AMENDMENT NO. 2 TO CLINICAL TRIAL
AGREEMENT

By and Among

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 (“Sponsor”),

Represented by Quintiles Czech Republic s.r.o. with
its principal offices located in Radlicka 714/113a, 158 00
Praha 5, Identification number: 247 68 651, registered
in the Commercial Register of the Municipal Court in
Prague, Section C, Insert 172751,

and

Quintiles Czech Republic s.r.o0., a company organized
and existing under the laws of the Czech Republic with
its principal offices located in Radlicka 714, 158 00
Praha 5, Identification number: 247 68 651, registered
in the Commercial Register of the Municipal Court in
Prague, Section C, Insert 172751, (hereinafter “CRQO”)

and

Fakultni nemocnice Kralovské Vinohrady, having a
place of business at Srobarova 1150/50, 100 34 Praha
10, Czech Republic, Identification number: 000 64 173,
Tax identification number: CZ00064173, represented by
Doc. MUDr. Robert Grill, Ph.D., MHA, Director,
reference symbol: KH 31/2014, internal cost center no.:
22035 (“Institution”)

is made and effective as of the date of execution that
the last party signs below. Amendment no. 2 is
effective as of its publication in the Register of
Agreements (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

O QUINTILES

DODATEK C. 2 KE SMLOUVE O KLINICKEM
HODNOCENI

Mezi

Janssen-Cilag International NV, zalozenou a fungujici
podle zakonU Belgie s registrovanym sidlem na adrese
Turnhoutseweg 30. B-2340, Beerse (dale jen
.Zadavatel),

zastoupenou Quintiles Czech Republic s.r.o., se
sidlem v Ceské republice, Radlicka 714/113a, 158 00
Praha 5, ICO: 247 68 651, zapsanou v obchodnim
rejstfiku vedeném Méstskym soudem v Praze, oddil C,
vlozka 172751,

Quintiles Czech Republic s.r.o., spolecnosti
zaloZenou a fungujici podle zakon Ceské republiky s
hlavnim sidlem v Ceské republice, Radlicka 714/113a,
158 00 Praha 5, ICO: 247 68651, zapsanou
v obchodnim rejstiiku vedeném Méstskym soudem
v Praze, oddil C, vloZzka 172751, (dale jen ,Smluvni
vyzkumna organizace®),

Fakultni nemocnici Kralovské Vinohrady, se sidlem
Srobarova 1150/50, 100 34 Praha 10, Ceska republika,
Identifikacni Cislo: 000 64 173, Danové identifikacni
Cislo: CZ00064173, zastoupenou Doc. MUDr.
Robertem Grillem, Ph.D., MHA, Feditelem, Cislo jednaci:
KH 31/2014, nakladové stfedisko: 22035 (,Zdravotnické
zafizeni®)

se uzavira a nabyva platnosti k datu podpisu posledni
ze smluvnich stran. Uginnosti nabyva dnem zvefejnéni
v registru smluv (dale oznacovany jen jako ,Den
ucinnosti®).

VZHLEDEM K TOMU, ZE Zadavatel pozadal
Zdravotnické zafizeni a Hlavniho zkousejiciho, aby
provedli klinické vyzkumné hodnoceni pfipravku
Canagliflozin (dale oznaCovany jen jako ,Studijni
léCivo”) v souladu s Protokolem &. 28431754DNE3001
(dale oznacovany jen jako ,Protokol“), pod nazvem
.Randomizované, dvojité zaslepené, poctem prihod
fizené, placebem kontrolované, multicentrické klinické
hodnoceni dcinnosti canagliflozinu na renalni a
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“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 5 November 2014 (the
“Agreement”); and

WHEREAS, Sponsor, CRO and Institution desire to
amend the Agreement;

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:

As of the Effective Date, Exhibit B, Budget & Payment
Schedule of the Agreement,
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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 5. 11. 2014 Smlouvu o klinickém hodnoceni (dale
oznacovana jen jako ,Smlouva“); a

VZHLEDEM K TOMU, ZE Zadavatel, Smluvni vyzkumna
organizace a Zdravotnické zafizeni si preji doplnit
Smlouvu;

PROTO NYNI, vzhledem kvzajemnym pfisliblm
obsaZenym v tomto dodatku €. 2 a vzhledem k jiné dobré
a hodnotné uplaté, jejiz obdrzeni a dostateénost se timto
potvrzuji, se smluvni strany tohoto dodatku €. 2 dohodly
takto:

—_

Pfiloha B, RozpoCet a harmonogram plateb,
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As of the Effective Date, Exhibit B, Budget & Payment
Schedule of the Agreement,
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As of the Effective Date, Exhibit B, Budget & Payment
Schedule of the Agreement,
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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 no.
2 shall be published together with the Agreement and
Amendment no. 1 pursuant to Act No. 340/2015 Sb., on
Agreements Register. As and between the Parties,
Institution agrees to publish this Amendment no. 2,
Amendment no. 1 together with the Agreement

O QUINTILES

VSechny ostatni podminky Smlouvy zlstavaji v piné
platnosti.

5. REGISTR SMLUV

Bez ohledu na vy3e uvedené, Zdravotnické zafizeni,
Zadavatel a Quintiles timto berou na védomi, Ze tento
Dodatek €. 2 bude zvefejnén spolec¢né se Smlouvou a
Dodatkem €. 1 v souladu se zak. &. 340/2015, o registru
smluv. Za zvefejnéni dle pFfedchozi véty odpovida
Zdravotnické  zafizeni. Takovémuto  zvefejnéni
nepodléhaji ty udaje, které tvofi obchodni tajemstvi
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pursuant to the foregoing. Any information which
constitutes trade secret of either Party is exempted from
such publication. For the purposes of this Amendment
no. 2, Amendment no. 1 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.
Contractual research organization is committed to
Institution to supply the modified version of Amendment
no. 2, Amendment no. 1 and Agreement intended for
publication on Agreements Register no later than the
date of signing the full version of Amendment. The
Institution is obliged to publish this Amendment no. 2
and Amendment no. 1 together with the Agreement in
accordance with the article herein above. The
Institution will inform Quintiles of publishing this
Amendment no. 2 and Amendment no. 1 together with
the Agreement in the Agreements Register by
designating the following email address:
I - hc cmail address to which a
notification of publication in the Agreements register
shall be sent. Should the Institution fail to publish this
Amendment together with the Agreement within 5
working days from its full execution by all parties, it may
be published by the Sponsor or Quintiles.

The estimated value of financial payment under this
Agreement shall be approximately CZK 220000.

O QUINTILES

nékteré ze smluvnich stran. Pro ucely tohoto Dodatku €.
2, Dodatku €. 1 a Smlouvy se obchodnim tajemstvim
rozumi zejména PFiloha A Smlouvy — Rozpocet a
platebni pfehled, minimalni cilovy pocet zafazeni,
oCekavany pocet zafazenych subjektl a oCekavana
délka trvani Studie. Dale nebudou takovémuto
zvefejnéni podléhat osobni udaje fyzickych osob,
ledaZe jsou jiZz zvefejnény v jiném vefejné pfFistupném
registru. Zadavatel se zavazuje, Ze doda
Zdravotnickému zafizeni modifikované verze Dodatku
€. 2, Dodatku €. 1 a Smlouvy nejpozdéji v den podpisu
posledni smluvni stranou Dodatku ¢&. 2. Za zvefejnéni
Dodatku a Smlouvy dle pfedchoziho odstavce odpovida
Zdravotnické zafizeni. Zdravotnické zafizeni vyrozumi
Quintiles o zvefejnéni Dodatku €. 2, Dodatku €. 1 a
Smlouvy v registru smluv tak, ze notifikaci o zverejnéni
preposle na e-mailovou adresu |G
Neni-li Dodatek spoleéné se Smlouvou zvefejnén
Zdravotnickym zafizenim ve lhdté 5 pracovnich dni od
jeho podpisu v8&emi smluvnimi stranami, jsou k jejich
zvefejnéni opravnéni Quintiles ¢i Zadavatel.

Pfedpokladana hodnota finanéniho pInéni dle
podminek tohoto Dodatku €. 2 &ini pfiblizné 220000 K¢.
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IN WITNESS WHEREOF, the parties hereto have caused
this Amendment No. 2 to be executed by their duly
authorized representatives as of the date last signed
below:

Sponsor
Represented by the CRO

Signature:
Under a Power of Attorney Quintiles Czech Republic, s.r.o.

Date:

CRO

Signature:
Under a Power of Attorney Quintiles Czech Repubilic, s.r.o.

Date:

Fakultni nemocnice Kralovské Vinohrady

Signature:
Doc. MUDr. Robert Grill, Ph.D., MHA

Director

Date:

Read and Acknowledged:

Signature:

Date:

O QUINTILES

NA DUKAZ CEHOZ nechaly smluvni strany k poslednimu
nize uvedenému datu tento Dodatek &. 2 podepsat svymi
fadné zmocnénymi zastupci:

Zadavatel
zastoupeny Smluvni vyzkumnou organizaci

Podpis:
Na zakladé plné moci Quintiles Czech Republic, s.r.o.

Datum:

Smluvni vyzkumna organizace

Podpis:
Na zakladé plné moci Quintiles Czech Republic, s.r.o.

Datum:

Fakultni nemocnice Kralovské Vinohrady

Podpis:

Doc. MUDr. Robert Grill, Ph.D., MHA
feditel

Datum:

Precéteno a potvrzeno:

Podpis:

Datum:
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