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DODATEK &.1 KE SMLOUVE
O PROVEDENI KLINICKEHO
HODNOCENI

Mezi

BAYER s.r.o.

Se sidlem: Praha 5, Stodulky, Siemensova 2717/4, 155
00, Ceska republika

zapsana v obchodnim rejstfiku u Méstského soudu
v Praze, oddil C, vlozka 391

IC: 00565474

DIC: CZ00565474

zastoupenou: Panagiotis Alekos, prokuristou

(dale jen jako "Bayer")
a

Nemocnice Cesky Krumlov, a.s.

Se sidlem: Nemocni¢ni 429, Horni Brana, 381 01
Cesky Krumlov

IC: 260 95 149

DIC: CZ260 95 149

Zapsana v obchodnim rejstfiku vedeném u Krajského
soudu v Ceskych Budé&jovicich, oddil B 1460.

(dale jen "Centrum")

a

MUDr.
Nar.:

(dale jen ,Zkousejici ”)

(Centrum a Zkousejici dale spoleéné oznacovany jako
»omluvni partnefi )

uzavieny nize uvedeného dne, mésice a roku podle
ustanoveni § 1746 odst. 2 zakona &. 89/2012 Sb.,
obc&ansky zakonik, ve znéni pozdéjSich predpist (dale
jen ,Dodatek"):
I.  Uvodni ustanoveni

1. Dne 2.2.2016 byla mezi Smluvnimi stranami
uzaviena Smlouva o provedeni klinického
hodnoceni (dale jen ,Smlouva®), jejimz
pfedmétem je provedeni Studie s nazvem
,Randomizovana, dvojité zaslepena,
multicentricka studie faze lll typu event-driven
s paralelnimi skupinami s cilem zkoumat
ucéinnost a bezpecnost finerenonu, pfidaného
ke standardni lécbé, pri shizovani
kardiovaskularni morbidity a mortality u
pacientit s cukrovkou 2. typu a klinickou
diagnézou diabetického onemocnéni ledvin®,
s Cislem Bayer 17530, rozdéleni povinnosti
souvisejicich se Studii mezi spoleCnost Bayer,
Centrum a ZkouSejici.

AMENDMENT Nr.1 TO THE
AGREEMENT
FOR THE PERFORMANCE OF
A CLINICAL TRIAL

Between

BAYER s.r.o.

With its registered seat at: Prague 5, Stodulky,
Siemensova 2717/4, 155 00, Czech Republic
registered at the Municipal Court in Prague, Section
C, Insert 391

ID No.: 00565474

VAT No.: CZ00565474

represented by: Mr. Panagiotis Alekos, Proxy

(hereinafter referred to as "Bayer")
and

Nemocnice Cesky Krumlov, a.s.

With its registered seat at: Nemocni¢ni 429, Horni
Brana, 381 01 Cesky Krumlov

ID No.: 260 95 149

VAT No.: CZ 260 95 149

Registered in the companies’ registry at the Regional
court in Ceske Budejovice, Section B, Insertion 1460.
(hereinafter referred to as "Center")

and

MUDr.
Born on

(hereinafter referred to as “Investigator”)

(Center and Investigator collectively hereinafter
referred to as “Contract Partners”)

entered into on the below stated day, month and year
pursuant to § 1746 sect. 2 of the Act No. 89/2012
Coll., Civil Code, as amended (hereinafter referred to
as “Amendment”):

. Introductory Provisions

1. On February 2, 2016, the Agreement for the
performance of a clinical trial was concluded
between the Parties (hereinafter referred to as
,the Agreement®). Subject of the Agreement is
the performance of the study entitled “A

randomized, double-blind, placebo-
controlled, parallel-group, multicenter, event-
driven Phase Illl study to investigate the

efficacy and safety of finerenone on the
reduction of cardiovascular morbidity and
mortality in subjects with type 2 diabetes
mellitus and the clinical diagnosis of diabetic
kidney disease in addition to standard of
care” with the Bayer number 17530 and
allocation of the Study related obligation either to
Bayer, Center and the Investigator, as the case
may be.
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Il. Zména Smlouvy

1. Smluvni strany timto sjednavaji zménu Smlouvy
tak, ze:
a) Odst. 4 Prilohy ¢.2 Smlouvy se nahrazuje
nasledujicim tabulkou:

s Celkem za
Navstéva o ex
navstévu
Run-In Visit [
Zarazeni pacienta:
Screening Visit -
Randomizace V1 -
V2 I
V3 I
Studijni navstév
’ | wasre. | I
V5,8,11, .0 [ ]
Studijni navétévy u | Vv4,6,7,9, ...™ [ ]
pacientt bez studijni
medikace V5,8,11,...0 -
Titrace studijni Up-titration
medikace visit -
Navstéva
pred¢asného Premature
ukonéeni . . .
Discontinuatio
(bezprostiedné po - -
predéasném n V'?'t, (PD
ukondeni uzivani visit)

studijni medikace)

Navstéva ukonceni

klinického hodnoceni End Of Study

(u vsech pacientu pfi .
ukonéent Klinického Visit (EOS L
hodnoceni visit)
sponzorem)
Navstéva po
ukonéeni hodnocené Post
1éEby (priblizné 30
dni po poslednim T .reatmept. -
uziti studijni Visit (PT V|S|t)
medikace)
IR Telefonicka
Studijni navstévy navitéva* -

Neplanovana
studijni
navstéva **

Studijni navstévy

* Telefonicka navstéva jako nahrada navstévy fyzické
pokud pacient neni schopen dorazit (pf. z divodu
nemoci).

** Neplanovana studijni navstéva mimo navstévy
stanovené protokolem (pf. provedeni kontrolnich
odbérl k zajisténi bezpecnosti pacienta nebo potvrzeni
cilovych parametr( tzv. Outcome Events.)

Il. Amendment to Agreement

1. The Parties hereby agreed to amend the
Agreement as follows:
a) Section 4 of the Appendix 2 of the
Agreement shall newly read as:

Total/per

U il Patient Visit

Run-In Visit

Patient Enroliment
Screening Visit

Randomization V1 -
V2 I
V3 I
Study Visits
Y V4,6,7,9,...m [
V58,11, .0 I
(m)
Study visit: study V4879, ... -
drug discontinued
9 V5,8,11,...0 [
Up Titration Visit | Up-titration visit [ ]
Premature
\E/)ii:i?ontinuation Premature
(after study drug is D|_sgont|nua_1t|_on -
permanently Visit (PD visit)
discontinued)

End of Study Visit
(after study
termination)

End Of Study
Visit (EOS visit)

Post Treatment

Visit Post Treatment

(after the last Visit (PT visit) -
study drug intake)

Study visits Phone call visit* -
Study visits Unscheduled -

visit™

* Phone call visit replacing the onsite visit if a subject
is not able to come (e.g. due to the iliness).

** Unscheduled visit as a visit out of the protocol
window (e.g. performing sample collection for safety
reasons or confirm the Outcome Events).
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lll. Zavéreéna ustanoveni lil. Final Provisions

1. This Amendment is without prejudice to the other
provisions of the Agreement. The Amendment
shall be effective on the date of signing by the
last Party.

1. Ostatni ustanoveni Smlouvy zUstavaji timto
Dodatkem nezménéna. Tento Dodatek nabyva
ucinnosti dnem jeho podpisu posledni ze Smluvnich
stran.

2. Tento Dodatek se vyhotovuje ve C¢Etyfech
vyhotovenich, kdy Bayer obdrzi dvé vyhotoveni a
Centrum a Zkousejici po jednom vyhotoveni.

2. This Amendment is executed in four original
copies. Bayer shall receive two original copies
and Center and Investigator receive one original
copy each.

3. Smluvni strany prohlaSuji, ze tento Dodatek
uzavfely na zakladé svobodné a vazné vile, jeho
obsah procetly a porozumély mu, a na diikaz toho
pfipojuji své viastnoru€ni podpisy

3. The Parties declare that this Amendment was
concluded based on their own free and serious
will. The Parties read the Amendment and they
understood the Amendment, in witness whereof
the undersigned have signed this Amendment.

BAYER s.r.o.

Misto/datum - Place/date:

Panagiotis Alekos
Prokurista / Proxy

Nemocnice Cesky Krumlov, a.s.

Place/date - Misto/datum:

Mgr. Jaroslav Sima, MBA
Predseda predstavenstva/Chairman of the board

Zkousejici / Investigator

Place/date - Misto/datum:

muDr. [

ZkouSejici / Investigator
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