
AMENDMENT NO. 1 TO CLINICAL TRIAL
AGREEMENT

By and Among

Quintiles Gzech 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 Radlick6 714, 158 00 Praha 5,

identification number 24768651 acting on behalf of
Janssen-Cilag lnternational NV, a company
organized and existing under the laws of the Belgium

with its registered office at Turnhoutseweg 30. 8-2340,
Beerse, (hereinafter referred to as "Sponsor"), and in

CRO's own name;

and

Nemocnice Cesky Krumlov a.s. ("lnstitution") with

registered offices located at Nemocnicni 429, 381 27

Cesky Krumlov, Czech Republic;

and

MUDr. Richard Kovar ("Principal lnvestigator"),
affiliated with lnstitution, located at Brigadnicka 36, 370
06 Ceske Budejovice, Czech Republic

is made and effective as of the date of execution that

the last party signs below (hereinafter "Effective Date").

WHEREAS, Sponsor has requested the lnstitution and
Principal lnvestigator 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 (Qanagliflozin and Renal Events in
Diabetes with Qstablished Nephropathy 9linical

fvaluation Trial)" (lhe "Study");
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Mezi

Quintiles Czech Republic s.r.o. (d5le jen ,,Smluvni
vlzkumnd organizace") je spole6nost zaloZend a

fungujici podle z6kon0 eesk6 republiky s hlavnim

sidlem na adrese Radlick6 714, 158 00 Praha 5, le
247 68651 jed naj ici j m6nem spolednosti Janssen-C i lag

lnternational NV zalolenl a fungujici podle zdkon0

Belgie s registrovanfm sidlem na adrese

Turnhoutseweg 30. 8-2340, (d5le jen ,,Zadavatel"), a

vlastnim jm6nem;

a

Nemocnice eeskf Krumlov a.s. (,,Zdravotnick6

zaiizeni") se sidlem v Nemocnidni 429, 381 27 Ceskf
Krumlov, eesk6 republika;

a

MUDr. Richard Kovii (,,Hlavni zkou5ejici"), pracujicfm

ve Zdravotnick6m zaiizeni, adresa Brig5dnick6 36, 370
06 Ceske Bud6jovice, eesk6 republika

se uzavir6 a nabfv6 06innosti k datu podpisu posledni

ze smluvnich stran (d6le oznaCovany jen jako ,,Den

[6innosti").

VZHLEDEM K TOMU, 2e Zadavatel po26dal

Zdravotnick€ zaiizeni a hlavn[ho zkou5ejiclho, aby
provedli klinicke vfzkumn6 hodnoceni piipravku
Ganagliflozin (ddle oznadovanf jen jako ,,Studijni
l60ivo") v souladu s Protokolem e. 28431754DNE3001
(d6le oznadovanf jen jako ,,Protokol"), pod n6zvem

,,Randomizovan6, dvojitd zaslepen1, poCtem pfihod
flze n6, place be m kontrolovan1, mu ltice ntrick6 kli n ick6
hodnoceni 0einnosti canagliflozinu na rendlni a

kardiovaskuldrni vy!,sledky u diabetikit 2. typu s
diabetickou nefropatii, klinick1 hodnoceni CREDENCE
(Canagliflozin and RenalEvents in Diabetes with
Established Nephropathy Clinical Evaluation Triall'
(ddle oznadovan6 jen jako ,,Klinick6 hodnocen[");



WHEREAS, Sponsor, CRO, lnstitution and Principal

lnvestigator entered into the Clinical Trial Agreement on

the 20 August 2014 (the "Agreement"); and

WHEREAS, Sponsor, CRO, lnstitution and Principal
lnvestigator desire to amend the Agreement effective the
date of execution of this Amendment No. 1;

NOWTHEREFORE, forexchange 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:

Compensation for Screen Failure Payments as
described in EXHIBIT B - Budget and Payment
Schedule, Article (2) Other Compensation, paragraph
"Screen Failure Payments", of the Agreement shall be

deleted in its entirety and replaced with the language
below to reflect a study-wide change to the payment of
Screen Failures:

. Screen Failure Payments
For Screen Failure subjects, all completed
Screening visits and the visit at which the subject
failed (Pre-Screen, Screening, and/or Run-inMeek
-2, andlor Baseline/Day 1) will be paid at 100% of
the cost of the visit in accordance with the milestone
table in Article (3) Payment Milestones per Enrolled
Subjects, of Exhibit B of the Agreement, with a cap
of one (1) Screen Failure subject, regardless of
enrollment, in the order the subjects are screened.
After payment of one (1) Screen Failure, two (2)
additional Screen Failures will be paid for every one
(1) subject enrolled by the site. To be eligible for
reimbursement of screening visit(s), completed
screening CRF pages must be submitted to CRO
and any additional information, which may be
requested by CRO to appropriately document the
subject screening procedures.

. Pre-Screen Failure Payments .
For Pre-Screen Failure subjects with Local Labs,
payment will be paid at the rate listed in the
milestone table in Article (3) Payment Milestones
per Enrolled Subjects, of Exhibit B of the
Agreement, up to a cap of ten (10) pre-screen
failures. The pre-screen visits do not count against
the 2:1 ratio for remaining Screen Failures detailed
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VZHLEDEM K TOMU, 2e Zadavatel, Smluvni
vyizkumn6 organizace, Zdravotnick6 zaiizeni a Hlavni
zkouSejici uzavieli dne 20. 8.2014 Smlouvu o klinick6m

hodnoceni (d6le ozna0ovan6 jen jako,,Smlouva"); a

VZH LED EM K TOM U, 2E Zadav atel, Sm luvn i vfzku m n6

organizace, Zdravotnick6 zaiizeni a Hlavni zkou5ejici si

pieji doplnit Smlouvu s 06innosti k datu podpisu tohoto
Dodatku 0. 1;

PROTO NYNi, vzhledem k vz6jemnlm piislibfrm

obsaZenlim v tomto dodatku a vzhledem k jin6 dobr6 a
hodnotn6 0plat6, jejiZ obdzenl a dostatednost se timto
potvrzuji, se smluvni strany tohoto dodatku dohodly takto:

NShrada za Plalby za screening failure, jak je pops6na

v pnilOzf B - Rozpodet a rozpis plateb, e lanfu (z)
DalSi ndhrady, odstavci ,,Platby za pacienty, kteii
neprojdou vstupnimivy5etienimi", Smlouvy, se v pln6m

rozsahu vymazAvA a nahrazuje se niZe uvedenfm
textem tak, aby odr6Zela zm6nu v Uhrad6 za screening
failures v cel6m rozsahu Klinick6ho hodnoceni:

Platby za screening failures
U vSech subjektrl, u nichZ doSlo ke screening
failure, budou v5echny dokon0en6 screeningov6
ndv5t6vy a n6v5t6va, nani? do5lo k failure subjektu
(pre-screening, screening a/nebo run-in/tyiden-2,
a/nebo baseline/den 1), proplaceny ve vf5i 100 o/o

n6klad0 na n6vSt6vu v souladu s tabulkou milnik0
obsa2enou v Clanku (3) Platby za zaiazenl
pacienty k jednotlivfm meznikfim, Piilohy B
Smlouvy s hornim limitem jednoho (1) screening
failure subjektu, bez ohledu na n6bor, a to v poiadi,
v n6mZ prob6hl screening subjektrl. Po rihrad6
jednoho (1) screening failure budou za ka2df jeden
(1) subjekt randomizovanf do studie danlim
pracovi5t6m proplaceny dva (2) dal3i screening
failures. Proplaceni ndhrady za screeningovou
ndv5t6vu nebo n6v5t6vy je podmin6no odevzd6nim
vypln6nfch screeningovfch CRF formu16ifr
Smluvni vyizkumn6 organizaci a piipadnim
pied6nlm dodatednfch informaci, kter6 si Smluvni
vfzkumnd organizace vyiAdit k i6dn6mu
zdokumentov6ni postup0 pouZivanfch pfi
screeningu subjektu.

Platby za pre-screening failures
Uhrady za subjekty, u nichZ doSlo k pre-screening
failure na z6klad6 odb6r0 v lok6lni laboratoii, budou
vyplSceny v sazb6 uvedenG v tabulce s milniky
obsaZenou v elanku (3) Platby za zaiazenl
pacienty k jednotlivim meznik&m, Piilohy B
Smlouvy a2 do maxim6lni vf5e deseti (10) pre-
screening failures. Pre-screeningov6 n6vSt6vy se



above. Payment will be made upon receipt of
invoice detailing subject number, date of the visit at
which the pre-screen visit occurred, including the
amount as listed in the milestone table in Article (3)
Payment Milestones per Enrolled Subjects, of
Exhibit B of the Agreement, for Optional Pre-Screen
Visit with Local Labs.

The pre-screening failure cap may be increased
upon Sponsor notification (via the CRO) and
approval based on an assessment of the site's
screening and randomization activity since
implementation of this contract amendment.

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

lN WITNESS WHEREOF, the parties hereto have
caused this Amendment No. 1 to be executed by their
duly authorized representatives as of the date last signed
below:

O ourNTrLEs.

nepo6itaji oproti pom6ru 2'.1 za zbyvajci screening
failures tak, jak je uvedeno vf5e. Uhrada se provddi
po obdrZeni faktury, kde je uvedeno 6islo subjektu,
datum pilslu5ne pre-screeningov6 n6v5t6vy, vdetn6
06stky tak, jak je uvedena v tabulce s milniky
v el6nku Ctentu (3) Platby za zaiazenl pacienty k
jednotlivfm meznik0m, Piilohy B Smlouvy, za
nepovinnou pre-screeningovou nSv5t6vu v lok6lni
laboratoii.

Pote, co nabude U6innosti tento dodatek ke
Smlouv6, je moZn6 horni limit pro pre-screening
failures zvf5it na zikladE ozn6meni Zadavateli
(prostiednictvim Smluvni vifzkumn6 organizace) a
schvdleni zaloZenbho na vyhodnoceni
screeningov6 a randomizaeni aktivity pracoviSt6,
kde se prov6di klinick6 hodnoceni.

V5echny ostatni podminky Smlouvy z0st6vaji v pln6
platnosti.

NA DUKAZ CeUOZ nechaly smluvnistrany k poslednlmu

niZe uvedenEmu datu tento Dodatek 6. 1 podepsat svlmi
i6dnE zmocnEnimi z6stupci:
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Sm luvn[ vfzkumnS organ izace jm6nem Zadavatele
lng. Eva Falbrov6
Director, Site Network
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Signature: Podpis:
Under a Power of Attomey Quintiles Czech Republic, s.r.o. Na zSklad6 pln6 moci Quintiles Czech Republic, s.r.o.

15 "l- j
Date: Datum:

GRO on behalf of the 

lng. Eva Falbrov6
Director, Site Network

cRo
lng. Eva Falbrov6
0irector, Site Network

Smluvni vrizkur
lng. Eva Falbrov5

qfzkumni 

Dlrector, Site Network

Signature: Podpis:
Under a Power of Attorney Quintiles Czech Republic, s.r.o. Na zdrklad6 pln6 moci Quintiles Czech Republic, s.r.o

Date:
I !'. -:- l- '|1
lu I Datum:

Nemocn drsrf xnurulov a.s.
Nemocnidnl 429, Horni Briina

381 27 Ceskv Krumlcv

Podpis:

I Z/. UeSKV KrUmlCV
. Jaroslav Sima, MBn

a, MBA

- 2 -02- 2010
- 2 -02- 2016

Datum: Datum:

Datum:
- 2 -02- 2010 Datum:

- z -02- 2010

MUDr. Richard Kovar MUDr. Richard Kovii

,ooor"
Rich

Datum: Datum:
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moc;rr'ini ,12fi, Hoi'rri Br6na
3Bt az rlc-:t'i Krurnlov

Mgr. Jaroslav Sirrra., iv'lBA

ima,
President of the Board of Directors

lilcE egsw itt'::l,tl.filr' a.s.

it'rcniinl 429, i '.' ' :'r6na
st zz Oesxi ., . IJV

Vice - president of the Board of Directors

Nemocnice 
lcfl cxsnry xmur*:.e;i{ e.r
;niCni 4lg, Hornl . ,',.1t
 27 (:sl..y, Krurnt. ,

Richard Kov6i, Principal lnvestigator
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