Dodatek 1 ke
Smlouvé o zabezpeceni klinického hodnoceni

Amendment 1 to
Agreement on Clinical Study

Tento dodatek 1 ke smlouvé o zabezpeceni klinického
hodnoceni (,,dodatek 1) mezi:

This Amendment 1 to Agreement on Clinical Study
(“Amendment 1) between:

PPD Investigator Services LLC.,

se sidlem 929 North Front St, Wilmington, NC 28401,
USA

(“PPD”)

PPD Investigator Services LLC.,

with its registered address at 929 North Front St,
Wilmington, NC 28401, USA

(“PPD”)

a

and

Fakultni nemocnici Hradec Kralové,

se sidlem Sokolskd 581, 500 05 Hradec Kralové - Novy
Hradec Kralové, Ceskd republika, zastoupend prof.
MUDr. Vladimirem Pali¢kou, CSc., dr. h. c., feditelem

ICO: 00179906
DIC: CZ00179906
dale jen ,,poskytovatel*

Fakultni nemocnice Hradec Kralove,

with its registered address at Sokolska 581, 500 05
Hradec Kralove — Novy Hradec Kralove, Czech
Republic, represented by prof. MUDr. Vladimir
Palicka, CSc., dr. h. c.

Company ID no.: 00179906
Tax ID no.: CZ00179906
further, the “Medical Facility”

and

déle jen “zkouSejici”

further, the “Investigator”

déle jednotlivé jako ,,smluvni strana“ a spolecné jako
“smluvni strany”

each a “Party” and collectively the ‘“Parties”

je dodatkem smlouvy o zabezpeceni klinického
hodnoceni mezi PPD, poskytovatelem a zkouSejicim,
ktera byla pIlné podepsand dne 6. 10. 2017
(,,Smlouva®).

shall be an amendment to that certain Agreement on
Clinical Study between PPD, Investigator and Medical
Facility fully executed on 6™ October 2017
(“Agreement”).

SMLUVNI STRANY PROHLASUJI, ZE

WITNESSETH

VZHLEDEM K TOMU, z7e PPD, zkouSejici a
poskytovatel — uzavieli  smlouvu, podle  které
poskytovatel a zkousejici poskytuji PPD urcité sluzby
spojené s klinickym hodnocenim dle protokolu ¢.
CVo013-011 S nazvem: ,,Multicentrické
randomizované dvojité zaslepené klinické hodnoceni
faze 2b zjiStujici optimalni davku, s paralelnimi
skupinami a kontrolované placebem, posuzujici
bezpecnost a ucinnost kontinualni 48 hodin trvajici
intravenézni infuze s pripravkem BMS-986231 u

WHEREAS, PPD, Medical Facility and Investigator
have entered into the Agreement pursuant to which the
Medical Facility and Investigator provide certain Study
services to PPD according to Protocol no. CV013-011
entitled: ,,A Multicenter, Randomized, Double-Blind,
Parallel-Group, Placebo-Controlled, Dose-Ranging,
Phase 2b Study of the Safety and Efficacy of
Continuous 48-Hour Intravenous Infusions of BMS-
986231 in Hospitalized Patients with Heart Failure
and Impaired Systolic Function” STANDUP-AHF*;

hospitalizovanych pacienti se srdeénim selhanim a | and
poruchou systolické funkce“STANDUP-AHF“, a
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VZHLEDEM K TOMU, Ze si smluvni strany pieji
upravit podminky smlouvy, aby zahrnovala platby za
Ucast v substudii, jak je stanoveno v tomto dodatku 1,

DOHODLY SE smluvni strany s ohledem na obsah
tohoto dodatku 1 a s dmyslem byt jim prdvné véazany
takto:

WHEREAS, the Parties desire to amend the terms of
the Agreement to include payment for participation in
the sub-study as set forth herein.

NOW, THEREFORE, for the valuable consideration
contained herein, and intending to be legally bound, the
Parties agree as follows:

1. Pfiloha ¢&.
nahrazena Piilohou ¢. 1 tohoto dodatku.

1 Rozpis Plateb bude vymazina a

1. Appendix no.
deleted and replaced by Appendix no.
Amendment.

1 Payment schedule shall be
1 of this

2. Nasledujici ¢lanek bude vloZen do smlouvy

2. The Article provision shall be inserted in the
Agreement

XVIII.
Ochrana osobnich ddaji

XVIII.
Data Protection

1) Definice:

»Zakony na ochranu osobnich udaji“ znamena vSechny
platné zdkony, predpisy a regula¢ni poZadavky a
nafizeni souvisejici s ochranou osobnich uddaji a
soukromi obecné vcetné: (a) smérnice EU o ochrané
osobnich uddaji (smérnice 95/46/ES, dile jen
,,smérnice*), kterou s ucinnosti od 25. kvétna 2018
nahrazuje obecné nafizeni o ochran€ osobnich ddajl
(nafizeni €. 2016/679, déile jen ,nafizeni”); (b)
kteréhokoliv pravniho pfedpisu zajistujictho provedeni
této smérnice nebo nafizeni nebo souvisejici
kteréhokoliv pravniho predpisu kteréhokoliv ¢lenského
stitu Evropského hospodatského prostoru; nebo (c)
jakéhokoliv jiného zdkona v ramci kterékoliv soudni
pravomoci, at jiz platného v soucasnosti nebo
v budoucnu, postihujici zpracovani osobnich tdaji
kterékoliv strany této smlouvy.

,,Osobni udaje”, Zpracovani*, »dpravee®,
~Zpracovatel” a ,,Subjekt tdaji“ maji stejny vyznam
jako vnafizeni a zahrnuji také podminky nebo
odpovidajici podminky jak jsou definovany jinymi
zdkony na ochranu osobnich udajii. Osobni tdaje
zahrnuji kédované udaje a snimky pacientd.

2) Soulad: Smluvni strany se vzdjemné zavazuji, Ze
budou naklddat s osobnimi ddaji v souladu se vSemi
zdkony na ochranu osobnich udaji a s pokyny pro
spravnou klinickou praxi Mezindrodni konference o
harmonizaci (ICH-GCP).

3) Vzijemna odpovédnost podle natizeni:

Smluvni strany berou na vé€domi, Ze poskytovatel a
zadavatel jsou spolecnymi spravci a PPD je zpracovatel
jednajici podle instrukci zadavatele s ohledem na
nakldddni s osobnimi tudaji spojeném se sluZbami
poskytovanymi podle této smlouvy.

Podle ¢lanku 26 natfizeni je kazdy ze spole¢nych
spravcll povinen stanovit vzdjemnou umluvou svou
odpovédnost za dodrZzovani natizeni. V souladu s timto

1) Definitions:

“Data Protection and Privacy Laws” mean all applicable
laws, regulations, and regulatory requirements and
guidance relating to data protection and privacy
globally, including (a) the EU Data Protection Directive
95/46/EC (“Directive”), superseded by the General Data
Protection Regulation 2016/679 (“Regulation”) on 25
May 2018; (b) any legislation transposing the Directive,
Regulation or related legislation of any member state of
the European Economic Area; or (c) any other law now
in force or that may in future come into force, in any
relevant jurisdiction, governing the Processing of
Personal Data applicable to any party to this
Agreement.

“Personal Data”, “Process/Processing”, “Controller”,
“Processor” and “Data Subject” shall have the same
meaning as in the Regulation and shall also include
these terms, or corresponding terms, as defined under
any other Data Protection and Privacy Laws. Personal
Data shall include patient-level key-coded data and
images.

2) Compliance: The parties warrant to each other
that they will Process Personal Data in compliance with
all Data Protection and Privacy Laws, and in
compliance with the International Conference on
Harmonisation Guideline for Good Clinical Practice
(ICH-GCP).

3) Mutual Responsibilities under the Regulation:
The parties acknowledge that each of the Institution and
Sponsor are joint Controllers and that PPD is a
Processor acting under instructions from Sponsor with
respect to the Processing of Personal Data relating to
the services provided under this Agreement.

Article 26 of the Regulation requires that joint
Controllers ~ shall  determine  their  respective
responsibilities for compliance with the Regulation

CVO013-011 Czech Republic_PI__Amendment 1 to Agreement on Clinical Study

Approved for signature_PT_05Feb19

2/6




cilem je dohodnuto, Ze jelikoZ piistup k totoZnosti
subjektti udaji v ramci klinického hodnoceni bude mit
poskytovatel, zajisti on dodrzovani povinnosti podle
nafizeni, pokud jde o vykon prav téchto subjektd tidaju.
Subjekty 1udaji  budou svd prava vykondvat
prostfednictvim povéfence pro ochranu osobnich tdaju,
kterého poskytovatel podle ¢lanku 37 nafizeni ustanovi.
Informace, které museji byt subjektim udajt
poskytnuty podle ¢lanku 13 nafizeni, zatadi zadavatel
do formuldfe informovaného souhlasu subjektu
hodnoceni. K zajiSténi zdkonnosti zpracovani osobnich
udaju ziska poskytovatel od subjekti tdaji potiebny
informovany souhlas.

4) Bezpecnost informaci: VSechny smluvni strany
zavedou {4dnd technickd a organizaéni opatfeni
k ochrané€ osobnich tidajui a divérnych informaci, jak je
pozadovidno ICH-GCP a zdkony na ochranu osobnich
udaji. Smluvni strany zajisti, aby se osoby oprdvnéné
zpracovavat  osobni  Udaje  pfedem  zavazaly
mlcenlivosti, pokud se na né tato povinnost nevztahuje
jiz ze zdkona. Zejména pak bude poskytovatel
uplatiiovat pifsnou kontrolu k zajisténi, Ze pivodni
Iékarska  dokumentace  subjekti  ddaji  bude
zabezpecena vic¢i neopravnénému piistupu a nahodné
ztrat€. Zadavatel a/nebo PPD mohou mit k plivodnim
Iékatskym zaznamtim pfistup za i¢elem monitorovani a
budou stémito dokumenty zachdzet jako s piisné
divérnymi.

5) Bezpecnostni incidenty: Poskytovatel bude
odpovédny za vySettovani a ndpravu vSech
neopravnénych pfistupl, uniku nebo zpfistupnéni
osobnich ddaji z 1ékarské dokumentace (,,bezpecnostni
incident”) nebo davérnych informaci spravovanych
poskytovatelem. Poskytovatel musi v piipad¢ takového
bezpecnostniho incidentu neprodlené informovat PPD.
Toto ozndmeni musi pfiméfené¢ podrobné popsat tento
bezpe¢nostni incident i poskytovatelem provedena
ndpravnd opatfeni.

6) PoZzadavek na ochranu osobnich udaji: Pokud
poskytovatel obdrzi od né&kterého subjektu udaju,
orgdnu na ochranu osobnich udaji nebo jiného
spravniho orgdnu jakékoliv sdéleni tykajici se ochrany
osobnich udaji ve spojitosti se sluzbami, provede
potfebnd opatfeni a v pfipad¢ potieby preda takovéto
sdéleni podle jeho charakteru zadavateli a/nebo
spolecnosti PPD k dalSimu fizeni.

7) Prevody udaji: Poskytovatel bude naklddat nebo
jinak pfevddét osobni tdaje mimo Evropsky
hospodéfsky prostor (stity Evropské Unie plus Norsko,
Island a Lichtenstejnsko) jen jak je uvedeno v této
smlouvé nebo protokolu

8) Dusledky vyprSeni nebo ukonceni: Povinnosti

through an arrangement between them. Pursuant to this
objective, it is agreed that because Institution will have
access to the identity of trial Data Subjects, it shall
therefore ensure compliance with the obligations under
the Regulation as regards the exercising of the data
protection rights of Data Subjects. Data Subjects should
seek to exercise their rights through the Data Protection
Officer that is be appointed by the Institution under
Article 37 of the Regulation.

Sponsor shall include the information that must be
provided to Data Subjects as required by Article 13 of
the Regulation in subject informed consent forms.
Institution shall gain necessary informed consents from
Data Subjects to ensure the lawfulness of data
Processing.

4) Information Security: All parties shall implement
appropriate technical and organisational measures to
protect the Personal Data and Confidential Information
as required by ICH-GCP and Data Protection and
Privacy Laws. The parties shall ensure that persons
authorized to Process Personal Data have committed
themselves to confidentiality or are wunder an
appropriate statutory obligation of confidentiality.
Institution shall in particular apply strict controls to
ensure Data Subjects’ original medical documents are
secured from unauthorized access and accidental loss.
Sponsor and/or PPD may access original medical
records to perform monitoring activities and shall
handle such documents in the strictest confidence.

5) Security  Incidents: Institution shall be
responsible for investigating and remediating any
unauthorized access, acquisition, or disclosure of
Personal Data held within original medical records
(“Security Incident”) or of any Confidential Information
managed by the Institution. However, Institution shall
notify PPD immediately of any such Security Incident.
Such notice shall summarize in reasonable detail the
Security Incident and the corrective action to be taken
by Institution.

6) Data Protection Requests: Institution shall, if
they receive any communication with regards to data
protection relating to the services from a Data Subject, a
data protection authority or other regulatory authority,
take the necessary action and promptly forward such
communication to PPD for further proceedings and
provide PPD with full cooperation and assistance in
relation to such further proceedings.

7 Data Transfers: Institution shall only Process or
otherwise transfer Personal Data outside the European
Economic Area (member states of the European Union
plus, Norway, Iceland & Liechtenstein) as set out in this
Agreement or the Protocol.

8) Consequences of Expiry or Termination: The
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obsazené v tomto ¢lanku [1] pfetrvaji ukonceni nebo
vyprseni této smlouvy.

obligations contained in this Section shall survive the
termination or expiry of this Agreement.

3. Dodatek 1 se podpisem smluvnich stran stane
soucasti smlouvy a veskeré odkazy na smlouvu budou
znamenat odkaz na smlouvu véetné dodatku 1.

3. Upon execution, this Amendment 1 shall be
made a part of the Agreement and shall be incorporated
by reference therein.

4. VSechna ostatni ustanoveni a podminky smlouvy
zustavaji v pIné platnosti a ucinnosti. V piipade
jakéhokoli rozporu mezi ustanovenimi smlouvy a
tohoto dodatku 1 budou rozhodujici a tidici ustanoveni
tohoto dodatku 1.

4. All other terms and conditions of the Agreement
shall remain in full force and effect. In the event of any
conflict between the terms of the Agreement and this
Amendment 1, the terms of this Amendment 1 shall
govern and control.

5. Veskerd pouzitd terminologie, kterd neni blize
definovdna v tomto dodatku 1, bude mit stejny vyznam
jako je uvedeno ve smlouve.

5. All capitalized terms used, but not otherwise defined
herein, shall have the meanings ascribed to them in the
Agreement.

6. Tento Dodatek 1 je vyhotoven ve tiech (3)
vyhotovenich.

6. This Amendment 1 is made in three (3) counterparts

7. Tento Dodatek 1 bude uvefejnén v registru
smluv v souladu se Smlouvou.

7. This Amendment 1 will be published in the Contract
registry in accordance with the Agreement.

8. V ptipade€ rozporu mezi ¢eskou a anglickou verzi
tohoto dodatku 1 bude Ceskéd verze prevazujici

8. In case of any discrepancy between the Czech and the
English version of this Amendment 1, the Czech
version shall prevail.

9. Predpoklddand hodnota tohoto dodatku je 4.992,-
K¢

9. The expected value of this Amendment is CZK
4.992,-

Toto misto bylo zdamérné ponechdno prdzdné; podpisy
smluvnich stran jsou uvedeny na ndsledujici strané.

This space has been intentionally left blank; the
signatures of the Parties are on the following page.
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NA DUKAZ SOUHLASU se znénim dodatku 1
Fipojuji smluvni strany své podpisy nize.

IN WITNESS OF THEIR CONSENT to this
Amendment 1, the Parties have signed below.

PPD:

Podpis/Signature:

Jméno/Name:

Pozice/Title:

Datum/Date: 6.2.2019

Poskytovatel/Medical Facility:

Podpis/Signature:

Jméno/Name: prof. MUDr. Vladimir Pali¢ka, CSc., dr. h. c.

Datum/Date: 15.3.2019

Zkousejici/Investigator:

Podpis/Signature:

Jméno/Name: -

Datum/Date: 4.3.2019
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Priloha ¢. 1 Appendix no. 1
Rozpis Plateb Payment Schedule
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