DODATEK C. 2 KE SMLOUVE O KLINICKEM
HODNOCENI

Tento Dodatek ¢. 2 ke Smlouvé o klinickém hodnoceni
(,Dodatek*) je wuzavien mezi Thomayerovou
nemocnici, adresa sidla Videtiska 800, PSC 140 59,
Praha 4, Ceskd republika, IC: 000 64 190, DIC:
CZ00064190, statni ptispévkova organizace zfizena
Ministerstvem zdravotnictvi CR, aplné znéni ziizovaci
listiny ¢j. MZDR  17268-1V/2012, zapsana
Vv obchodnim rejstiiku u Méstského soudu v Praze,
oddil Pr, vl. 1043, zastoupena doc. MUDr. Zdetikem
Benesem, CSc., feditelem (dale oznaCované jen jako
“Zdravotnické zafizeni”),
adresa:

, datum narozeni:
(déle oznacovany jen jako “Zkousejici”),
spole¢nosti Quintiles Czech Republic, s.r.o0., se sidlem
Radlick4 714, 158 00 Praha 5, Ceska republika, IC: 247
68 651, DIC: CZ247 68 651, (dale oznadovany jen jako
“Quintiles”) a Boehringer Ingelheim International
GmbH, se sidlem v Binger Strasse 173, 55216
Ingelheim am Rhein, Némecko (déale oznaCovany jen
jako “Zadavatel”) a je u¢inny ode dne posledniho
podpisu niZe.

TIMTO SE POTVRZUJE:

VZHLEDEM K TOMU, ze Quintiles,
Zadavatel, Zdravotnické zafizeni a ZkouSejici jsou
smluvnimi stranami Smlouvy o klinickém hodnoceni,
kterd nabyla tcinnosti dne 6. 12. 2013 (dale jen
"Smlouva"), ve znéni Dodatku ¢. 1 ze dne 22. 7. 2015, s
Cislem protokolu 1218.22, s nazvem “Multicentrické
mezindrodni randomizované dvojité zaslepené klinické
hodnoceni s paralelnimi  skupinami  kontrolovana
placebem hodnotici  kardiovaskularni bezpecnost a
renalni  mikrovaskularni parametry u linagliptinu
(CArdiovascular Safety & Renal Microvascular
outcomE study with LINAgliptin), poddvaného v
davkach 5 mg jednou denné u pacientii s diabetem
mellitu 2. typu s vysokym vaskularnim rizikem.” a
strany si pieji zménit tuto Smlouvu;

NYNI, Z TOHOTO DUVODU, s ohledem na
vzajemné piisliby a ujednani stanovena v této Smlouve
a na jinou dobrou a hodnotnou uplatu, jejiz pfijeti a
dostatecnost se timto potvrzuje, se smluvni strany timto
dohodly na nasledujicich zménach ve Smlouve:

1. Priloha B Smlouvy (Rozpocet a Platebni rozvrh)

O QUINTILES

AMENDMENT NO. 2 TO CLINICAL
TRIAL AGREEMENT

This Amendment No. 2 to Clinical Trial Agreement
(“Amendment”) is made between Thomayerova
nemocnice, having a place of business at Videnska
800, postcode 140 59, Praha 4, 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.
MZDR17268-1V/2012, registered in Companies
Registry by Municipal Court in Pragure, Section PR,
inlet 1043,represented by doc. MUDr. Zdenék Benes,
Csc., Director (the “Institution ”),
, address:
, 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 68 651 (“Quintiles”)
and Boehringer Ingelheim International GmbH
having a place of business at Binger Strasse 173,
55216 Ingelheim am Rhein, Germany (the “Sponsor”)
and is 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 6. 12. 2013 (the
“Agreement”), as amended by Amendment No. 1
dated 22 July 2015, 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;

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 change the following sections
in the Agreement as follows:

1. Attachment B of the Agreement (Budget and
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se timto dopliiuje o odstavce M, N, O, P a O

O QUINTILES

Payment Schedule) is hereby amended by

nasledujiciho znéni:

Priloha B Smlouvy (Rozpocéet a Platebni rozvrh)

adding the paragraphs M, N, O, P and Q of the
following wording:

2. Attachment B of the Agreement (Budget and

se timto dopliluje o odstavce O, P a O

Payment Schedule) is hereby amended by

nasledujiciho znéni:

adding the paragraphs O, P and Q of the
following wording:

3. Rozpodétova tabulka Prilohy B Smlouvy 3. The Budget Table of Attachment B of the
(Rozpocet _a Platebni_rozvrh) se timto rusi a Agreement (Budget and Payment Schedule) is
nahrazuje Platebni tabulkou nasledujiciho deleted in its entirety and replaced with the
znéni: Budget table as follows:

Rozpoétova tabulka je ptipojena na konci toho Dodatku
Vv Ptiloze 1 za podpisovou stranou.

Strany se dale dohodly, Ze U¢innost ¢lanku 1 tohoto
Dodatku za¢ind od 6. 12. 2013. Ostatni ustanoveni
tohoto dodatku nabyvaji platnosti a U¢innosti dnem
posledniho podpisu smluvnich stran.

Vymezeni obchodniho tajemstvi. Strany timto berou
na védomi a souhlasi s tim, ze Ptiloha B Smlouvy,
minimalni  cilovy pocet zafazenych  subjekti,
predpokladany pocet subjekti hodnoceni zafazenych do
klinického hodnoceni a predpokladana délka studie,
Brozura pro zkousejici, smlouva o pojisténi klinického
hodnoceni, protokol klinického hodnoceni a osobni
udaje jednotliveti (dale oznaCované jako ,,.Duvérné
informace v tomto klinickém hodnoceni”) jsou
povazZovany za vyznamné informace ve smyslu zakonné
definice obchodniho tajemstvi (§ 504 zakona ¢. 89/2012
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The Budget Table is attached at the end of this
Amendment over the signature page in Attachment 1.

The Parties further agreed that the effectiveness of the
Acrticle 1 of this Amendment starts from 06 December
2013. Other provisions of this Amendment shell
become valid and effective on the date of the last
signature of the Parties.

Designation of Business Secret. Parties hereby
acknowledge and agree that Attachment B of the
Agreement, the minimum enrollment goal, expected
number of Study subjects enrolled and the expected
duration of the Study, Investigator’s
Brochure, Insurance Contract on Clinical Trial
Insurance, Clinical Trial Protocol and personal data of
the individuals, (further stated as ,,Trial Specific
Confidential  Information®), are deemed as
information significant within the meaning of
statutory definition of business secret (Section 504 of
Act No. 89/2012 Coll., the Civil Code), as universal
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Sb., obc¢anského zakoniku), protoze vSeobecny piistup k
témto informacim mlze mit podstatny dopad na
ekonomické vysledky a postaveni Zadavatele a clent
jeho skupiny na trhu v jinych ¢lenskych statech EU.
Duvérné informace v tomto klinickém hodnoceni jsou
bud’ soucasti textu Smlouvy nebo Dodatku, nebo
jednotlivych pfiloh ke Smlouvé nebo Dodatku.
Zdravotnické zafizeni a Zkousejici berou na védomi, ze
i oni povazuji Duvérné informace v tomto klinickém
hodnoceni za vyznamné informace ve smyslu zakonné
definice obchodniho tajemstvi (§ 504 zakona ¢. 89/2012
Sb., obcanského zikoniku) a zavazuji se k zachovani
divérnosti takovych informaci v souladu s ¢lankem 2
Ptilohy A Smlouvy.

Zvetejnéni. Strany se dohodly, ze v pfipadé, ze tento
Dodatek a Smlouva budou muset byt zvefejnény v
souladu se zakonem ¢. 340/2015 Sb., o zvlastnich
podminkach ucinnosti nékterych smluv, jejich
zvetejnéni a Registru smluv (dale jen "Zakon o registru
smluv") nebo podle jinych souvisejicich pravnich
predpist, budou postupovat nasledujicim zptisobem:
. Zdravotnické zafizeni zvetfejni Dodatek
spolu se Smlouvou s ohledem na postup
uvedeny v tomto ustanoveni;

° Duvérné informace v tomto klinickém
hodnoceni a dalsi divérné informace
podle ¢lanku 2 Smlouvy nebudou
zvetejnény. Verze Dodatku a Smlouvy ke
zvetejnéni bude Zdravotnickému zafizeni
poskytnuta Zadavatelem nebo Quintiles;

° Pro ucely zvetejnéni poskytne
Zdravotnické zafizeni Spravci Registru
smluv vyhotoveni podepsaného Dodatku
spolu se Smlouvou ve formatu, jaky
vyzaduje Zakon o registru smluv;

. Zdravotnické zafizeni bude informovat
Quintiles o zvefejnéni Dodatku: (i)
v Registru smluv, Zdravotnické zafizeni
pokud mozno uvede e-mailovou adresu
Quintiles pro ucely zaslani potvrzeni o
zvefejnéni  Dodatku  spoletné¢  se
smlouvou; (ii) v ptipad€, Ze nelze uplatnit
vySe uvedenou moznost (i), poskytne
Zdravotnické zafizeni do 5 pracovnich
dnli od obdrZeni potvrzeni o zvefejnéni
Dodatku tuto informaci a prislusny dikaz
Quintiles. Pro tucely tohoto ustanoveni
bude pouzita nasledujici e-mailova adresa

Quintiles: |
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access to such information may have a substantial
impact on economic results and market position of the
Sponsor and members of the Sponsor’s group in other
EU Member States. Trial Specific Confidential
Information are either part of the text of the
Agreement or this Amendment or individual
attachments to the Agreement or this Amendment.
Institution and Investigator acknowledge that they
also deem Trial Specific Confidential Information
significant within the meaning of statutory definition
of business secret (Section 504 of Act No. 89/2012
Coll., the Civil Code) and undertake to keep such
information confidential in accordance with Section 2)
of Attachment A of the Agreement.

Disclosure. The Parties hereby agree that in case the
Amendment and the Agreement 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:
o Institution shall disclose this
Amendment along with the Agreement
with respect to procedure indicated in

this clause;
. Trial Specific Confidential Information
and other confidential information

according to the Article 2 of the
Agreement shall not be disclosed. The
redacted versions of the Amendment
and the Agreement shall be provided to
the Institution by Sponsor or Quintiles;

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

° Institution shall inform Quintiles of the
performed disclosure of the
Amendment: (i) in the Contract
Register, if possible, Institution shall
include Quintiles’ email address for the
purpose of provision of the confirmation
about the disclosure of the Amendment
along with the Agreement; (ii) in case
option (i) above could not be
implemented, Institution shall within 5
business days as of receipt of the
confirmation on the disclosure of the
Amendment provide such information
and the respective evidence to the
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. Zdravotnické zafizeni zvetfejni Dodatek
spolu se Smlouvou a zasle potvrzeni o
tomto zvetejnéni Quintiles, jak je uvedeno
vySe v tomto ustanoveni do 2 mésici od
podepsani Smlouvy;

. V piipad¢, ze bude Dodatek spolecn¢ se

Smlouvou zvefejnén v rozporu se
Zakonem o registru smluv anebo s timto
Dodatkem, Zdravotnické zafizeni

neprodlené, nejpozdéji vSak do 2 dnti od
té doby, co tento rozpor zjisti, nebo co
obdrzi pisemnou Zzadost od Quintiles,
rozpor odstrani a zajisti, aby zvefejnéni
bylo v souladu se Zakonem o registru
smluv 1 s timto Dodatkem;

. V piipadé, Ze budou ve zvetejnénych
informacich provedeny zmény, bude
Zdravotnické zatizeni neprodleng,
nejpozdéji vSak do 2 pracovnich dnl o
téchto zménach Quintiles informovat.

AniZ by bylo omezeno uplatiiovani pravidel
uvedenych vySe v tomto ustanoveni, Zdravotnické
zafizeni zvetejni Dodatek za vSech okolnosti s ohledem
na pozadavky stanovené Zakonem o registru smluv,
jakoz 1 jakymikoli jinymi platnymi zakony.
Zdravotnické zatizeni odSkodni Quintiles za pitipadné
Skody a bude branit poskozeni Quintiles v disledku
poruseni Zakona o registru smluv nebo jinych platnych
zakontl ze strany Zdravotnického zatizeni.

Radné plnéni tohoto ustanoveni je povaZovano za
zasadni pro ucely Smlouvy ve znéni tohoto Dodatku;
poruseni jakychkoliv povinnosti stanovenych v tomto
bod¢ bude povazovano za zavazné poruseni Smlouvy
ve znéni tohoto Dodatku a jakakoliv strana poSkozena
timto porusenim bude mit narok na nahradu vzniklé
skody.

Strany se dohodly, Ze v pfipadé zmén v Zakoné o
registru smluv  anebo souvisejicich zakonnych
pozadavkid v pripadé potfeby Smlouvu odpovidajicim
zpisobem pozméni.

Predpokladand hodnota finan¢niho plnéni dle Smlouvy
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Quintiles. For the purposes of this
clause following email address of
Quintiles shall be used:
. Institution shall disclose the

Amendment along with Agreement as
well as provide confirmation about the
disclosure to Quintiles as indicated
above in this clause within 2 months as
of signing of this Amendment;

. In case the Amendment along with the
Agreement will be disclosed in breach
with the Contract Registry Act and / or
this Amendment, 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
this Amendment;

. 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 the 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.

Proper performance of this clause is considered of
significant importance for the purposes of this
Agreement as amended by this Amendment; breach of
any obligations stipulated in this section will be
considered as serious breach of the Agreement as
amended by this Amendment and any Party suffering
by such breach shall be entitled to claim the incurred
damages.

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

The estimated value of financial payment under the
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O QUINTILES

ve znéni Dodatku ¢ini pfiblizné 380000 K¢. Agreement, as amended, shall be approximately CZK
380000.

NA DUKAZ TOHO smluvni strany uzaviely tento IN WITNESS WHEREOF, this Amendment has
Dodatek prostiednictvim svych fadné opravnénych been executed by the parties hereto through their duly
vedoucich pracovniki v niZze uvedeny den. authorized officers on the date set forth below.
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O QUINTILES

Podepsano Quintiles Czech Republic s.r.o. na zakladé
pIné moci v zastoupeni Boehringer Ingelheim
International GmbHY/ 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 zéaklad¢ plné moci Quintiles Czech Republic, s.r.o0./
Under a Power of Attorney Quintiles Czech Republic, s.r.o.

Na diikaz souhlasu pfipojuje sviij podpis opravnény
zastupce Quintiles Czech Republic s.r.o. /
ACKNOWLEDGED AND AGREED BY Quintiles Czech
Republic s.r.o0.:

Jméno/By:
Funkce/Title:

Podpis/Signature:

Datum/Date:

Na zakladé plné moci Quintiles Czech Republic, s.r.o./
Under a Power of Attorney Quintiles Czech Republic, s.r.o.

Na diikaz souhlasu pfipojuje sviij podpis opravnény
zastupce Thomayerova nemocnice / ACKNOWLEDGED
AND AGREED BY Thomayerova nemocnice:

Jméno/By: doc. MUDr. Zden&k Benes, CSc.
Funkce/Title: Reditel/ Director

Podpis/Signature:

Datum/Date:

Na diikaz souhlasu pfipojuje sviij podpis
ziouseic N

ACKNOWLEDGED AND AGREED BY THE

INVESTIGATOR [
Jmeno/By: [ N
Podpis/Signature:

Datum/Date:
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O QUINTILES

Ptiloha 1/ Attachment 1;

Rozpoctova tabulka / The Budget table:
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