AMENDMENT NO. 2 TO CLINICAL TRIAL
AGREEMENT

By and Among

Quintiles Czech Republic s.r.o. (hereinafter referred
to as ,CRO"), a company organized and existing under
the laws of the Czech Republic with its with principal
offices located in Radlicka 714, 158 00 Praha 5,
identification number: 24768651, acting on behalf of
Janssen-Cilag International NV, a company
organized and existing under the laws of the Belgium
with its registered office at Turnhoutseweg 30. B-2340,
Beerse (hereinafter referred to as “Sponsor”) and in
CRO’s own name;

and

Nemocnice Jindfichliv Hradec a.s., located at U
Nemocnice 380/1ll, 377 38 Jindrichuv Hradec, Czech
Republic, Identification number: 26095157,
represented by Ing. Miroslav Janovsky, President of
the Board of Directors and Vit Lorenc, MD, Member of
the Board of Directors (“Institution”)

is made and effective as of the date of execution that
the last party signs below (hereinafter “Effective Date”).

WHEREAS, Sponsor has requested the Institution and
Principal Investigator to conduct a clinical research
study involving the study drug Canagliflozin (the
“Study  Drug”) according to  Protocol No.
28431754DNE3001 (the "Protocol") entitled “A
Randomized, Double-blind, Event-driven, Placebo-
controlled, Multicenter Study of the Effects of
Canagliflozin on Renal and Cardiovascular Outcomes
in Subjects With Type 2 Diabetes Mellitus and Diabetic
Nephropathy, The “CREDENCE” Trial (Canagliflozin
and Renal Events in Diabetes with Established
Nephropathy Clinical Evaluation Trial)” (the "Study");

WHEREAS, Sponsor, CRO and Institution entered into
the Clinical Trial Agreement on the 14 October 2014 (the
“Agreement”); and

WHEREAS, Sponsor, CRO and Institution desire to
amend the Agreement effective the date of execution of
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DODATEK €. 2 KE SMLOUVE O KLINICKEM
HODNOCENI

Mezi

Quintiles Czech Republic s.r.o. (dale jen ,Smluvni
vyzkumna organizace®), spole¢nosti zalozenou a
fungujici podle zakoni Ceské republiky s hlavnim
sidlem na adrese Radlicka 714, 158 00 Praha 5, ICO:
24768651, jednajici jménem spoleCnosti Janssen-
Cilag International NV zaloZzené a fungujici podle
zakonu Belgie s registrovanym sidlem na adrese
Turnhoutseweg 30. B-2340, Beerse (dale jen
~Zadavatel“) a vlastnim jménem;

a

Nemocnici Jindfichav Hradec a.s., se sidlem U
Nemocnice 380/Ill, 377 38 Jindfichv Hradec, Ceska
republika, ICO: 26095157, zastoupenou Ing.
Miroslavem Janovskym, pfedsedou pfedstavenstva a
MUDr. Vitem Lorencem, <¢&lenem predstavenstva
(,Zdravotnické zafizeni®)

se uzavira a nabyva u€innosti k datu podpisu posledni
ze smluvnich stran (dale oznafovany jen jako ,Den
uginnosti®).

VZHLEDEM K TOMU, ZE Zadavatel pozadal
Zdravotnické zafizeni a hlavniho zkousejiciho, aby
provedli klinické vyzkumné hodnoceni pfipravku
Canagliflozin (dale oznalovany jen jako ,Studijni
I&Civo”) v souladu s Protokolem &. 28431754DNE3001
(dale oznacovany jen jako ,Protokol“), pod nazvem
-Randomizované, dvojité zaslepené, poctem prihod
fizené, placebem kontrolované, multicentrické klinické
hodnoceni Gcinnosti  canagliflozinu na renalni a
kardiovaskularni vyysledky u diabetiki 2. typu s
diabetickou nefropatii, klinické hodnoceni CREDENCE
(Canagliflozin and Renal Events in Diabetes with
Established Nephropathy Clinical Evaluation Trial)*
(dale oznacované jen jako ,Klinické hodnoceni*);

VZHLEDEM K TOMU, ZE Zadavatel, Smluvni
vyzkumna organizace a Zdravotnické zafizeni uzavieli
dne 14. 10. 2014 Smlouvu o klinickém hodnoceni (dale
oznacovana jen jako ,Smlouva®); a

VZHLEDEM K TOMU, ZE Zadavatel, Smluvni
vyzkumna organizace a Zdravotnické zafizeni si preji
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this Amendment No. 2;

NOW THEREFORE, for exchange of the mutual
promises contained herein and for other good and
valuable consideration, the receipt and adequacy of
which is hereby acknowledged, the parties hereto agree
as follows:

1. As of the Effective Date, Exhibit B, Budget & Payment
Schedule of the Agreement, Section (1) Maximum
Enrolilment Fee Per Completed Subject is hereby
deleted in its entirety and replaced with the following:

2. As of the Effective Date, Exhibit B, Budget &
Payment Schedule of the Agreement, Section (2)
Other Compensation is hereby amended to add the
following invoiced items:

3. As of the Effective Date, Exhibit B, Budget &
Payment Schedule of the Agreement, Section (2)
Other Compensation, the following invoiced items
are hereby deleted in their entirety and replaced
with the following to reflect additional PI time:
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doplnit Smlouvu s U€innosti k datu podpisu tohoto
Dodatku €. 2;

PROTO NYNIi, vzhledem k vzajemnym pislibim
obsazenym v tomto dodatku a vzhledem k jiné dobré a
hodnotné uplaté, jejiz obdrzeni a dostateCnost se timto
potvrzuji, se smluvni strany tohoto dodatku dohodly
takto:

1. Pfiloha B, Rozpog&et a harmonogram plateb, Clanek
(1) Maximalni odména za nabor za kazdého
dokonéeného pacienta, se ke Dni ucinnosti tohoto
Dodatku timto v plném rozsahu vymazava a nahrazuje
nasledujicim znénim:

2. Priloha B, Rozpoget a harmonogram plateb, Clanek
(2) DalSi nahrady, se ke Dni ucinnosti tohoto Dodatku
timto doplfiuje o nasledujici fakturovatelné polozky:

3. Uprava nize uvedenych fakturovatelnych poloZzek
obsazena v Pfiloze B, RozpoCet a harmonogram
plateb, Clanku (2) Dal$i nahrady, se ke Dni G&innosti
tohoto Dodatku timto v pIném rozsahu vymazava a
nahrazuje se nasledujicim znénim, a to za ucelem
zohlednéni dodateéného ¢asu Zkousejiciho:
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5. As of the Effective Date, Exhibit B, Budget & 4. Pfiloha B, Rozpodet a harmonogram plateb, Clanek
Payment Schedule of the Agreement, Section (3) (3) Platby za zafazené pacienty k jednotlivym
Payment Milestones per Enrolled Subject is hereby meznikim, se ke Dni G¢innosti tohoto Dodatku timto v
deleted in its entirety and replaced as follows: plném rozsahu vymazava a nahrazuje nasledujicim

znénim:
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All other terms and conditions of the Agreement shall
remain in full force.

5. CONTRACTS REGISTRY

Notwithstanding the foregoing, Institution, Sponsor
and Quintiles hereby acknowledge that this
Amendment shall be published together with the
Agreement pursuant to Act No. 340/2015 Sb., on
Agreements Register. As and between the Parties,
Quintiles agrees to publish this Amendment together
with the Agreement pursuant to the foregoing. Any
information which constitutes trade secret of either
Party is exempted from such publication. For the
purposes of this Amendment and the Agreement, such
trade secrets include, but are not limited to,
Attachment A to the Agreement — Budget and
payment schedule, minimum enrollment goal,
expected number of Study subjects enrolled and the
expected duration of the Study. Furthermore, personal
data of individuals are also exempt from such
publication, unless they have been previously
published in another public register. The Quintiles is
obliged to publish this Amendment together with the
Agreement in accordance with the article herein
above. Should Quintiles fail to publish this Amendment
together with the Agreement within the statutory time
limit, it may be published by the Institution.

The estimated value of financial payment under this
Agreement shall be approximately CZK 50,000

IN WITNESS WHEREOF, the parties hereto have
caused this Amendment No. 2 to be executed by their

VSechny ostatni podminky Smlouvy zlstavaji v plné
platnosti.

5. REGISTR SMLUV

Bez ohledu na vySe uvedené, Zdravotnické zafizeni,
Zadavatel a Quintiles timto berou na védomi, Ze tento
Dodatek bude zvefejnén spoleéné se Smlouvou v
souladu se zak. & 340/2015, o registru smluv. Za
zvefejnéni dle pfedchozi véty odpovida Quintiles.
Takovémuto zvefejnéni nepodléhaji ty udaje, které
tvofi obchodni tajemstvi nékteré ze smluvnich stran.
Pro u&ely tohoto Dodatku a Smlouvy se obchodnim
tajemstvim rozumi zejména Pfiloha A Smlouvy -
Rozpocet a platebni prehled, minimalni cilovy pocet
zafazeni, oCekavany pocet zafazenych subjekttu a
oCekavana délka trvani Studie. Dale nebudou
takovémuto zvefejnéni podléhat osobni Udaje
fyzickych osob, ledaze jsou jiZ zvefejnény v jiném
vefejné pfistupném registru. Za zvefejnéni Dodatku a
Smlouvy dle pfedchoziho odstavce odpovida Quintiles.
Neni-li Dodatek spoleéné se Smlouvou zvefejnén
Quintiles v zakonné Ih(té ke zvefejnéni urené, je k
jejich zverejnéni opravnéno Zdravotnické zafizeni.

Pfedpokladana hodnota finanéniho plnéni dle
podminek této Smlouvy €ini pfiblizné 50,000 K&.
NA DUKAZ CEHOZ nechaly smluvni strany

k poslednimu nize uvedenému datu tento Dodatek €. 2
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duly authorized representatives as of the date last signed podepsat svymi fadné zmocnénymi zastupci:
below:

CRO on behalf of the Sponsor Smluvni vyzkumna organizace jménem Zadavatele
Signature: Podpis:

Under a Power of Attorney Quintiles Czech Republic, Na zakladé plné moci Quintiles Czech Republic, s.r.o.
s.I.0.

Date: 16.08.2017 Datum: 16.08.2017
CRO Smluvni vyzkumna organizace
Signature: Podpis:

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

Date: 16.08.2017 Datum: 16.08.2017
Nemocnice Jindrichlv Hradec a.s. Nemocnice Jindfichav Hradec a.s.
Signature: Podpis:
Ing. Miroslav Janovsky Ing. Miroslav Janovsky
President of the Board of Directors Pfedseda predstavenstva
Date: 29.08.2017 Datum: 29.08.2017
Nemocnice Jindfichliv Hradec a.s. Nemocnice JindfichlQv Hradec a.s.
Signature: Podpis:
Vit Lorenc, MD MUDr. Vit Lorenc
Member of the Board of Directors Clen predstavenstva
Date: 29.08.2017 Datum: 29.08.2017

Read and Acknowledged:

Precteno a potvrzeno:

Signature:

Podpis:

Date: 29.08.2017
Datum: 29.08.2017
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