budou laboratorné zpracovany pomoci specializovanych metod molekularni
biologie.

6. Vzorky budou ze strany Partnera predavany piepravni spoleénosti a odeslany do laboratoii IMTM
po piedchozi domluvé smluvnich stran. FNUSA neni odpovédna za ztratu nebo §kodu na vzorcich
takto dodanych. Naklady na prepravu uhradi FNUSA, kterd také zvoli zplisob piepravy a
pfepravni spolecnost, tak aby byly dodrzeny vSechny podminky protokolu (pfiloha €. 1 smlouvy).

7. Vzorky budou zpracovany pseudonymizované, pod Ciselnym kddem. Partner nebude FNUSA ani
IMTM predavat zadné osobni udaje pacientil, od nichZ byly vzorky odebrany, podle kterych by
pacienti mohli byt pfimo identifikovani.

8. Vzorky budou smluvnimi stranami pouzity vyhradné k provedeni tohoto projektu. Pro umoznéni
interni ¢i externi kontroly ziskanych vysledkii (véetné reprodukovatelnosti dat) bude IMTM



vzorky ¢i produkty (materidly) znich odvozené archivovat po dobu 10 let a poté budou
zlikvidovany jako biologicky odpad.

Smluvni strany se dohodly, Ze do projektu bude zafazeno maximalné 1000 osob. Smluvni strany
se dohodly, Ze projekt bude probihat v anticipované dobé od 1. 1. 2021 do 30. 6. 2023.

Clanek I1.

Smluvni strany jsou pfi realizaci projektu povinny dodrzovat prisluiné pravni piedpisy Ceské
republiky, zejména zdkon ¢. 89/2012 Sb., obcansky zakonik, ve znéni pozdéjSich predpist, a

zdkon ¢. 372/2011 Sb., o zdravotnich sluzbach a podminkéch jejich poskytovéni, ve znéni
pozdéjSich predpist (déle jen ,,ZZS*).

Smluvni strany jsou dale povinny se vzdjemné bez odkladu informovat o skutecnostech a
zmeéndach, které maji nebo mohou mit vliv na uskute¢néni projektu ¢i dosazeni ucelu a cili
projektu a na tuto smlouvu.

Clanek IIL
Ochrana osobnich adaju

Smluvni strany se zavazuji dodrzovat v§echny prislusné pravni predpisy Ceské republiky véetné
predpisti Evropské unie ve vztahu k ochrané osobnich udaji. V ramci projektu jsou smluvni strany
spravci osobnich udaji.

Kazd4 smluvni strana bude odpovédna za své vlastni zpracovani osobnich udaji a zajisti, aby
osobni udaje tykajici se pacientii byly shromazd’ovany, uchovavany a pfedavany v souladu se
vSemi platnymi nadnarodnimi a narodnimi predpisy o ochrané osobnich tdaji a touto smlouvou.

Smluvni strany se zavazuji pfijmout takova opatieni, aby nemohlo dojit k neopravnénému nebo
nahodilému pfistupu k osobnim udajim, k jejich zméné, zniCeni Ci ztraté, neopravnénym
pienosiim, k jejich jinému neopravnénému zpracovéni, jakoz i k jinému zneuziti osobnich udaj.

Data pacientli, respektive subjekti projektu, budou Partnerem v pseudonymizované podobé
poskytnuty FNUSA a IMTM v souladu s informovanym souhlasem pacienta.

Partner bude FNUSA a IMTM piedavat v pseudonymizované podobé€ nasledujici informace
tykajici se pacientti:
= vzorek oznadeny kodem pacienta a datem a ¢asem odbéru;
= kiinickd data — vaha, vySka, BMI, rasa, neurologické skore, forma terapie a dals$i klinicka
data, kterd se tykaji onemocnéni cévni mozkovou piihodou.

Zpracovani osobnich udaji bude probihat po dobu ucinnosti smlouvy. Tim nejsou doteny
povinnosti smluvnich stran jakozZto spravcii osobnich daji uchovéavat zpracovavané osobni udaje
podle prisluSnych pravnich predpisii, zejména zdkona ¢. 372/2011 Sb., o zdravotnich sluzbach a
podminkéch jejich poskytovéni, ve znéni pozdejSich predpisti.

Jakmile smluvni strany pozbydou pravni diivody pro zpracovani osobnich dajii podle platnych
pravnich predpist a této smlouvy, dojde k likvidaci osobnich udajt, a to tak, Ze bude ze strany
Partnera nendvratn€ znicen kli¢ k propojeni pseudonymizovanych tdajt, takze subjekt udaji
prestane byt identifikovatelnym.

Vzhledem ke zpisobu predavani dat subjektti udaji, tedy v pseudonymizované podobé a
nemoznosti jejich identifikace ze strany FNUSA a IMTM, se budou subjekty tudaji pro
uplatiiovani svych prav spojenymi s ochranou osobnich udaji obracet vyhradné na Partnera.
V ptipadé odvolani souhlasu se zpracovavanim osobnich idaji ze strany subjektu udajt je Partner



10.

povinen informovat o této skuteénosti FNUSA a IMTM bez zbyte¢ného odkladu, respektive jim
sdélit kodové oznaceni piisluSného vzorku, ke kterému se toto odvolani vztahuje.

Smluvni strany se zavazuji si navzajem hlasit kazdé poruseni zabezpeceni osobnich udaji, a to bez
zbyteCného odkladu potom, co se o takovém poruseni dozvi, nejpozd€ji do 24 hodin, tak, aby
incidentem dotéend strana meéla moznost incident posoudit a splnit své povinnosti vici
dozorovému uradu, piipadné viici subjektim udaju.

Smluvni strany se zavazuji k vzdjemné soucinnosti a pomoci pri feSeni vSech podstatnych
problémi, které mohou v ramci plnéni smlouvy vzniknout v souvislosti s ochranou osobnich
udajt. Tato soucinnost zahrnuje i efektivni spolupraci v piipadé kontroly ze strany dozorového
uradu, vyfizovani Zadosti a pfipadnych stiZznosti pacientii, a oznamovani bezpeénostnich incidentti,
a pripadnych spravnich ¢i soudnich fizeni.

Clanek IV.
Publikace

Partner bude na publikaci vysledku projektu, ktery bude publikovan IMTM spol

uveden I'ako sioluautor. Konkrétnimi osobami uvedenymi na publikaci budou

Clanek V.
Dusevni vlastnictvi a divérné informace

us FNUSA

Ackoliv se nepiedpoklada, Ze néktera ze smluvnich stran poskytne druhé smluvni strané jakékoliv
dusevni vlastnictvi nebo prava k pfedmétu duSevniho vlastnictvi, smluvni swany se dohodly, ze
pokud kterakoliv se smluvnich stran poskytne druhé strané pro spolupraci dle této smlouvy
nehmotny majetek v podob¢ pfedméti prav duSevniho vlastnictvi v nejsirSim slova smyslu podle
platné a ucinné pravni dpravy (vynalez, uzitny vzor, know-how atd.), smluvni strany uzaviou
smlouvu o poskytnuti prava k uzivani predmétu dusevniho vlastnictvi, ktera zadvazné pro smluvni
strany urc¢i prava a povinnosti k poskytnuté licenci, vcetné licencni ceny (dale jen ,licence®).
UrCend prava a povinnosti, podminky a pravidla poskytnuti licence k predmétu duSevniho
vlastnictvi nesmi zakladat nedovolenou nepiimou statni podporu.

V piipad€ ukonceni spoluprice dle této smlouvy po dobu ucinnosti licence smluvni strana
piestane uzivat dusevni vlastnictvi poskytnuté na zakladé€ licence druhou smluvni stranou a vrati
ji vSechny hmotné nosice, dokumenty a podklady poskytnuté druhou smluvni stranou za ucelem
uzivani daného duSevniho vlastnictvi, neni-li vyslovné v licenci ujednano jinak. Smluvni strana
zaroven zachova mléenlivost o vSech divérnych skuteénostech a informacich tykajicich se nebo
souvisejicich s duSevnim vlastnictvim poskytnutym druhou smluvni stranou za ucelem
spoluprace, které se dovédéla v ramci realizace spoluprace dle této smlouvy nebo v souvislosti
s ni, v souladu s podminkami G¢inné licence.

Veskeré podklady, dokumentace, informace a vysledky vyzkumu a vyvoje, jez si smluvni strany
mezi sebou za dobu trvani této smlouvy poskytnou, jsou obchodnim tajemstvim ¢&i diivérnou
informaci poskytovatele téchto podkladi a informaci, ledaze by $lo o podklady, dokumentaci,
informace a vysledky vyzkumu a vyvoje, (i) jeZ jsou nebo se stanou obecné znamé, tj. bézné
pfistupné verejnosti; nebo (ii) které smluvni strana ziskala od tieti osoby, a to nikoli v disledku
poruseni této smlouvy, jiné smlouvy nebo obecné€ zavaznych pravnich piedpisti smluvni stranou
¢i teti osobou. Smluvni strany se zavazuji zachazet diveérné s veSkerym obchodnim tajemstvim
¢i divémymi informacemi druhé smluvni strany, ani je nepouzivat pro jiné ucely, nez stanovené
v této smlouvé, ledaze k jejich poskytnuti je, nikoliv vlastnim zavinénim, smluvni strana
zavazana na zakladé zakona nebo zavazného pravomocného rozhodnuti soudu nebo organu
vef'ejné spravy. Povinnost dle tohoto odstavce bude pro strany zavazna i po zaniku této smlouvy,



a to bez Casového omezeni, nepiestane-li byt informace diivérnou, nebo neuplyne-li doba ochrany
predmétu prav.

Data ziskana v ramci projektu jsou spoleénym majetkem Partnera, FNUSA a IMTM.

Clanek VI.
Financovani

Smluvni strany se dohodly, Ze spoluprace na zakladé této smlouvy bude probihat mezi stranami
bezplatn¢ a kazda smluvni strana si ponese své naklady. Materidl (zejm. nadoby a roztoky)
nezbytny pro provedeni odbérii vzorki za timto ucelem poskytne IMTM Partnerovi na své
néklady, a to v mnozstvi potiebném pro spolupraci smluvnich stran na zéklad¢€ této smlouvy a
protokolu projektu, ktery je ptilohou této smlouvy. Néklady na piepravu vzorki budou hrazeny
FNUSA.

Clanek VIIL.
Zavérecna ustanoveni

Tato smlouva nabyva platnosti dnem podpisu posledni smluvni strany a uzavird se na dobu
uréitou, a to do 30. 6. 2023.

Smluvni strany berou na védomi, Ze tato smlouva podléhd povinnému uveiejnéni podle zdkona
¢. 340/2015 Sb., o zvlastnich podminkach u¢innosti nékterych smluv, uvefejiiovani téchto smluv a
o registru smluv (zékon o registru smluv), ve znéni pozdégjSich predpisi. Smlouva nabyvé
uéinnosti dnem jejiho uvefejnéni v registru smluv. Uverejnéni zajisti IMTM a informuje o ném
ostatni smluvni strany.

Kazda ze smluvnich stran je opravnéna kdykoliv ukoncit tuto smlouvu i bez uvedeni divodu
pisemnou vypovédi doruenou druhé smluvni stran€ s vypovédni lhitou, kterd ¢ini 30 dni po
doruceni vypoveédi ostatnim smluvnim stranam. Tuto smlouvu lze také ukongit pisemnou dohodou
smluvnich stran.

Zmény, jakoz i dopliiky této smlouvy mohou byt ¢inény pouze pisemné a musi byt podepsany
smluvnimi stranami.

Nebude-li piipadné né€kterd ze stran trvat na splnéni povinnosti druhé smluvni strany ze smlouvy,
nebude se to vykladat jako vzdéani se jakéhokoliv prava touto smluvni stranou ¢i prava Zadat
splnéni této povinnosti. Zadné vzdani se prav vzniklych v diisledku poruseni smlouvy nebude
platné a ucinné, pokud nebude sepsano pisemné a podepsédno smluvni stranou, jez se prav vzdava,
a zadné vzdani se prav se nebude vztahovat na prava vzniklad v disledku nasledného nebo
jakéhokoliv jiného poruseni smlouvy.

Tato smlouva je vyhotovena ve tiech stejnopisech s platnosti origindlu, z nichz kazda smluvni
strana obdrzi po jednom vyhotoveni.

Pokud se jakékoli ustanoveni této smlouvy stane nebo ukaze, obecné &i relativn€, neplatnym nebo
neudinnym, nebude tim zddnym zplisobem dotcena platnost nebo ucinnost ostatnich ustanoveni
této smlouvy nebo dotéeného ustanoveni nad ramec relativni neplatnosti nebo neucinnosti.

Tato smlouva se Fidi pravnimi piedpisy Ceské republiky. Viechny spory, které vzniknou z této
smlouvy nebo v souvislosti s ni, a které se nepodafi vyfesit pfednostné smirnou cestou, budou
rozhodovany obecnymi soudy Ceské republiky.

Smluvni strany shodné prohlaSuji, Zze tato smlouva byla uzaviena na zaklad€ jejich pravé,
svobodné a vazné viile, nikoliv v tisni nebo za jinak jednostranné nevyhodnych podminek a



podpisem této smlouvy potvrzuji, Ze se dobie seznamily s textem této smlouvy a Ze se citi byt
jejim obsahem plné vazany. Na ditkaz souhlasu s obsahem této smlouvy pfipojuji smluvni strany
své vlastnoruéni podpisy.

10. Nedilnou soucasti této smlouvy je také jeji pfiloha ¢. 1 — Protokol Studie s nazvem Klonalni
hematopoéza neuréeného potencialu pii ischemické mozkové piihodé.
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P#iloha €. 1 — Protokol

Clonal hematopoiesis of indeterminate potential in ischemic stroke

Protocol outline

Last version: March, 2021

Authors:

IcRC/FNUSA, Brno: (I
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Background

Recently, it was demonstrated that clonal hematopoiesis of indeterminate potential (CHIP) is
associated with the risk of coronary heart disease or early-onset myocardial infarction. Further,
causality between CHIP and atherosclerosis was established in atherosclerosis-prone mice that were
transplanted with bone marrow from Tet2 knockout and from control mice. As compared with mice
that had received control bone marrow, mice that had received bone marrow from the Tet2 knockout

mice had a median lesion size in the aortic root that was twice as large after 5 weeks (NEJM 2017).

Hence, the data imply that somatic mutations in hematopoietic cells may contribute to the
development of human atherosclerosis. Of note, hematopoietic cell clones are rare in persons younger

than 40 years, but they occur in more than 10% in the population above 70 years (NEJM 2014).

The relationship between CHIP and risk of ischemic stroke has not been explored in details but is
highly clinically relevant for several reasons. First, many patients with stroke do not have clear cause
of the stroke or traditional risk factors present. Also, many patients with carotid atherosclerosis never
have stroke implying that atherosclerosis itself may not be enough to produce atherothrombosis and

vascular event,
Hypothesis
For this project we propose to study such relationship and explore one or several of the following

hypotheses:

Hypothesis 1: Clonal hematopoiesis is associated with carotid atherosclerosis generally.



Hypothesis 2: Clonal hematopoiesis is associated with symptomatic carotid atherosclerosis in the

Czech population.

Hypothesis 3: Clonal hematopoiesis is associated with ischemic stroke.

Hypothesis 4: Clonal hematopoiesis is more frequent in leucocytes fixed to endothelium affected by

carotid atherosclerosis as compared to circulating leucocytes or unaffected endothelium.

Hypothesis 5: Clonal macrophages/monocytes as leucocyte subtype have a major role in
atherosclerosis build-up. They are more frequently present in the atherosclerotic plague compared to

the peripheral blood.

Hypothesis 6: Occurrence of clonal hematopoiesis leads to stroke in patients with pre-existing carotid

atherosclerosis.

Objectives and purpose of the study

e To examine the association between clonal hematopoiesis of CHIP type and carotid
atherosclerosis.

e To identify new risk factors of ischemic stroke.

e To clarify in more detail to what extent clonal hematopoiesis affects etiopathogenesis of
atherosclerosis.

Methods
There are several important considerations for the study design:

1) Even if CHIP is associated with stroke or is causing stroke, it is not clear how exactly and to what
extent. Therefore, several hypotheses are possible that would require different design especially in

terms of definition of patient population.

2) Limit of detection for gene panel sequencing of leucocyte subsets and FACS performance are not

established and must be tested.

3) Sample size to detect a difference of CHIP between two patients’ populations will depend on CHIP
frequency in these two groups. Such frequency is unlnown and could be only extrapolated from very
limited data - see table 1 below. Therefore, before conducting properly powered study, more

information on expected CHIP frequency in different groups of ischemic stroke patients is needed.



4) It is expected that for properly powered study, sample size of around 1000 patients will be needed.
Therefore, project must be co-funded with finances from other grant and patient enrollment rate must

be sufficient.

Table 1 documents frequency of CHIPS in patients with atherosclerosis and controls. Also, it

calculates sample size that would be needed to detect such a difference.

Study Outcome CHIP positivity | CHIP positivity | Sample size of one
Atherosclerosis Atherosclerosis group needed to
present absent detect the difference

with Alfa 5% and
power 80%

Bioimage CAD 17% 10% 371

MDC CAD 7% 4% 903

AVTB MI early onset 2% 1% 2316

PROMIS MI early onset 2% 1% 2316

5) Prevalence of CHIP is low in patients below 70 (see figure 1 below). Therefore, studying CHIP in
patients below 70 would require increase of sample size. Excluding patients below 70 will, as a

tradeoff, decrease patients’ enrolment.
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Total 240 855 2894 5441 5002 2300 317 86 17
Figure 1. Prevalence of Somatic Mutations, According to Age.
Colored bands, in increasingly lighter shades, represent the 50th, 75th,
and 95th percentiles.




Given the considerations above, we propose to proceed in at least two stages. The first stage will
be a set of exploratory studies, underpowered, with pragmatic sample size (25-50 patients per group),
and with the main goal to optimize DNA extraction, sequencing method, and FACS method and to
detect signal for difference between two patients groups.

Total number of patients enrolled in the first phase would be 100-200. Up to 25 tissue samples will be

also analyzed.

In the second stage, we will run properly powered single center study with aim to detect statistical
difference between two patients’ groups. Previous exploratory study will help us to focus on patients’
groups that will most likely prove the hypothesis. It is estimated based on previous data that around

1000 of patients will be needed.

Design of the first exploratory study

One purpose of the exploratory study will be to obtain knowledge on the biology mechanisms of CHIP
and atherosclerosis. Therefore, tissue samples obtained during vascular surgeries will be tested for

presence of CHIP positive macrophages/monocytes within atherosclerotic plaques.

In line with the second goal, data from four groups of patients will be collected, 25-50 patients per
group. Goal is to prioritize hypothesis testing, increase precision of sample size calculation, and

estimate/optimize rate of patients’ recruitment.

We will enroll patients older than 70 years. Only patients with ischemic strokes in anterior circulation
will be included (no transitory ischemic attacks). The patients will be divided into 4 groups and in
each group will be enrolled 25-50 patients:
e Patients with a carotid stenosis (symptomatic carotid stenosis > 50% according to NASCET
criteria) who suffered an ischemic stroke. Etiology - TOAST 1.
e Patients with asymptomatic carotid stenosis 2 50% according to NASCET criteria.
e Patients with no carotid atherosclerosis or carotid stenosis < 30% who suffered an ischemic
stroke. Etiology - TOAST 2 and 3.
e Patients without ischemic stroke in their medical history and with no carotid atherosclerosis or

carotid stenosis < 30%.
In addition, in the first group we will obtain tissue samples of atherosclerotic plaque and the

surrounding tissue from carotid endarterectomy. The aim is to determine if in atherosclerotic plaque

there is increased presence of CHIP positive leucocytes compared to leucocytes circulating in
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peripheral blood. Subsequently, we will test if there is a difference in CHIP in endothelial cells

presented in AS plaque compared to the endothelium unaffected by the atherosclerosis.

Obtaining the biological samples and pre-analytical phase

For DNA sequence analysis from whole blood samples, 10 ml of peripheral blood will be drawn into
Cell-Free DNA BCT CE tube (Streck). Before posting, Streck tubes will be stored at a room

temperature and send to Olomouc within a week of blood drawing.

To obtain defined cell population (macrophages/monocytes and/or circulating endothelial cells, and
endothelial progenitor cells), we will use FACS flow cytometry approach (BD/Beckman Coulter). 5
ml of peripheral blood will be drawn into Cyto-Chex BCT tubes (Streck) for immune cells. When rare
populations of endothelial cells will be analyzed 10 ml of peripheral blood will be drawn. Streck tubes

will be stored at a room temperature and send to Olomouc within a week of blood drawing.

For plaque analysis : 5*5*5 mm of endothelial/plaque tissue will be stabilized by placing into 1000 ul
of stabilization solution (RNA later or Allprotect Tissue Reagent) at a room temperature and send to
lab for processing within week. The rest of the tissue will be placed to buffered 4% formaldehyde

solution and send for processing to Olomouc.

To detect CHIP related mutations, we will use MPS approach using a panel of frequently mutated
genes, defined in literature (Jaiswal 2014, 2017). lllumina MPS platform will be using amplicon based
enrichment library preparation with unique molecular indices.

All needed instruments are readily available in IMTM. Stabilization reagents,solution and tubes for
blood will be provided by UMTM

Outcome measures
FACS — fraction of blood elements.
MPS - presence of known variants with association to atherosclerosis, or known causal variants in a

defined (sub)set of cells.

Ethical considerations:

Patient samples, after consenting to the processing of biological material, will be handled in
accordance with Regulation 2016/679 of the European Parliament and of the Council (EU) of 27 April
2016 on the protection of individuals with regard to the processing of personal data and on the free
movement of such data and cancelling the Directive 95/46 / EC (General Data Protection Regulation;

hereinafter referred to as 'GDPR') and in accordance with the relevant national rules on personal data
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protection. The medical facility will keep the medical documentation according to the legal regulations
(Act No. 372/2011 Coll., On health services and conditions of their provision, Regulation No. 98/2012
Coll., On medical documentation, etc.), and the processing of personal data in health services. For the
purpose of processing personal data in the field of science and research, it is governed by the relevant
legal regulations (Act No. 378/2007 Coll., On Pharmaceuticals and on Amendments to Certain Related
Acts, Regulation No. 226/2008 Coll., On Good Clinical Practice and Closer Conditions of Clinical
evaluation of medicinal products). Informed consent by the trial subject, either a patient or a volunteer
involved in a particular research study will be obtained and the processing of personal data associated
with this research will primarily be based on his consent. Informed consent is signed by the subject (its
legal representative) during enrolling the patient into study. The informed consent includes, in addition
to personal data, the intended purpose of the resaerch and its possible risks and the impact on the
health of the person. Further treatment of biological material after its use in the study is described as

well.

Data analysis
Percentual distribution of particular blood elements using FACS.

Primary and secondary analysis of MPS data, with list of frequencies of detected variants associated
with CHIP.

Study financing
Research project is funded from grant resources - ENOCH

Attachments:

Informed consent
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