AMENDMENT TO CLINICAL TRIAL
AGREEMENT No. 1
This Amendment to Clinical Trial Agreement
(“Amendment”) is between

Thomayerova nemocnice, having a place of
business at Videnska 800, 140 59 Praha 4 - Kr¢,
Czech Republic, Identification number: 000 64
190, Tax identification number: CZ00064190,
state contributory organization established by
the Ministry of Health of the Czech Republic,
full text of foundation deed No. MZDR 17268-
IV/2012, registered in Companies Registry by
Municipal Court in Prague, Section PR, inlet
1043 represented by doc. MUDr. Zden¢k Benes,
CSc., Director (the “Institution”),

, address:
, Czech Republic, date
of birth: (Principal Investigator,

hereinafter referred to as the “Investigator”)
and

Quintiles Czech Republic, s.r.o. Praha 5,
Jinonice, Radlicka 714/113a, zip code 158 00,
Czech Republic, Identification number: 247
68 651, (“Quintiles”) and

Boehringer Ingelheim International GmbH
(upon power of attorney represented by
Quintiles Czech  Republic, s.r.o.) (the
“Sponsor”)

and is effective as of the date last signed below.

WITNESSETH:

1

O QUINTILES

DODATEK C. 1 KE SMLOUVE
O PROVADENI KLINICKEHO HODNOCENI
Tento dodatek ke smlouvé o provadéni klinického
hodnocenti (,,Dodatek*) je uzavirdn mezi

Thomayerovou nemocnici, se sidlem Videnska
800, 140 59 Praha 4 - Kr&, Ceska republika,
Identifikacni ¢islo: 000 64 190, Danové identifikaéni
¢islo: CZ00064190, statni ptispévkovou organizaci
ziizenou Ministerstvem zdravotnictvi CR, tplné
znéni zfizovaci listiny ¢. j. MZDR 17268-1V/2012,
zapsanou v obchodnim rejstiiku u Méstského soudu
v Praze, oddil Pr, vl. 1043, zastoupenou doc. MUDr.
Zdenikem BeneSem, CSc., feditelem (dale
oznacované jen jako “Zdravotnické zafizeni”),

] , adresa:
, Ceska republika, datum
narozeni: (dale oznacovany jen jako

“Zkousejici”) a

spole¢nosti Quintiles Czech Republic, s.r.o. Praha
5, Jinonice, Radlicka 714/113a, PSC 158 00, Ceska
republika ICO: 247 68 651, (dale oznadovana jen
jako “Quintiles”) a

a spolecnosti Boehringer Ingelheim International
GmbH (na zakladé plné moci reprezentované
spolecnosti Quintiles Czech Republic, s.r.0.) (dale
oznaGovana jen jako ,,Zadavatel®)

a je u¢inny od data posledniho podpisu uvedeného
nize.

UVODNI USTANOVENI:
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WHEREAS, Quintiles and Institution and
Investigator are parties to an agreement to the
Clinical trial entitled: ,,A phase Ill randomised,
double-blind trial to evaluate efficacy and safety
of once daily empagliflozin 10 mg compared to
placebo, in patients with chronic Heart Failure
with preserved Ejection Fraction (HFpEF)”,
protocol No. 1245.110 effective as of 17 May
2017 (the “Agreement”), and the parties desire to
amend such Agreement;

NOW THEREFORE, in consideration of the
mutual promises and covenants set forth herein,
and other good and valuable consideration, the
receipt and sufficiency of which is hereby
acknowledged, the parties hereby agree to
amend the Agreement as follows:

1. ATTACHMENT B. BUDGET AND
PAYMENT SCHEDULE, BUDGET - Optional
Payments Section.

2

O QUINTILES

Spolecnost Quintiles a Zdravotnické zatizeni a
Zkousejici jsou smluvnimi stranami smlouvy o
klinickém hodnoceni S nazvem ,,Randomizované,
dvojité¢ zaslepené klinické hodnoceni faze III
hodnotici G¢innost a bezpecnost empagliflozinu 10
mg podavaného jednou denné v porovnani s
placebem u pacienti s chronickym srde¢nim
selhanim se zachovanou ejekéni frakei (HFpEF)”,
protokol ¢. 1245.110 u¢inné k 17. kvétnu 2017 (dale
jen ,,Smlouva®) a pteji si tuto Smlouvu zmenit.

Po zvazeni vzdjemnych prislibd a zavazki
uvedenych vtéto Smlouvé adalSich tadnych
a hodnotnych protiplnéni, jejichz ptijeti

a dostatecnost je timto potvrzena, se strany dohodly
na zméné Smlouvy takto:

1. PRILOHA B. ROZPOCET A PLATEBNI
PREHLED, ROZPOCET - oddil Platby za
nepovinné nkony.
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O QUINTILES

2. DISCLOSURE

The Parties hereby agree that in case
Amendment must be disclosed pursuant to Act.
No. 340/2015 Coll. on Special Conditions of
Effectiveness of Certain Contracts, Publication
thereof and the Contracts Register (,,Contract
Registry Act®) or pursuant to other related legal
regulations, they shall act as following:

e Trial Specific Confidential Information and
other confidential information according to
the Article 2 of the Agreement shall not be
disclosed;

e For the purposes of disclosure, Institution
shall provide to the Administrator of the
Contract’s Register a copy of the signed
Amendment in a format required by the
Contract Registry Act;

e Quintiles shall disclose Amendment within 5
working days as of signing of the
Amendment. This does not prevent the
Institution from disclosing this Amendment
simultaneously within the statutory period.
For this purpose, Quintiles shall provide the
Institution with the wversion of this
Amendment intended for publication prior to
the signing of the Amendment;

3

2. ZVEREJNENI

Strany souhlasi, ze v ptipad¢, ze Dodatek bude muset
byt zvetfejnén podle zakona ¢. 340/2015 Sb. o
zvlastnich podminkach ucinnosti nékterych smluv,
uvefejiovani téchto smluv a o registru smluv
(,,zdkon o registru smluv®) nebo podle dalSich

souvisejicich  regulacnich opatieni, provedou
nasledujici:
e Divérné informace specifické pro klinické

hodnoceni a dals§i davérné informace podle
Clanku 2 Smlouvy nebudou zvetejnény;

e Pro ucely zvefejnéni poskytne Zdravotnické
zafizeni  Spravci  registru  smluv  kopii
podepsaného Dodatku ve formatu, ktery vyzaduje
Zakon o registru smluv;

e Quintiles zvefejni Dodatek béhem 5 pracovnich
dnt od podpisu Dodatku. To nebrani
Zdravotnickému zatizeni, aby Dodatek v zakonné
lhiit€ rovnéz zvetejnilo. Pro tento ptipad poskytne
Quintiles Zdravotnickému zafizeni verzi tohoto

vvvvv

e V piipadé, 7Ze Dodatek bude zvefejnéna jako
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o In case the Amendment will be disclosed in
breach with the Contract Registry Act and /
or the Agreement, the Institution shall
immediately but not later than within 2 days
as of becoming aware of such breach or as of
receipt of the written request from the
Quintiles eliminate the breach and ensure
that the disclosure meets Contract Registry
Act as well as the Agreement;

¢ In case any amendments would be performed
to the disclosed information, Institution shall
immediately but not later than within 2
business days inform Quintiles of such
amendments.

Without limiting application  of the rules
indicated in this clause above, Institution shall at
all events disclose Amendment with respect to
requirements established by the Contract
Registry Act as well as any other applicable
laws. Institution shall indemnify and hold
Quintiles harmless for any damage resulting of a
breach of the Contract Registry Act or other
applicable laws by the Institution.

2.1. Proper performance of this clause is
considered of significant importance for
the purposes of this Amendment; breach
of any obligations stipulated in this
section will be considered as serious
breach of the Agreement.

2.2. Incase of any amendments to the Contract
Registry Act and / or related legal
requirements, Parties agree to amend this
Agreement respectively, if needed.

The estimated value of financial payment under

this Amendment shall be approximately CZK
2 122 250,00.

4

O QUINTILES

poruseni Zakona o registru smluv a/nebo
Smlouvy, Zdravotnické zafizeni okamzité, ale ne
pozdéji nez 2 dny od okamziku, kdy se dozvi o
takovém poruSeni nebo od piijeti pisemného
pozadavku od spolec¢nosti Quintiles odstrani
poruseni a zajisti, ze zvefejnéni je v souladu se
Zakonem o registru smluv a rovnéz se Smlouvou;

e V piipadé jakychkoli dodatkd zvefejnénych
informaci informuje Zdravotnické zafizeni o
takovych dodatcich okamzité, ale ne pozdéji nez
b&hem 2 pracovnich dnil spolecnost Quintiles.

Bez omezeni uplatiiovani pravidel uvedenych v
tomto ¢lanku vySe musi Zdravotnické zafizeni v
kazdém pfiipadé zvetejnit Dodatek s ohledem na
pozadavky stanovené Zakonem o registru smluv,
jakoz 1 jakychkoli jinych platnych zakont.
Zdravotnické zatizeni odskodni a zajisti ochranu
spolecnosti Quintiles proti jakymkoli piipadnym
Skodam vzniklym z poruseni Zakona o registru
smluv nebo jinych platnych zakonl ze strany
Zdravotnického zatizeni.

2.1. Radné plnéni tohoto odstavce je povazovano
za podstatné vyznamné pro ucely tohoto
Dodatku; poruseni jakychkoliv povinnosti
stanovenych v tomto oddile bude povazovano
za zavazné poruseni Smlouvy.

2.2. V pripadé jakychkoli dodatki Zakona o
registru smluv a/nebo souvisejicich zakonnych
pozadavki Strany souhlasi, Ze piislusnym
zpusobem upravi tuto Smlouvu, bude-li tfeba.

Predpokladand hodnota finan¢niho plnéni dle
podminek tohoto Dodatku ¢&ini  pfiblizné
2122 250,00 K¢.
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All terms and conditions of the Agreement not
expressly amended by this Amendment remain
in full force and effect.

In case of any discrepancies between these two
languages versions of this Amendment occurred,
the Czech version prevails.

IN WITNESS WHEREOF, this Amendment has
been executed by the parties hereto through their
duly authorized officers on the date(s) set forth
below.

5

O QUINTILES

Vsechny podminky Smlouvy, které nejsou vyslovné
zménény timto Dodatkem, zistavaji v plném
rozsahu platné a ¢inné.

V ptipadé rozporu mezi obéma jazykovymi verzemi
tohoto Dodatku je rozhodujici ¢eska verze.

NA DUKAZ TOHO byl tento Dodatek uzavien
smluvnimi stranami prostiednictvim jejich fadné
opravnénych zastupci Kk datu uvedenému (datim
uvedenym) nize.
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O QUINTILES

Podepsano Quintiles Czech Republic s.r.o. na Signed by Quintiles Czech Republic s.r.o., under a
zakladé pIlné moci ze dne 23. listopadu 2016 v Power of Attorney dated 23 November 2016, for

zastoupeni Boehringer Ingelheim International and

GmbH

Podpis:

Jméno:

Funkce:

Datum:

Na dukaz souhlasu pripojuje svij podpis
opravnény zastupce Quintiles Czech Republic s.r.o.

Podpis:

Jméno:

Funkce:

Datum:

Na dikaz souhlasu pripojuje sviij podpis
opravnény zastupce Thomayerovy nemocnice:

Podpis:

Jméno: doc. MUDr. Zdenék Benes§, CSc.
Funkce: Reditel

Datum:

Na dukaz souhlasu pripojuje sviij podpis
ZkousSejici:

Podpis:

yméno: [

Datum:

6

on behalf
International GmbH

of Boehringer Ingelheim

By:

Name:

Title:

Date:

ACKNOWLEDGED AND AGREED BY Quintiles
Czech Republic s.r.o.

By:

Name:

Title:

Date:

ACKNOWLEDGED AND
Thomayerova nemocnice:

AGREED BY

By:

Name: doc. MUDr. Zdenék Benes, CSc.
Title: Director

Date:

ACKNOWLEDGED AND AGREED BY THE
INVESTIGATOR:

By:

Name: [N

Date:
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