CLINICAL TRIALAGREEMENT

This Clinical Trial Agreement (hereinafter referred to
as Agreement), legally binding and effective after the
date of the last signature of the Agreement and on
the day of registering in the Contract Register, is

entered into and between:

I
Region Skane,

Sweden (hereinafter referred to as the “Sponsor”)

represented by |

I i Power of Attorney

and I (hereinafter referred to as the

“Principal Investigator” (PI).
And

Il.
Fakultni nemocnice Hradec Kralove

with its registered address at Sokolska 581, 50005
Hradec Kralove — Novy Hradec Kralove, Czech
Republic, represented by the director prof. Vladimir

Palicka, MD, PhD, dr. h.c..

Company ID No.: 00179906
Tax ID No.: CZ 00179906

hereinafter referred to as the “Participating center”

(PC).
And

working at |I.
Cardioangiology
DoB: I

hereinafter referred to as the “Site Investigator”

(S1).

Sponsor/Pl and SI/PC are hereinafter together
referred to as “the Parties” and individually as
“Party”.

Skanevard Sund, Helsingborg
Hospital, S Vallgatan 5, SE-251 87 Helsingborg,

Department of Internal Medicine

SMLOUVA O PROVEDENI KLINICKEHO
HODNOCENI
Tuto Smlouvu o provedeni klinického hodnoceni,
ktera se uzavird ke dni podpisu posledni smluvni
strany a uverejnéni smlouvy v registru smiuv,
(dale uvadéno jen jako ,Smlouva“) uzaviraji:

I

Region Skane, Skanevard Sund, Helsingborg
Hospital, S Vallgatan 5, SE-251 87 Helsingborg,
Svédsko (dale uvadén jen jako ,,Zadavatel*)
kterou zastupuje

B <icr¢mu byla udélena pina
moc, a pan | (d4le uvadén jen jako

»Hlavni Zkousejici (PI)“
A

Il.

Fakultni nemocnice Hradec Kralové

se sidlem Sokolska 581, 50005 Hradec Kralové
— Novy Hradec Krélové, Ceska Republika, kterou
zastupuje prof. MUDr. Vladimir Pali¢ka, CSc., dr.
h., c., feditel.

Identifikacni Cislo spole¢nosti : 00179906
Darové identifikacni ¢islo : CZ 00179906

dale uvadéno jen jako ,,Poskytovatel” (PC).

A

ktery pracuje na l. interni kardioangiologické
klinice

Narozen: | IEGzGzNG

dale uvadén jen jako ,,Zkousejici“ (Sl).

Zadavatel/Pl a SI/PC jsou dohromady nazyvany
»otrany“ a jednotlivé ,Strana®.



INTRODUCTION

The Sponsor has initiated the TTM2-trial (hereinafter
referred to as the Trial) described in protocol no.
NCT02908308 “Targeted Hypothermia versus
Targeted Normothermia after  Out-of-hospital
Cardiac Arrest. A Randomised Clinical Trial”
(hereinafter referred to as the protocol) attached as
Exhibit A.

This Agreement specifies rights and duties of the
Parties, namely the SI/PC responsibilities and the
Sponsor/PI responsibilities within the scope of the
Trial.

The parties agree that the trial will be concucted in
accord with Czech Law and international
regulations, namely:

Act No. 372/2011 Sb. about health care services
including the respective decrees, mainly the
Decree No. 226/2008 Sb. describing the rules for
a good clinical practice and clinical trials.

The International Conference on Harmonisation of
Technical Requirements for Registration of
Pharmaceuticals for Human Use Good Clinical
Practice: Consolidated Guideline and others
generally accepted principles of good clinical
practice and other generally accepted rules for
good clinical practice.

The general data protection regulation of the
European Parliament and Council 2016/679
(GDPR)

UvoD

Zadavatel inicioval vyzkumnou studii TTM2 (dale
jen Studie), ktera je popsana v protokolu €.
NCT02908308 ,Cilena hypotermie vs. cilena
normotermie po mimonemocnicni srdecni
zastavé. Randomizovana klinicka studie” (dale
jen protokol) jez je pfipojen jako Pfiloha A.

Tato smlouva specifikuje prava a povinnosti
Stran, jmenovité SI/PC a Zadavatele/Pl, v rdmci
této Studie.

Smluvni strany se dohodly, Ze studie bude
provedena v souladu s pravnimi piedpisy Ceské
republiky a mezinarodnimi doporuenimi, a to
zejména:

Zakonem ¢. 372/2011 Sb., o zdravotnich
sluzbach v platném znéni, v€etné provadécich
pFedpist k témto zakondm (zejména vyhlaskou
€. 226/2008 Sb., kterou se stanovi spravna
klinicka praxe a bliz§i podminky klinického
hodnoceni |éCiv)

Mezinarodni  konferenci o  harmonizaci
technickych pozadavku na registraci
humannich IéCivych pfipravka Spravna klinicka
praxe: Konsolidovana  smérnice (the
International Conference on Harmonisation of
Technical Requirements for Registration of
Pharmaceuticals for Human Use Good Clinical
Practice: Consolidated Guideline) a dalSimi
obecné akceptovanymi zdsadami spravné
klinické praxe.

Obecnym nafizenim evropského parlamentu
a rady 2016/679 o ochrané osobnich udajl
(dale jen ,GDPR®).



The SI/PC has agreed to participate in the Trial.
Therefore the Parties have agreed on the following
terms and conditions for the Agreement:

1. PERFORMANCE OF TRIAL

The Sponsor/Pl will ensure that ethical permissions
from relevant ethical comittee and relevant
insurance of trial participant are in place before
inclusion of the first trial participant.

The Sponsor/Pl agrees to provide the SI/PC with all
relevant clinical information and advice which are
required for the proper planning and conduct of the
Trial throughout the Trial period; and reasonable
supervision and monitoring during the conduct of the
Trial.

The Parties agree to use reasonable efforts and
professional expertise to perform the Trial in
accordance with the Protocol including any
subsequent Protocol amendments, all applicable
legal and regulatory requirements, and in
accordance with the terms and conditions in this
Agreement.

The Sponsor will distribute latest approved protocol,
Informed Consent Forms (ICFs) and other trial
documents to SI/PC. The SI/PC will ensure to
implement the latest approved protocol, ICFs and
other trial documents without delay.

S| will take on Investigator responsibilities including

but not limited to:

- Personally conduct or supervise this Trial at the
PC.

- In accordance with applicable guidelines and the
Protocol appoint additional site investigators to
assist in the conduct of the trial

- Ensure together with heads of participating
departments of PC that there is sufficient time,
resources, including equipment and qualified
personnel available to perform this trial.

SI/PC souhlasi se svou ucasti na Studii. Proto se
Strany dohodly na nésledujicich podminkach této
Smlouvy:

1. PROVADENI STUDIE

Zadavatel/PI zajisti, Ze souhlas pfislusné etické
komise a odpovidajici pojisténi studie bude
k dispozici jeSté prfed =zafazenim prvnich
ucastnika studie.

Zadavatel/Pl souhlasi stim, ze poskytne SI/PC
vesSkeré nalezité informace a rady, které jsou
pozadovany pro fadné planovani a vedeni Studie
po celou dobu jejiho trvani a také dostatecny
dozor a monitoring b&hem provadéni Studie.

Strany souhlasi, Zze vynalozi odpovidajici Usili a
profesiondlni zkuSenosti, aby provedly Studii
v souladu s Protokolem vcetné jakychkoliv
naslednych doplnéni Protokolu, a dale, Ze dodrzi
veSkeré nalezité pravni a jiné pozadavky
v souladu s podminkami obsazenymi v této
Smiouvé.

Zadavatel doda SI/PC nejnovéjsi schvaleny
protokol, formulafe informovaného souhlasu
(ICFs) a ostatni dokumenty studie. SI/PC zajisti
provadéni studie podle schvalenych poslednich
verzi protokolu, ICFs a ostatnich dokumentd
studie a to bez zbyte€ného zprodleni.

Sl na sebe bere jako Vyzkumnik vesSkerou

nasledujici avSak nikoliv jen tuto odpovédnost:

- Osobné vést nebo dozorovat Studii v PC.

- Vsouladu s pfisluSnymi zasadami a
Protokolem jmenovat dalSi spolupracujici
osoby, které se budou podilet na provadéni
studie.

- Zajistit spolu s vedenim zuc€astnénych Kklinik
PC, Ze pro tuto studii bude dostatek Casu,
zdroju, vcetné vybaveni a kvalifikovaného
personalu.

- Zajistit, Ze vesSkery podilejici se personal bude



- Ensure that all involved site staff are properly
trained for the conduct of this trial and are fully
informed  about their obligations. Inform
Sponsor/PI if changes of Sl at the PC and use
reasonable endeavors to find a replacement.

- WIill not introduce any changes to the protocol
except when necessary to protect the safety,
rights and wellbeing of patients. Such changes
shall immediately be communicated to Sponsor.

- Will obtain a written, dated and signed informed
consent for each Trial subject according to
decision from the ethical committee and will
maintain a signed original of that consent in the
subject’s record. PC and/or Sl(s) will allow
Sponsor/monitor to inspect signed informed
consent forms during monitoring visits.

- Report Serious Adverse Events according to the
trial protocol.

- Reporting of follow up and survival in all recruited
participants until the end of trial according to the
Protocol.

Sl is responsible that all patients with out-of-hospital
cardiac arrest entering the PC will be screened in
the electronic Case Report Form (eCRF) and that
patients fulfilling inclusion criteria and not fulfilling
exclusion criteria according to the Protocol are
randomized in the trial. As soon as participants have
regained consciousness and are able to make an
informed decision they will be asked to sign an
informed consent form. The SI will do his best to
recruit at leastjjjjijtrial participants for the Trial within
the trial period. The Sponsor is entitled to increase
or decrease the total number of patients to be
enrolled at each individual site to ensure that the
total number of patients recruited in the Trial does
not exceed approved number of patients and the
Trial adhere to agreed timelines.

pro provadéni studie fadné proskoleny a plné
informovany o svych povinnostech. Informovat
Zadavatele/Pl v pfipadé zmén Sl na PC a
vynaloZit odpovidajici usili k zajisténi nahrady.

- Nebude provadét zmeény protokolu s vyjimkou
pripadd, kdy to bude nezbytné k ochrané
bezpecnosti, prav a zdravi pacient(. Takové
zmény musi byt okamzité sdéleny Zadavateli.

- Ziska pisemny informovany souhlas, ktery
bude datovan a podepsan od kazdého
subjektu ze Studie tak, jak o tom rozhodne
etickd komise a uchova podepsané originaly
téchto informovanych souhlast ve slozce

kazdého subjektu. PC a/nebo SI umozni
Zadavateli/dozoru kontrolovat  formulare
informovaného souhlasu v pribéhu
kontrolnich navstév.

- Hlasit zavazné a nezadouci udalosti dle
protokolu studie.

- Vsouladu s Protokolem hilasit (daje o

sledovani a preziti u v8ech naborovanych
UCastnikd az do konce studie.

Sl je odpovédny, ze vSichni pacienti

s mimonemocniéni srdec¢ni zastavou, ktefi budou
pfijati do PC, projdou skriningem a budou
zaevidovani do elektronické databaze (Case
Report Form, eCRF). Pacienti, ktefi budou dle
Protokolu splfiovat vstupni kritéria a nebudou
splfiovat vylu€ovaci kritéria budou zarazeni do
studie a randomizovani. Jakmile u&astnici
nabudou védomi a budou schopni se samostatné
rozhodovat, budou pozadani o podepsani
formulare informovaného souhlasu. Sl vynalozi
veskere usili, aby v prabéhu studie ziskal alespon
Il ¢astnik( Studie. Zadavatel je opravnén
zvysit, €i snizit celkovy pocet pacientd, ktefi maji
byt zapsani na kazdém jednotlivém pracovisti,
aby se zajistilo, ze celkovy pocet pacientl
ziskany ve Studii nepfekroci schvaleny pocet, a
Ze Studie bude provadéna dle harmonogramu.

SI/PC bez prodleni oznami Zadavateli vSechny



SI/PC will promptly report to Sponsor all changes in
the research activity, any change of Sl and all
unanticipated problems involving risks to human
subjects or others.

2.1. REGULATORY, ETHICS COMMITTE AND
OTHER APPROVALS

The Sponsor or a Sponsor representative will ensure
that the Protocol, Informed Consent form, Trial
Advertisement and any other relevant submission
documents are submitted to the ethics committee
(EC) in the Czech Republic in accordance with
applicable laws and regulations. The Sponsor will
ensure that written approval from the EC are
obtained prior to commencement of the Trial and
that SI/PCs are provided with documentation on
approvals and the latest approved Trial documents.
SI/PC agrees not to commence the Trial before
approval as above has been obtained.

SI/PC is obligated to provide all information
necessary in order for the Sponsor to fulfill above
mentioned obligations. SI/PC will be responsible for
ensuring that any local requirements specific for
their site are in place and inform the Sponsor or a
Sponsor representative of this. SI/PC is responsible
for implementing the latest approved Trial
documents in a timely manner.

2.2. MONITORING, AUDIT AND INSPECTIONS

Monitoring: Site initiation, interim monitoring and
close out visits will be performed by the Contract
Research Organization: Aprova s.r.0., Id.No.:
27703754, seated at: Jana Uhra 168/10, Brno, 602
00 Czech Republic according to a separate
monitoring plan and agreement between the
Sponsor and APROVA. The SI/PC will facilitate the
monitoring of the Trial by ensuring access to the trial
site, facilities and patient source data (in accordance
with the decision of the Ethics Committee). The
SI/PC will work together with the monitor to ensure
this.

zmény ve vyzkumnych aktivitach, jakékoliv
zmény VP a v8echny neocekavané problémy,
které mohou byt potencionalné nebezpecéné pro
subjekty hodnoceni a vSechny ostatni problémy.

2.1. REGULACNI A ETICKA KOMISE A
OSTANi POVOLENI

Zadavatel nebo zastupce Zadavatele zajisti, Ze
Protokol, formulaf Informovaného Souhlasu
(ICF), Propagace Studie a jakékoliv jiné
relevantni dokumenty ktomu uréené budou
predloZeny etické komisi (EK) v Ceské Republice
v souladu s pfislusnymi zakony a nafizenimi.
Zadavatel zajisti, ze pisemné povoleni od EK
bude ziskano dfive, nez zapocne Studie a ze
SI/PC maji k dispozici dokumenty podléhajici
schvaleni a také nejnovéjSi schvalené dokumenty
Studie. SI/PC souhlasi, Ze neza¢ne Studii dfive,
nez bude ziskano vySe zminéné povoleni.

SI/PC je povinen poskytnout vSechny informace
nezbytné ktomu, aby Zadavatel splnil vy$e
zminéné povinnosti. SI/PC jsou odpovédni, ze
zajisti, ze veskeré pozadavky a nalezitosti tykajici
se jejich pracovisté budou splnéné a informuji o
tom Zadavatele nebo Zadavatelova zastupce.
SI/PC je zodpovédny za pravidelné vkladani
nejnoveéjsi schvalené dokumentace do Studie.

2.2. MONITORACE, AUDIT A INSPEKCE

Monitorace: Iniciace vyzkumného centra,
prubézny monitoring a zavére¢na navstéva bude
provedena Smluvni Vyzkumnou Spole¢nosti
(SVS): Aprova s.ro., 1.C.O.: 27703754, se
sidlem: Jana Uhra 168/10, Brno, 602 00 Ceska
Republika, a to dle zvlastniho monitorovaciho
planu a smlouvy mezi Zadavatelem a spole¢nosti
APROVA. VP/UC usnadni monitoring Studie tak,
Ze zajisti pfistup na vyzkumné pracovisté, do
jeho prostor a ke zdroji dat o pacientech v
souladu s vyhldSkou o spravné klinické praxi (v
souladu s rozhodnutim Etické Komise). SI/PC
budou s monitorujicim spolupracovat tak, aby byl
monitoring zajistén.

Audit - Inspekce: VP/UC souhlasi stim, Ze



Audit-Inspections: SI/PC agrees to permit
representatives of Sponsor to perform
Audits/Inspections (upon reasonable written notice
and at a reasonable frequency) to examine at any
reasonable time during normal business hours, (i)
the facilities where the Trial is conducted, (ii) raw
data including original patient records provided such
access is reflected in the ICF, and (iii) any other
relevant information necessary to confirm that the
Trial is being conducted in compliance with the
Protocol and any applicable laws and regulations.
SI/PC shall immediately notify Sponsor if a
competent health authority schedules or, without
scheduling, begins an inspection of the site.

During a monitoring or audit in the PC, Sponsor and
authorised persons of the Sponsor/CRO are
required to respect the operating conditions of the
PC provided that the place and time of monitoring or
audit have been determined by the CRO after
agreement with the S| and to the extent that such
operating conditions do not violate Protocol
requirements.

General: SI/PC agrees to take any reasonable
actions to cure deficiencies noted during a
monitoring visit, audit or inspection performed by
Sponsor, Sponsor representative or competent
health authority. SI/PC agrees to be available in
connection with monitoring visits, reply to raised
queries when remote monitoring is performed and
maintain adequate and accurate records and to
make those records available for monitoring,
inspection or audit. The data from the Trial will be
stored by the PC for the time limited set by
respective laws, i.e. for 15 years since completing
the Trial at the PC (as stipulated by the law).

PC will archive the source data from the Trial for the
duration of 5 years at no cost as it is stipulated by
Czech law (Act No. 378/2007 Sb.). Additional
achiving for 10 years will be charged by the sum of

I A icr the signature of the

Agreement, an invoice for additional archiving will be
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povoli zastupcum Zadavatele provést
Audit/Inspekce (na z&kladé obvyklého pisemného
upozornéni a vobvyklé frekvenci), které
provéfi kdykoliv béhem bézné pracovni doby (i)
pracovisté, kde je Studie provadéna, (ii) hruba
data vcetné originalu zaznamu pacientd za
predpokladu, Ze takovy pfistup je reflektovan
v FIS, a (iii) jakékoliv jiné relevantni informace
nezbytné k tomu, aby bylo potvrzeno, Zze Studie
je vedena v souladu s Protokolem a veskerymi
pFisluSsnymi zékony a pfedpisy.

VP/UC musi neprodlené upozornit Zadavatele
v pfipadech, kdy kompetentni zdravotnicka
autorita zapoCne at uz planovanou nebo
neplanovanou inspekci pracovisté.

Béhem monitoringu nebo auditu u UC, Zadavatel
a osoby povéfené Zadavatelem/SVS maji
respektovat pracovni podminky UC za
predpokladu, Ze misto a ¢as monitoringu nebo
auditu byl uréen SVS po domluvé s VP a to
v takovém rozsahu, Ze tyto nenarusi pozadavky
obsazené v Protokolu.

Obecné: SI/PC souhlasi, ze podnikne maximalni
soucinnost k odstranéni nesrovnalosti zjisténych
béhem monitorovacich navstév, auditu nebo
inspekce provadéné Zadavatelem, zastupcem
Zadavatele nebo kompetentnim zdravotnim
organem. SI/PC souhlasi, ze bude k dispozici
v souvislosti s monitorovacimi navstévami, bude
odpovidat na vznesené otazky, kdyz bude
provadén vzdaleny monitoring a bude pofizovat
adekvatni a pfesné zaznamy a poskytne tyto
zaznamy pro uc€ely monitoringu, inspekce nebo
auditu. Data ze Studie budou uloZzena PC po
dobu stanovenou pfislusnymi zakony, to je po
dobu 15 let od ukonceni Studie u PC (jak je
nafizeno zakonem).

Poskytovatel provede bezplatnou archivaci 5 let
v souladu se zakonem ¢&. 378/2007 Sb. a na
dalSich 10 let provede zpoplatnénou archivaci —

B = zpoplatnénou archivaci bude
vystavena faktura po podpisu smlouvy.

Zadavatel v predstihu 6 mésicd od konce
zpoplatnéné archivace oznami poskytovateli, Ze



issued.

Six months before the end of additional archiving
period the Sponsor will inform PC, whether a further
archiving is required and eventually pay the
respective costs.

In case the Sponsor will not request or will not pay
for the additional archiving it is assumed that PC can
discard the archived Trial documents.

2. REPORTING OF TRIAL DATA

SI/PC will record Trial data in the eCRF and other
provided source data documents as instructed. The
SI/PC is obliged to complete the eCRFs within a
reasonable time period after retrieval of the data.
The Sl has to review all pages within the eCRF for
accuracy and consistency with the protocol, and sign
and date the eCRF upon completion.

If queries are raised during the data cleaning
process, electronic query forms will be sent to the
SI/PC for clarification, who will, correct or complete
as required.

S| should provide Sponsor with status update
reports regularly or when requested.

3. REMUNERATION

In accord with internal regulations of PC, the
Sponsor is obliged to reimburse PC with the sum of
I 0 cover the costs for concluding the
contract.

The Sponsor is obliged to reimburse the Trial
expenses against an invoice from the PC with a
lump sum payment of | oatient for the
period from randomisation to hospital discharge,
after completion of the full eCRFs.

trva na dalSi archivaci a uhradi naklady stim
spojené.

V pfipadé, Ze ve shora uvedené |huté zadavatel
nesdéli pozadavek na dalsi archivaci ¢i neuhradi
poplatek na dal$i archivaci, ma se za to, Ze je
Poskytovatel ~ opravnén Kk likvidaci  vSech
archivovanych dokumentt Studie.

2. HLASENI DAT STUDIE

SI/PC bude zaznamenavat ziskana data Studie
do eCRF a dal8i poskytnuté zdrojové studijni
dokumentace podle instrukci. SI/PC se zavazuije,
Zze bude ziskana data vyplhovat do eCRF v
pfiméfeném c&ase. Sl je povinen zkontrolovat
vSechny strany eCRFs ohledem na pfesnost,
soulad s protokolem. Kompletizaci eCRF Sl
potvrdi podpisem a datem.

Pokud budou béhem analyzy dat vzneseny
dotazy nebo pfipominky, budou feSeny formou
elektronickych formularu, které budou zaslany
SI/PC. SI/PC tim zplsobem zajisti objasnéni,
opravu nebo doplnéni chybéjicich dat.

Sl bude prabézné, pravidelné nebo na vyzadani,
informovat Zadavatele o stavu a prabéhu studie.

3. UHRADA

V souladu s vnitfnimi pfedpisy PC je Zadavatel
povinen uhradit PC ¢astku |l spojenou s
naklady na uzavfeni smlouvy.

Zadavatel je povinen uhradit PC, na zakladé
faktury a kompletné vyplnéného eCRF, pausalni
naklady ve vysi | za pacienta za dobu
od randomizace do propusténi z nemocnice.

Zadavatel je povinen uhradit PC, na zéakladé
faktury a kompletné vyplnéného eCRF, pausalni
naklady ve vysi Il za pacienta za dobu
od propusténi z nemocnice do 6 meésicu od
randomizace za predpokladu, Ze =zavérecné



The Sponsor is obliged to reimburse the Trial
expenses against an invoice from the PC with a
lump sum payment of | oatient for the
period from hospital discharge until 6 months follow
up, after completion of the full eCRFs and if the
patient has been examined at an in-house visit. If a
telephone follow-up has been performed, the
reimbursement will be |l patient.

PC shall invoice the Sponsor according to the actual
amount of patient visits and other costs in 6 month’s
instalments or according to the progress of the Trial.
The invoices will mention the name of Institution, the
department invoicing services, the name of the trial,
the name of the SI and the VAT number of
Institution. Payments will be carried out within 30
days from invoice date.

The invoices will be issued in Czech crowns (CZK).
The total amount of payment will be calculated
according to the actual exchange rate of the Czech
National Bank.

Invoice details will be sent to the following address:

Fakulni nemocnice Hradec Kralové

Odbor finance a analyz

Sokolska 581

50005 Hradec Kralove

Czech Republic

contact person: Jitka Halesova
(iitka.halesova@fnhk.cz, phone +420 495 833 827).

Any such invoice shall be sent to:
Region Skane

Ské&nevard Sund

RSID 120525

SE-205 01 Malmo

Sweden

VAT: SE 232100025501

The parties agree that Sponsor, shall pay the entire
compensation to the Institution to the account

8

vySetieni pacienta bude provedeno v nemocnici.
V pfipadé, kdy bude zavére¢na Kkontrola
provedena formou telefonniho rozhovoru, bude
Zadavateli tgtovana éastka | za pacienta.

PC bude Zadavateli zasilat faktury v 6-ti
meésicnich intervalech nebo v souvislosti s
postupem studie. Faktury budou odpovidat
skute€nému poctu navstév a dalsim nakladdm.
Faktury budou obsahovat jméno instituce, , nazev
Studie, jméno SI a DIC PC Platby budou
provedeny do 30 dnl od data fakturace.

Faktury budou vystaveny v Ceskych korunach.
Vysledna ¢astka bude vypoctena dle aktuélniho
sménného kurzu Ceské narodni banky.

Fakturacni udaje budou poslany na nasledujici
adresu:

Fakultni nemocnice Hradec Kralové

Odbor financi a analyz

Sokolska 581

500 05 Hradec Kralové

Ceské Republika

Kontaktni osoba: Ing. Jitka Halesova
(jitka.halesova@fnhk.cz, tel: +420 495 833 827).

Kazda takova faktura bude poslana:
Region Skane

Skénevard Sund

RSID 120525

SE-205 01 Malmd

Sweden

VAT: SE 232100025501

Strany souhlasi, Zze Zadavatel zaplati instituci
vesSkeré uhrady na Ucet, ktery je uveden nize:



indicated below:

Tax ID Number CZ00179906

Beneficiary Name Fakultni nemocnice Hradec
Kralove

Bank Name Ceska narodni banka

Bank Address Na Pfikopé 28, 115 03
Praha 1

Bank Account n. 24639511/0710

IBAN Number CZ33 0710 0000 0000 0000

Swift Code/CBU CNBACZPP

Specific symbol

The place of taxable supply for value-added tax is
outside the Czech Republic under the Art. 9 sect. 1
of the Act No. 235/2004 Sb., on the value-added tax
(Czech law) and under the article 196 of the EU
Directive 2006/112/EC.

4. DURATION

This agreement shall come into force upon signature
by both Parties and its registration in Contract
Registry. It shall remain in full force and effect,
except in case of early termination as described in
article 5 hereunder, until the end of the Trial and
completion of obligations of the Parties under this
trial.

The end of the Trial will be 24 months after the last
randomized participant according to the Protocol or
earlier if the Steering Group decides to stop and
close the trial. Enroliment of the first patient at the
PC is expected Q3 2018. Expected duration of the

Trial is from |

The Parties agree that PC will
Agreement in Contract Registry.

register this

The Parties agree that, before registering the
Agreement in the Contract Registry, the marked
business secrets will be deleted from the text and
the Appendices of the Agreement will be disclosed
in no more than very essential extent.

DIC CZ00179906
Prijemce Fakultni nemocnice Hrad
Kralove

Nazev banky Ceska narodni banka

Adresa banky Na Prikopé 28, 115 03
Praha 1

Cislo uctu 24639511/0710

IBAN CZ33 0710 0000 0000 0C

Swift Code/CBU CNBACZPP

Variabilni symbol Cislo faktury

Misto dariového pInéni pro DPH je mimo uzemi
CR podle ¢élanku 9, odstavce 1 zakona 235/2004
Sb. o dani z pfidané hodnoty (Ceského prava) a v
souladu s ¢lankem 196 EU  smérnice
2006/112/EC .

4. TRVANI

Tato smlouva nabyva platnosti podpisem obou
Stran a je u¢inna ode dne uvefejnéni smlouvy v
registru smluv. Smlouva zistava platné a ucinna,
s vyjimkou pfipadu pred€asného ukonceni tak jak
je popsano nize v ¢lanku 5, az do ukonceni
studie kdy vSechny strany spini své povinnosti
spojené se svoji Ucasti ve studii.

Konec Studie bude 24 mésicd po zafazeni
posledniho pacienta dle Protokolu nebo dfive,
pokud se Vedeni studie rozhodne pfestat a studii
ukongit. Zafazeni prvnich pacientt v PC se
oCekava v Q3 2018. Ocekavana délka Studie je

Smluvni strany se dohodly, Ze tato smlouva bude
uvefejnéna v registru smluv a uvefejnéni smlouvy
provede PC.

Smluvni strany se dohodly, Ze oznacené
obchodni tajemstvi zadavatelem, bude pfed
zadanim smlouvy do registru smluv odstranéno a

pfilohy smlouvy budou v registru smiuv
uverejnovany v nezbytném rozsahu.
Pfed podpisem smlouvy Zadavatel zasle

Poskytovateli finalni verzi smlouvy ve strojové



Before the signature of the Agreement, the Sponsor
will sent the PC the final version of the Agreement in
a machine-readable format with marked parts
considered to be a business secret. The Sponsor
will sent the final version of the Agreement for
registration to e-mail address
dasa.prokupkova@fnhk.cz.

The Parties agree that the estimated compensation
amount for the conducting of the clinical trial with the
maximum number of patients completing the visits
according to the Protocol is | NG it 50% of
the randomised patients are assumed to survive and
attend an in-house follow-up visit at 6 month.

5. TERMINATION

A party may terminate this agreement with
immediate effect upon written notice to the other
party if the subjects/patients involved in the Trial is
considered by any party, to suffer any damages or
health risks by completing the Trial.

A party has the right to terminate this Agreement at
any time if:

the other party violates any of its obligations
under this Agreement and fail to remedy its
violation within 30 (thirty) days after receipt of
a written notice thereof from the complaining

party;
i. the other party is declared bankrupt,
suspends its payments, makes a

composition on behalf of its creditors, or
otherwise becomes insolvent;

ii.  If any certificate, authorisation or exemption
relevant to the performance of the Trial is
withdrawn or suspended without renewal.

Termination should be given as written notice 30
days prior to requested termination.
The Sponsor may further terminate the Agreement
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Citelném formétu s podbarvenym textem smlouvy,
které povazuje Zadavatel za obchodni tajemstvi.
Smlouvu Kk uvefejnéni zaSle zadavatel na
emailovou adresu dasa.prokupkova@fnhk.cz

Strany souhlasi, Ze odhadovana suma za Uhrady
za vedeni klinické studie s maximalnim poctem
zafazenych pacientl, u kterych bude provedeno
vysetieni dle Protokolu, je | IGNGNzG :z2
predpokladu, ze 50% zafazenych pacient(
prezije a absolvuje kontrolni vySetfeni po 6
meésicich.

5. UKONCENI

Strany mohou ukongit tuto smlouvu s okamzitou
platnosti poté, co zaslaly pisemné upozornéni
druhé strané a pokud subjekty/pacienti zahrnuti
ve Studii utrpéli dle uvahy kterékoliv ze stran
jakoukoliv Ujmu nebo jsou ohrozeni na zdravi
z ddvodu ucasti ve Studii.

Strana ma pravo ukoncit tuto Smlouvu kdykoliv,
kdyz:

i. druhd strana porusi své zavazky dle této
Smlouvy a nepodafi se ji napravit toto
pochybeni do 30 (tficeti) dnd po tom, co
obdrZela o této véci pisemné upozornéni
od stézuijici si strany;

ii. druhd strana vyhlasi bankrot, pozastavi
svoje platby, musi ucinit vyrovnani se
svymi veéfiteli, nebo je jinak insolventni;

ii. pokud jakékoliv potvrzeni, autorizace
nebo vyjimka nezbytna Kk provadéni
Studie je odejmuta nebo pozastavena bez
obnoveni.

Ukon€eni by mélo byt podano jako pisemné
oznameni 30 dni pfed pozadovanym ukoncenim.
Zadavatel muaze dale ukonéit Smlouvu
nasledujicim zpdsobem:



as follows.

i. If the SI(s) recruits no subjects or recruits
such a low number of subjects that it can
be objectively assumed that the agreed
number of subjects will not be reached
during the planned recruitment phase.

ii. If continuation of the Trial becomes
unfeasible for the Sponsor for efficacy or
scientific reasons.

Termination should be given as written notice 30
days prior to requested termination.

In the event the Trial is discontinued or the
Agreement terminated prematurely, remuneration for
services and expenses payable under this
Agreement shall be limited to the pro-rated fees
based on actual work performed and actual
expenses committed pursuant to the Trial Protocol.

6. LIABILITY AND INSURANCE

The sponsor shall indemnify, defend and proctect
PC, its managers, functionaries, employees and all
investigators involved in the Trial (hereinafter
referred to as “the Indemnification”) for all
requirements, claims, legal action, law suits or
related expenses that can be brought against
anyone mentioned above for causing the subjects
enrolled in the Trial the damage to the health
(including death) or the personal assets in relation to
any study procedure correctly performed according
to the Study protocol.

If required by Law, the Sponsor shall maintain a

respective comprehensive policy of insurance,
including the coverage of PC/SI's liability or
liabilities.

7. CONFIDENTIALITY

Confidential information shall mean any information
disclosed to the SI/PC by the Sponsor in connection
with and during the terms of this agreement and any
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i. kdyZz VP neziska zadné subjekty nebo
kdyz jich ziska tak malé mnozstvi, Ze
muze byt objektivné dovozeno, Ze
domluveny pocet subjektt  nebude
béhem planované naborové faze ziskan.

i. pokud pokracovani Studie nebude
proveditelné pro Zadavatele z davodu
efektivnosti nebo z védeckych duvodu.

Ukoncéeni by mélo byt podano jako pisemné
oznameni 30 dni pfed pozadovanym ukonéenim.

V pfipadé, Ze Studie je prerusena nebo Smlouva
pfedCasné ukoncena, Uhrada za sluzby a naklady
splatné dle této smlouvy budou omezeny na
jmenovité poplatky zalozené na skute€né
provedené praci a skuteCnych vydajich
realizovanych dle Protokolu Studie.

6. ZODPOVEDNOST A POJISTENI

Zadavatel odskodni, bude hajit a kryt PC, jeho
spravce, funkcionafe, zastupce, zaméstnance a
vSechny zkouSejici zapojené do tohoto projektu
(spole¢né ,Odskodnovani*) za  veSkeré
pozadavky, naroky, zaloby, soudni fizeni nebo
naklady na soudni fFizeni, které mohou byt
vedeny nebo zahdajeny proti kterémukoli z nich
zdavodu 8kody na zdravi (v€etné usmrceni)
kteréhokoli Subjektu hodnoceni, nebo Skody na
majetku, které vzniknou pfimo v dusledku
fadného  provadéni  jakéhokoliv ~ Studijniho
postupu vyzadovaného Protokolem. Pokud je to
pFislusnymi zakony vyZadovano, bude zadavatel
po celou dobu provadéni klinického hodnoceni
pojistén a soucasné zajisti i pojisténi PC/SI.

7. DUVERNOST

Davérnost informaci se tyka jakékoliv informace,
kterou Zadavatel sdélil SI/PC ve spojitosti
s prubéhem a obsahem této smlouvy a jakékoliv
a vSechny vysledky. SI/PCsouhlasi stim, Ze
bude udrZzovat takto mu svéfené davérné
informace vtajnosti pfed vSemi osobami
s vyjimkou téch, které potfebuji takové informace



and all results of the services. The SI/PC agrees to
hold all such confidential information in trust and in
confidence. The SI/PC undertakes not to disclose
any such confidential information to any person
other than those persons who have a need to know
such confidential information for purposes of
carrying out the terms of this agreement. SI/PC use
and disclosure of patient health and medical
information is subject to compliance with applicable
Data Protection Laws.

Confidential Information shall not be used by the PC
or the Sl without Sponsor’s prior written consent -
which shall not be unreasonably withheld — except
as necessary to perform the activities described in
this Agreement or until the lapse of five (5) years
from the date of expiration or cancellation of the
Agreement.

The following information is not considered

Confidential Information:

(i)  Information that is already known at the time of

its revelation or later is made public through no

fault of the Sl or;

Information that the SI at the time of its

revelation can show was already known by the

Sl(s) or;

(iii) Information that the S| has received in good

faith from a third party or;

(iv) Information that can be demonstrated as
independently developed or acquired by the SI
without reference to or reliance upon

information disclosed by Sponsor or;

(ii)

(v)

Information that is required to be disclosed by
law.

Sponsor shall respect all privacy laws and
regulations and shall to the extent possible under
applicable law, hold pseudoanonymous all patient
information it receives under this agreement. Any
personnel professional information concerning the
PC, the Sl and any other Trial staff will only be used
for this Trial and for the recruitment concerning
possible future studies by Sponsor itself under the
laws of the Czech Republic. In addition, the Sponsor
undertakes not to use such information for any other
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znat z divodu provadéni a plnéni podminek této
smlouvy. SI/PC jsou si védomi, Zze pouziti a
zvefejnéni informaci o pacientové zdravotnim
stavu je predmétem dodrzovani prislusnych
Zakonu na Ochranu Dat.

Davérné informace nebudou uzivany PC nebo Sl
bez pfedchoziho Zadavatelova pisemného
souhlasu — ktery nebude nepatfi¢né zdrzovan —
s vyjimkou pfipadl, kdy bude nezbytné provadét
¢innosti popsané vtéto Smlouvé nebo dokud
neuplyne pét (5) let od data vyprSeni nebo
zruSeni této Smiouvy.

Nasledujici informace nejsou povazovany za
Davérné Informace:

(i)  Informace, které jsou uz znamy v dobé, kdy
doSlo k jejich zvefejnéni nebo jsou pozdéji
zvefejnény ne vinou Sl nebo;

informace, které, jak maze Sl ukazat, mu
byly v ase jejich zvefejnéni uz znamy
nebo;

informace, které Sl obdrzel v dobré vife od
treti strany nebo;

informace, které mohou byt prezentovany
jako nezavisle ziskané nebo které Si
dovodil bez toho, aby se vztahovaly k nebo
odkazovaly na informace  sdélené
Zadavatelem nebo;

informace, jejichz zverejnéni je vyzadovano
zadkonem.

(v)

Zadavatel bude respektovat vSechny zakony a
prepisy tykajici se soukromi osob a bude drzet,
v ramci daném mu pfislusnym zakonem, vSechny
informace o pacientech v pseudoanonymité tak,
jak mu to prfikazuje tato smlouva. Jakékoliv
osobni a profesni informace tykajici se PC, Sl a
jakéhokoliv jiného personalu z této Studie budou
Zadavatelem samotnym, pfi dodrzovani zakon(
Ceské Republiky, vyuzity vyhradné pro tuto Studii
a pro nabor, ktery by se tykal moznych budoucich
studii. Navic, Zadavatel se zavazuje nepouzit
takoveé informace pro jakykoliv jiny ucel nez pro
plnéni védeckych a etickych cilu Studie, pro které
byly ziskany a zabrani neautorizovanému



purpose than to fulfill the scientific and ethical
objectives of the Trial for which it was obtained and
shall prevent the unauthorized disclosure of such
information.

8. PUBLICATION

The Parties recognize that because this is a
multicenter Trial, there is a need for a coordinated
approach to any publication or public disclosure of
the data or results of this Trial. To that end, data or
results of the Trial may not be published, presented
or referred to, in whole or in part, by the PC and
Sl(s) prior to the anticipated comprehensive multi-
site publication, without prior written consent of the
Sponsor. However, if no multi-site publication is
submitted by the Sponsor or its designee within
twelve (12) months of the completion of the Trial at
all sites, the Sl(s) shall be free to publish the data or
results from their site as follows. At least thirty (30)
days prior to any submission of a work for
publication or presentation, the Sl(s) shall provide
the Sponsor with a draft of the same for review and
comment. The Sl(s) shall give due consideration to
any comments made by the Sponsor. In addition,
the Sl(s) shall delay any proposed publication or
presentation an additional sixty (60) days in the
event the Sponsor so request to enable the Sponsor
to secure patent or other proprietary protection.

None of the parties shall use the name of any other
party for promotional purposes without prior written
consent of the party whose name is proposed to be
used, nor shall either party disclose the existence of
substance of this Agreement except as required by
law.

9. OWNERSHIP OF DATA

All the medical records and original source
documentation remain in the ownership of the PC;
the sponsor can use the source documentation
solely for the purpose of the Trial in an extent
defined by the Czech Law, decree No. 226/2008 Sb
on Clinical practice, this Agreement and Informed
consent obtained from the subjects enrolled.
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zvefejnéni takovych informaci.

8. PUBLIKOVANI

Strany jsou srozumény stim, Ze jde o Studii,
ktera probiha ve vice centrech a je proto potfeba
koordinovat pfistup k veSkerym publikacim nebo
zvefejnéni dat nebo vysledkd této Studie.
Z tohoto davodu data nebo vysledky Studie
nemohou byt publikovany, prezentovany nebo na
né nesmi, at' uz jako na celek nebo na né&jakou
jeho ¢&ast, UC nebo VP odkazovat bez
predpokladané komplexni publikace vice center,
kterou predlozi Zadavatel nebo jim uréeny Clovék
v pribéhu dvanacti (12) mésict poté, co byla
Studie na vSech centrech dokongena. VP muze
publikovat data nebo vysledky ze svého
pracovisté nasledovné: nejméné tficet (30) dni
prfed predlozenim jakékoliv prace urené pro
publikovani nebo prezentaci poskytne VP
Zadavatelovi draft takové prace na prezkoumani
a komentaf. VP musi pozorné zvazit veskeré
Zadavatelovy komentafe. Navic, VP musi
pozdrzet pfedloZenou publikaci nebo prezentaci o
dalSich Sedesat (60) dni v pfipadé, Zze to
Zadavatel to pozaduje, aby mu tak umoznil
zabezpecCeni patentu nebo dal$i ochranu
vlastnika.

Z4dna ze stran nesmi uZivat jméno jiné strany
pro propagacni uCely bez predchoziho
pisemného souhlasu strany, jejiz jméno ma byt
pouzito; soucasné zadnd strana nesmi vefejné
oznamit existenci a podstatu této Smlouvy
s vyjimkou, kdy je to pozadovanou zdkonem.

9. VLASTNICTVi DAT

V8echna zdravotnicka dokumentace a pUvodni
zdrojovd dokumentace zustane majetkem
Poskytovatele; zadavatel je opravnén pouzit
puvodni zdrojovou dokumentaci v rozsahu a k
ucelu nezbytném pro provedeni Studie, tak jak je
uvedeno ve vyhlasce ¢. 226/2008 Sb., o spravné
Klinické praxi, v souladu s touto Smlouvou a v
souladu se souhlasem subjekt’ hodnoceni



10. DISPUTES — GOVERNING LAWS

This Agreement shall be construed in accordance
with and be governed by the substantive laws of
Czech Republic.

This agreement is written in Czech and English
language, and the Parties consider both versions
equal. However, in case of perceived discrepancies,
it was agreed that the English version of the
Agreement is the prevailing one.

This Agreement and all its appendices reflect a
complete agreement of the Parties on the subject of
this Agreement.

The parties submit to the exclusive jurisdiction of the
competent courts of Czech Republic to resolve any
dispute between them.

Any amendments to this Agreement shall be made
in writing and agreed upon by both Parties.

The Parties ackwoledge that the site initiantion visit
will not be performed before the registration of the
final version of the Agreement in Contract Registry.

This contract is produced in three (3) copies, of
which each party certifies to have received one
original.
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10. SPORY A ROZHODNE PRAVO

Tato Smlouva je vytvofena podle a Fidi se
pravem Ceské Republiky.

Tato Smlouva je sepsana v ¢eském a anglickém
jazyce a smluvni strany povazuji obé jazykové
verze za rovnocenné, av8ak pro pfipad
nesrovnalosti mezi jednotlivymi verzemi se strany
dohodly, ze pfednost ma anglicka verze Smlouvy.

Tato Smlouva a vS8echny jeji pfilohy predstavuiji
Uplnou dohodu smluvnich stran o pfedmétu této
Smlouvy.

Smluvni strany se dohodly, Ze veSkeré spory
vzniklé ztéto Smlouvy budou FeSeny vécné a
mistné prislusnymi soudy Ceské republiky.

Jakékoli zmény této smlouvy musi byt ucinény
pisemnym dodatkem a schvaleny obéma
stranami.

Smluvni strany berou na védomi, Ze nedojde
kiniciaCni navstévé do okamziku uverejnéni
kone¢ného dokumentu v registru smiuv.

Smlouva je vyhotovena ve tfech (3) wvytiscich,
které kazda ze stran potvrdi a obdrzi jeden
original.



SPONSOR SIGNATURES:
PRINCIPAL INVESTIGATOR

Skanevard Sund, Region Skane

Signature:

Name: N
Title: I

Date:

HEAD OF Skanevard Sund Research Department,
Region Skane

Signature:

Name: NN
Title:

Date:

PARTICIPATING CENTER SIGNATURE:
Fakultni nemocnice Hradec Kralove

Signature:

Name: prof. MUDr. Vladimir Pali¢ka, CSc., dr.h.c.
Title:  Director

Date:

PODPISY ZADAVATELE:
HLAVNi ZKOUSEJiCi
Skénevard Sund, Region Skéne
Podpis:

Jméno
Pozice: [N

Datum:17.10. 2018

Vedouci Skanevard Sund Research Department,
Region Skane
Podpis:

Jméno: I
Pozice: [N

Datum: 16. 10. 2018

UCASTNICi SE CENTRUM — PODPIS
Fakultni nemocnice Hradec Kralové

Podpis:

Jméno: prof. MUDr. Vladimir Pali¢ka, CSc.,
dr.h.c.
Pozice: Reditel

Datum: 30. 10. 2018

VYZKUMNIK KLINICKEHO PRACOVISTE -



PODPIS:

SITE INVESTIGATOR SIGNATURE: Podpis:

Jméno: I
Signature: Pozice: Vyzkumnik klinického pracovisté
Name: [N Datum: 21. 9. 2018

Title:  Site investigator

Date:

Jako tlumocénik jazyka anglického, jmenovany rozhodnutim krajského soudu v
Hradci Kralové ze dne 26. 4. 1991 ¢.j.Spr. 130/91 stvrzuji, ze preklad souhlasi s
textem pfipojeného dokumentu.

V Hradci Kralové, dne .............

As a translator of the English language authorized by the decision - file No. 130/91 - of
the Hradec Kralové Regional Court in April 26, 1991, | hereby declare that the
translation corresponds to the text of the attached document.

Ph.Dr. Jan Comorek, Dr.
Authorized Translator
Jmenovany tlumoc&nik
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