DODATEK C.1KE SMLOUVE O KLINICKEM
HODNOCENI

Tento Dodatek ke Smlouvé o klinickém hodnoceni
(,,Dodatek*) je uzavien mezi Fakultni nemocnici u sv. Anny
v Brné, se sidlem na adrese Pekaiska 664/53, Brno, PSC 656
91, Ceska republika, IC: 00159816, DIC: CZ2 00159816,
zastoupena MUDr. Martinem Pavlikem, Ph.D. DESA EDIC,,
feditelem (dale oznacované jen jako “Zdravotnické zafizeni”),

, adresa: ,
IC: , datum narozeni: (dale
oznacovany jen jako “ZkousSejici”), spole¢nosti Quintiles
Czech Republic, s.r.o., se sidlem Radlicka 714, 158 00 Praha
5, Ceska republika, IC: 247 68 651, DIC: CZ247 68 651, (dile
oznacovany jen jako “Quintiles”) a Boehringer Ingelheim
International GmbH, se sidlem v Binger Strasse 173, 55216
Ingelheim am Rhein, Némecko (dale oznacovany jen jako
“Zadavatel”) a je platny a u¢inny ode dne posledniho podpisu
nize.

TiIMTO SE POTVRZUJE:

VZHLEDEM K TOMU, Ze Quintiles, Zadavatel,
Zdravotnické zatizeni a ZkousSejici jsou smluvnimi stranami
Smlouvy o klinickém hodnoceni, ktera nabyla ucinnosti dne
13. 1. 2015 (dale jen "Smlouva"), s ¢islem protokolu 1218.22,
Snazvem “Multicentrické mezindarodni randomizované dvojité
zaslepené klinické hodnoceni s paralelnimi skupinami
kontrolovana  placebem  hodnotici  kardiovaskularni
bezpecnost a rendlni mikrovaskuldrni parametry u linagliptinu
(CArdiovascular Safety & Renal Microvascular outcomE
study with LINAgliptin), poddvaného v davkdach 5 mg jednou
denné u pacientii s diabetem mellitu 2. typu s vysokym
vaskuldrnim rizikem. ** a strany si pieji zménit tuto Smlouvu;

VZHLEDEM K TOMU, zZe rozpoctova tabulka
v Pfiloze B Smlouvy bude aktualizovina, aby byla v souladu
S rozpisem navstév a pozadavkil na studii dle protokolu ¢. V2
ze dne 24. 10. 2013.

NYNI, Z TOHOTO DUVODU, s ohledem na
vzajemné piisliby a ujednani stanovena v této Smlouvé a na
jinou dobrou a hodnotnou tiplatu, jejiz prijeti a dostateCnost se
timto potvrzuje, se smluvni strany timto dohodly na zméné
Smlouvy takto:

1. Priloha B Smlouvy (Rozpocdet a Platebni rozvrh) se

O QUINTILES

AMENDMENT NO. 1 TO CLINICAL
TRIAL AGREEMENT

This  Amendment to Clinical Trial Agreement
(“Amendment”) is made between Fakultni nemocnice u sv.
Anny v Brné, having a place of business at Pekatska 664/53,
Brno, zipcode 656 91, Czech Republic, Company ID:
00159816, Tax Identification Number: CZ00159816,
represented by Pavlik Martin, MUDr. Ph.D. DESA EDIC
director (the “Institution”),
address:

Identification number:

, date of birth: | Principal
Investigator, hereinafter referred to as the “Investigator”),
Quintiles Czech Republic, s.r.o. Praha 5, Jinonice,
Radlicka 714/113a, zip code 158 00, Identification number:
247 68651 (“Quintiles”) and Boehringer Ingelheim
International GmbH having a place of business at Binger
Strasse 173, 55216 Ingelheim am Rhein, Germany (the
“Sponsor”) and is valid and effective as of the date last
signed below.

WITNESSETH:

WHEREAS, Quintiles, the Sponsor, the Institution
and the Investigator are parties to Clinical Trial Agreement
effective as of 13. 1. 2015 (the “Agreement”), with protocol
number 1218.22, entitled “A multicenter, international,
randomized, parallel group, double blind, placebo-
controlled CArdiovascular Safety & Renal Microvascular
outcomE with LINAgliptin, 5 mg once daily in patients with
type 2 diabetes mellitus at high vascular risk.”, and the
parties desire to amend such Agreement;

WHEREAS, the Budget table in the Attachment B
of the Agreement shall be updated to align it with Protocol
No. V2 dated 24 October 2013 visit schedule and
assessments requirements.

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 of the Agreement (Budget and

timto doplnuje o odstavec J, K, L, M a N nasledujiciho

Payment Schedule) is hereby amended by adding the

znéni:

Boehringer Ingelheim International GmbH, Protocol 1218.22

paragraphs J, K, L, M and N of the following
wording:
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2. Priloha B Smlouvy (Rozpodet a Platebni rozvrh) se 2. Attachment B of the Agreement (Budget and
the

timto_dopliiuje o odstavec O, P a Q nasledujiciho Payment Schedule) is hereby amended by addin
znéni: paragraphs O, P and Q of the following wording:

Boehringer Ingelheim International GmbH, Protocol 1218.22
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3. Rozpoctova tabulka Pfilohy B Smlou Rozpodet a 3. The Budget Table of Attachment B of the Agreement
Platebni_rozvrh) se timto rusi a nahrazuje Platebni (Budget and Payment Schedule) is deleted in its

tabulkou nasledujiciho znéni: entirety and replaced with the Budget table as
follows:

Boehringer Ingelheim International GmbH, Protocol 1218.22
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Predpokladand hodnota finan¢niho plnéni dle Smlouvy ve
znéni Dodatku ¢ini pfiblizné 80000 K¢.

Strany se dale dohodly, ze u€innost ¢lanku 1 tohoto Dodatku
zacina 13. 1. 2015 a aéinnost ¢lanku 2 tohoto Dodatku zacina
1. 6. 2015. Platnost a Uc¢innost ostatnich ustanoveni tohoto
Dodatku ztistavaji nedotceny.

Tento dodatek je vypracovan ve ¢tyfech vyhotovenich, z nichz
Zadavatel, Quintiles, Zdravotnické zatizeni i Zkousejici obdrzi
po jednom.

Nedilnou soucasti tohoto dodatku je pfiloha ¢. 1 — Rozpoctova

tabulka.

NA DUKAZ TOHO smluvni strany uzaviely tento Dodatek
prostfednictvim  svych fadné opravnénych vedoucich
pracovnikt v nize uvedeny den.

Boehringer Ingelheim International GmbH, Protocol 1218.22

The estimated value of financial payment under the
Agreement, as amended, shall be approximately CZK 80000.

The Parties further agreed that the effectiveness of the
Article 1 of this Amendment starts from 13 January 2015 and
effectiveness of the Article 2 of this Amendment starts from
01 June 2015. The validity and effectivness of the other
provisions of this Amendment are not affected hereby.

This Amendment has been made in four counterparts.
Sponsor, Quintiles, Institution and Investigator each, shall
obtain one counterpart.

An integral part of this Amendment is to Attachment no. 1 -
The budget table

IN WITNESS WHEREOF, this Amendment has been
executed by the parties hereto through their duly authorized
officers on the date set forth below.
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Podepsano Quintiles Czech Republic s.r.o. na zakladé
pIné moci v zastoupeni Boehringer Ingelheim
International GmbH / Signed by Quintiles Czech
Republic s.r.o., under a Power of Attorney for and on
behalf of Boehringer Ingelheim International GmbH:

Jméno/By:
Funkce/Title:

Podpis/Signature:

Datum/Date:
Na zakladé pIné moci Quintiles Czech Republic, s.r.0./
Under a Power of Attorney Quintiles Czech Republic, s.r.o.

Na dikaz souhlasu pripojuje sviij podpis opravnény
zastupce Quintiles Czech Republic s.r.o. /
ACKNOWLEDGED AND AGREED BY Quintiles Czech
Republic s.r.o.:

Jméno/By:
Funkce/Title:

Podpis/Signature:

Datum/Date:
Na zéaklad¢€ plné moci Quintiles Czech Republic, s.r.o./
Under a Power of Attorney Quintiles Czech Republic, s.r.o.

Na diikaz souhlasu pripojuje sviij podpis opravnény
zastupce Fakultni nemocnice u sv. Anny v Brné/
ACKNOWLEDGED AND AGREED BY Fakultni
nemocnice u sv. Anny v Brné:

Jméno/By: Pavlik Martin, MUDr. Ph.D. DESA EDIC
Funkce/Title: feditel / Director

Podpis/Signature:

Datum/Date:

Na diikaz souhlasu pripojuje sviij podpis
Zkousejici MUDr. Robert Prosecky /
ACKNOWLEDGED AND AGREED BY THE
INVESTIGATOR MUDr. Robert Prosecky:

Jmeéno/By: [ N
Podpis/Signature:

Datum/Date:

Boehringer Ingelheim International GmbH, Protocol 1218.22
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Piiloha 1/ Attachment 1:

Rozpoctova tabulka / The Budget table:

Boehringer Ingelheim International GmbH, Protocol 1218.22
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