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DODATEK €. 2 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: Adriana Funderakova Benova, prokurista

(dale jen jako "Bayer")

a

Nemocnice Cesky Krumlov, a.s.

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

ICO: 26095149

DIC: CZ26095149

Zapsana v obchodnim rejstfiku vedeném u Krajského
soudu v Ceskych Budé&jovicich, oddil B, viozka 1460
Zastoupena: MUDr. Jindfichem Florianem, pfedsedou
predstavenstva, a Vaclavem Grubmillerem, ¢lenem
predstavenstva

(dale jen ,Centrum ”)

a

MUDr. X
Datum narozeni: X.X.XXXx
Adresa bydlisté: X

(dale jen ,Hlavni zkouSejici )

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 upravena dodatkem ¢. 1 (dale
jen  ,Smlouva®), jejimz pfedmétem je
provedeni Studie s nazvem ,Randomizovana,
dvojité zaslepena, placebem kontrolovana
multicentricka studie faze Ill. typu event-driven
s paralelnimi skupinami s cilem zkoumat
ucinnost a bezpecnost finerenonu, pfidaného
ke standardni Ié€bé&, pfi progresi ledvinového
onemocnéni u pacientd s cukrovkou 2. typu a
klinickou diagnézou diabetického ledvinového
onemocnéni (DKD)*, s Cislem Bayer 16244,

AMENDMENT Nr. 2 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: Adriana Funderakova Beriova, Proxy

(hereinafter referred to as "Bayer")

and

Nemocnice Cesky Krumlov, a.s.

with its seat at: Nemocniéni 429, Horni Brana, 381 01
Cesky Krumlov

ID: 26095149

VAT ID: CZ26095149

Registered at the companies’ registry at the Regional
court in Ceské Budgjovice, section B, insertion 1460
Represented by: MUDr. Jindfich Florian, Chairman of
the Board, and Vaclav Grubmiller, Member of the
Board

(hereinafter referred to as ,Center ”)

a

MUDr. X
Date of birth: X.x.xxxx
Address of residence: X

(hereinafter referred to as “Principal Investigator”)

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”):

I. Introductory Provisions

1. On February 2, 2016, the Agreement for the
performance of a clinical trial was concluded
between the Parties, further amended by
Amendment No. 1 (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
Il study to investigate the efficacy and safety of
finerenone, in addition to standard of care, on
the progression of kidney disease in subjects
with type 2 diabetes mellitus and the clinical
diagnosis of diabetic kidney disease, with the
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a)

b)

c)

(dale jen ,Studie“), a rozdéleni povinnosti
souvisejicich se Studii mezi spole¢nost Bayer,
Centrum a Hlavniho zkousSejiciho.

II.  Zména Smlouvy

Smluvni strany timto zménu

Smlouvy tak, ze:

sjednavaji

Stavajici znéni odst. 2.10 ¢l. 2 Smlouvy se
odstranuje a vklada se jeho nové znéni:

~Smluvni partnefi se zavazuji informovat
subjekty hodnoceni zarazené do Studie, Ze se
nesmi ucCastnit zadné jiné studie v pribéhu
Studie ani béhem doby preruseni Studie
specifikované v Protokolu bez predchoziho
pisemného souhlasu spoleénosti Bayer.*

Prvni odstavec odst. 2.17 ¢&l. 2 Smlouvy se
odstranuje a vklada se jeho nové znéni:

~Smluvni partnefi jsou si védomi, Ze spoleénost
Bayer nebo tfeti strana jejim jménem dikladné
monitoruje provadéni Studie a pravidelné
navstévuje Centrum. Smluvni partnefi se
zavazuji pfimérené podporovat tyto
monitorovaci aktivity, mimo jiné poskytnutim
pfistupu monitorovi do prostor a k datim dle
potfeby a spolupracovat se spolecnosti Bayer
nebo prislusnou tfeti stranou v tomto ohledu.
Zavazek Smluvnich partner( podle predchozi
véty zahrnuje (avSak neomezuje se na)
povinnost umoZzZnéni ovéreni spravnosti a
uplnosti dat zadanych do CRF oproti zdrojové
dokumentaci v jeji originalni podobé (tj. nikoliv
jeji kopie, byt ovérené), bez ohledu na to, zda
je tato dokumentace vedena v listinné a/nebo
elektronické formé, a to v rozsahu
informovaného souhlasu udéleného subjektem
hodnoceni. Na Zadost spole¢nosti Bayer je
Hlavni zkou$ejici povinen se zucéastnit osobni
diskuze.”

V odst. 4.4 ¢l. 4 Smlouvy se odstranuje druha
véta a vklada se nové znéni této véty ve znéni:

,VeSkeré odmény a nahrady dle této Smilouvy
a Prilohy ¢&. 2 budou Centru uhrazeny takto:
Zpétné za uplynulé a dosud nefakturované
obdobi vzdy ke dni 30.4. a 30.9. kazdého
kalendarniho roku Studie si Hlavni zkousSejici
spolecné s monitorujici osobou povérenou
spolecnosti Bayer vzajemné pisemné nebo
formou e-mailu odsouhlasi prehled poctu,
druhu a jim odpovidajici hodnoty jednotlivych
Ukonl provedenych Hlavnim zkou$ejicim
a/nebo ostatnimi Cleny studijniho tymu, jeZ
maji byt dle této Smlouvy spoleénosti Bayer
hrazeny (tzv. Invoice proposal), zaslany
monitorujici osobou povérenou spolecnosti

a)

b

~

c)

Bayer number 16244, (hereinafter referred to as
the “Study”), and allocation of the Study related
obligation either to Bayer, Center and the
Principal Investigator.

Il. Amendment to Agreement

. The Parties hereby agreed to amend the

Agreement as follows:

The current wording of Section 2.10, Art. 2 of
the Agreement is deleted and its new wording is
inserted:

“Contract Partners shall inform the trial subjects
involved in the Study that they may not
participate in any other study during the course
of this Study and during any suspension period
specified in the Protocol without the prior written
approval of Bayer.”

The first paragraph of Section 2.17, Art. 2 of the
Agreement is deleted and its new wording is
inserted:

“Contract Partners are aware that Bayer or a
third party on behalf of Bayer is monitoring the
conduct of the Study closely and is visiting the
Center on a regular basis. Contract Partners
agree to appropriately support such monitoring
activities, including without limitation by
providing such monitor with access to the
facilities and data as required, and cooperate
with Bayer or the relevant third party in this
regard. The commitment of Contract Partners
under the previous sentence includes (but is not
limited to) the obligation to allow verification of
the correctness and completeness of data
entered into CRF against source documentation
in its original form (i.e. not its copies, even if
verified), irrespective  of whether this
documentation is kept in paper and / or
electronic form, to the extent of the informed
consent granted by the trial subject. Principal
Investigator shall be available for personal
discussion, if requested by Bayer.”

From Section 4.4, Art. 4 of the Agreement, its
second sentence is deleted and a new one
inserted:

“All remunerations and costs according to this
Agreement and Appendix No. 2 of this
Agreement will be paid to Center in the following
manner: Retrospectively for the past and not
yet invoiced period always by April 30 and
September 30 of each calendar year of the
Study, Principal Investigator together with the
monitoring person delegated by Bayer will
mutually agree in writing or by email on the
overview of number, sort and corresponding
value of particular activities performed by
Principal Investigator and/or other Study Team
Members, that shall be paid by Bayer pursuant
to this Agreement (i.e. Invoice proposal), sent
by monitoring person delegated by Bayer.”
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Bayer.*

d) Odst. 7.4 €l. 7 Smlouvy se odstrafiuje a vklada

se jeho nové znéni:

Spolec¢nost

napf. na
(zverejnéni
zverejnéni

spolecnosti

vysledkt) a v kterémkoli registru vyZadovaném

Bayer je

pravnimi pfedpisy.“

e) Stavajici nadpis ¢l. 10 Smlouvy se odstranuje a

vklada se jeho nové znéni:

»,Ochrana osobnich udaji*

f) Odst. 10.2 &l. 10 Smlouvy se odstrafiuje a

vklada se jeho noveé znéni:

~Smluvni partnefi a spole¢nost Bayer se
s pfislusnymi
pravnimi predpisy na useku ochrany osobnich

zavazuji

udajc.“

Jjednat

v souladu

opravnéna
informace o Studii a o Vysledcich na internet,

stranky  www.ClinicalTrials.gov
registru) a na stranky pro
vysledkt, na firemni stranky
Bayer (zvefejnéni registru a

g) Odst. 10.3 ¢l. 10 Smlouvy se odstranuje.

h) Stavajici platebni tabulka v odst. 4 PFilohy &. 2
Smlouvy se odstranuje a vklada se jeji nové

znéni:

umistit

i Celkem za
Navstéva g
navstévu
Run-In Visit X
Zarazeni pacienta:
Screening Visit X
Randomizace V1 X
V2 X
V3 X
Studijni navstév
! Y V4,6,7,9,... X
V5,8,11, ... X
Studijni navstévy u V4,6,7,9, ... X
pacientt bez studijni
medikace V5,8,11,...™ X
Titrace studijni Up-titration X
medikace visit
Navstéva
pred¢asného Premature
ukonceni ; ; ;
(bezprostfedné po Dlsilqn.ttm:fglo X
predéasném n ',S'_ (
ukonceni uzivani visit)

studijni medikace)

d)

e

~

f)

~

g

h)

Section 7.4, Art. 7 of the Agreement is deleted
and its new wording is inserted:

“Bayer may post information on the Study and
on the Results on the Internet, e.g. on
www.ClinicalTrials.gov (registry posting) and on
sites for results posting, on Bayer's company
website (registry and results posting) and in any
other registry required by laws or regulations.”

The current title of Art. 10 of the Agreement is
deleted and its new wording is inserted:

“Personal Data Protection”

Section 10.2 of Art. 10 of the Agreement is
deleted and its new wording is inserted:

“Contract Partners and Bayer agree to adhere
to applicable data protection laws and
regulations.”

Section 10.3 of Art. 10 of the Agreement is
deleted.

The current payment table of Section 4 of the
Appendix 2 of the Agreement is deleted and
inserted a new one:

- Total/per
Ulpis @l Patient Visit
Run-In Visit X
Patient Enroliment
Screening Visit X
Randomization V1 X
V2 X
V3 X
Study Visits
V4,6,7,9,...M X
Vv5,8,11, ... X
(m)
Study visit: study V46,79, ... X
drug discontinued
V5,8,11,...™ X
Up Titration Visit Up-titration visit X
Premature
Discontinuation Premature
Visit . R !
(after study drug is Dl_sqontlnugtlpn X
permanently Visit (PD visit)
discontinued)
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)

Navstéva ukongeni
{u viooh pacientipr | £1d Of Study
ukonceni Klinického Visit (EOS X
hodnoceni visit)
sponzorem)
Navstéva po
ukon&eni hodnocené Post
16&by (pfiblizné 30
dni po poslednim T _reatment_ X
uziti studijni Visit (PT visit)
medikace)
Sy Telefonicka
Studijni navstévy navstéva X
Neplanovana
Studijni navstévy studijni X
navstéva *
* Neplanovana studijni navstéva mimo

navstévy stanovené protokolem (pf. provedeni
kontrolnich odbéri k zajisténi bezpecnosti
pacienta nebo potvrzeni cilovych parametri
tzv. Outcome Events.)

Stavajici znéni pismena (b) Uhrada nahrad
pacientd odst. 7 Prfilohy ¢. 2 Smlouvy se
odstrafuje a vklada se jeho nové znéni:

~Spolecnost Bayer uhradi prostfednictvim
Centra cestovni naklady a kompenzaci za ¢as
straveny na Centru vynaloZeny subjekty
hodnoceni v souvislosti s tcasti v klinickém
hodnoceni  subjektim hodnoceni pausalni
Castkou x K¢ za jednu navstévu ve formé
stravenek. Subjektim hodnoceni budou dale
kompenzovany naklady, ¢as a nepohodli
spojené s provedenim nasledujicich aktivit
z jejich  strany: (i) okamzité telefonické
kontaktovani Hlavniho zkouS$ejiciho v pfipadé,
Ze se subjekt hodnoceni nemize dostavit na
planovanou studijni navstévu osobné (a to i
v pfipadé navstévy po ukoncCeni lécby
Hodnocenym lékem, (ii) okamzité telefonické
kontaktovani Hlavniho zkouS$ejiciho v pfipadé,
Ze je subjekt hodnoceni hospitalizovan, (iii)
okam?zité telefonické kontaktovani Hlavniho
zkouSejiciho v pfipadé zmény pravidelné
uzivané medikace jinym lékafem, (iv) dodani
propoustéci zpravy do Centra obratem po
propusténi  z hospitalizace, a to pausalni
Castkou x K¢ za jednotlivou aktivitu ve formé
Stravenek.  Centrum mize  poskytnutim
kompenzaci ve formé stravenek subjektim
klinického  hodnoceni  povéfit  Hlavniho
zkouSejiciho a/nebo c¢leny studijniho tymu.
ZkouSejici a/nebo ¢lenové studijniho tymu mayji
povinnost tyto nahrady vyplatit prislusnym
subjektim hodnoceni. Centrum je povinné
vratit zbylé stravenky na konci Studie zpét
spole¢nosti Bayer.*

Prilohy €. 3, 4 a 5 Smlouvy se odstrariuje.

End of Study Visit End Of Study

(after study —_ o X
termination) Visit (EOS visit)

Post Treatment

Visit Post Treatment X
(after the last Visit (PT visit)

study drug intake)

Study visits Phone call visit X
Study visits Unss?seiguled X

)

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

The current wording of letter (b)
Reimbursement of patients costs of Section 7 of
the Appendix 2 of the Agreement is deleted and
a new one inserted:

“Bayer shall reimburse expenses on travelling
and compensation for time spent at the Center
incurring in relation to participation of trial
subjects in the clinical trial to trial subjects by
Center in lump sum of x CZK per visit in the
form of meal vouchers. Trial subjects shall also
receive compensations for costs, time and
incoveniece  associated with  performing
following activities by them: (i) an immediate
contact by phone towards the Principal
Investigator in case that the trial subject cannot
attend the planned study visit in person (even in
case of post-treatment visit), (i) an immediate
contact by phone towards the Principal
Investigator in case that the trial subject is
hospitalized, (iii) an immediate contact by
phone towards the Principal Investigator in case
of a change in the regular use of medication by

another physician, (iv) a delivery of the
discharge summary report to the Center
immediately  after discharge from the

hospitalization, in lump sum of XxCZK per activity
in the form of meal vouchers. Center may
delegate Principal Investigator and/or Study
Team Members, to forward meal vouchers to
trial subjects. Principal Investgator and/or Study
Team Members are responsible to pass meal
vouchers to trail subjects. Center shall return all
remaining meal vouchers back to Bayer at the
end of the Study.”

Appendices No. 3, 4 and 5 of the Agreement
are deleted.
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Ill.  Uverejnéni

V pfipadé, Ze tento Dodatek, resp. Smlouva podiéha
uvefejnéni dle zakona ¢. 340/2015 Sb., o registru
smluv (,Zakon o registru®), uplatni se nasledujici
ujednani. Smluvni strany se zavazuji v elektronické
podobé Dodatku, resp. Smlouvy pred jejich zaslanim
do registru znecitelnit a v registru zajistit neuverejnéni
nasledujicich ustanoveni:

Z ddvodu ochrany obchodniho tajemstvi spole¢nosti
Bayer: X

Z davodu ochrany obchodniho tajemstvi Centra:
platebni tdaje centra (odstavec 4.3),.
Veskeré osobni udaje fyzickych osob.

Smluvni strany vyslovné sjednavaji, Zze znecitelnéni
vySe uvedenych Gdajd a zaslani Smlouvy a Dodatku
do registru provede Bayer. Pokud je v pfedchozi vété
uvedeno Centrum, je povinno zaslat Smlouvu a
Dodatek do registru a tim zajistit jejich uvefejnéni
nejpozdéji do 5 dnli od podpisu Dodatku posledni ze
Smluvnich stran; v opaéném pfipadé je opravnéna
k zaslani Smlouvy a Dodatku do registru spole¢nost
Bayer. Bez ohledu na ujednani vySe je Centrum
a/nebo Hlavni zkousejici opravnén zaslat Smlouvu a
Dodatek do registru vzdy pouze po pfedchozim
pisemném schvaleni jejich kone¢né podoby ze strany
spole¢nosti Bayer; v opacném pfipadé je Centrum,
resp. Hlavni zkouSejici povinen uhradit spole¢nosti
Bayer smluvni pokutu 50.000,- K& za kazdy jednotlivy
pfipad poruSeni; smluvni pokuta se nijak nedotyka
naroku spoleénosti Bayer na nahradu Skody. Pokud
je dle Zakona o registru ucinnost tohoto Dodatku
vazana na uverejnéni v registru, pak tato ucinnost
nastava takovym uvefejnénim bez ohledu na
jakakoliv jina ustanoveni tohoto Dodatku.

IV. Zavérecéna ustanoveni

1. Ostatni ustanoveni Smlouvy zUstavaji timto
Dodatkem nezménéna. Tento Dodatek nabyva
platnosti dnem jeho podpisu posledni ze
Smluvnich stran a Uc&innosti dnem jeho
uvefejnéni v registru smluv v souladu se
Zakonem o registru.

2. Tento Dodatek se vyhotovuje ve ¢tyfech
vyhotovenich, kdy Bayer obdrzi dvé vyhotoveni
a ZkouS$ejici a Centrum po jednom vyhotoveni.

3. Smluvni strany prohlasuji, ze tento Dodatek
uzaviely na zakladé svobodné a vazné vile,
jeho obsah procetly a porozumély mu, a na
dlkaz toho pfipojuji své vlastnoruéni podpisy

1. Publication

If this Amendment, respectively Agreement is
subject to publication under the Act no. 340/2015
Coll., on Contract Registry (,Registry Act®), the
following arrangements shall apply. The contracting
parties undertake to blank out in the electronic form
of the Amendment, respectively the Agreement
before sending them to the registry and to ensure
the non-publication in the registry, of the following
provisions:

In order to protect the Bayer trade secret: x

In order to protect the Center trade secret: Center
payment details (article 4.3),
All the personal data of natural persons.

The Parties explicitly agree that the blanking out of
the data above and sending the Agreement and the
Amendment to the registry shall be done by Bayer,
If the Center is stated in the previous sentence it
shall send the Agreement and the Amendment to
the registry and thus ensure their publication at the
latest within 5 working days following the signature
hereof by the last of the Parties; otherwise Bayer is
entitled to send the Agreement and the Amendment
to the registry. Irrespective of the arrangements
above Center and/or the Principal Investigator is
entitled to send the Agreement and the Amendment
to the registry only after the previous written
approval of their final version by Bayer; otherwise
the Center or the Principal Investigator, as the case
may be, shall pay Bayer a contractual penalty of
CZK 50,000,- for each individual case of breach;
the contractual penalty does not affect in any way
the Bayer's right to compensation of damages. If
the effectiveness hereof is bound to the publication
in the registry pursuant to the Registry Act, this
Amendment shall become effective upon such
publication, irrespective of any other provisions
hereof.

V. Final Provisions

1. This Amendment is without prejudice to the other
provisions of the Agreement. The Amendment
shall be valid on the date of signing by the last
Party and effective on the date of its publication in
the contract registry in accordance with Registry
Act.

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

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.

5/6

Version Oldated 12th July 2015
Agreement Amendment between Bayer, Institution and Investigator for the performance of a clinical trial




BAY 94-8862, Protocol No 16244 2018 CZ CO_47261

BAYER s.r.o.

Misto/datum - Place/date: Praha

Adriana Funderakova Beriova
Prokurista /Proxy

Nemocnice Cesky Krumlov, a.s.

Place/date - Misto/datum:

MUDr. Jindfich Florian
Pfedseda predstavenstva / Chairman of the Board

Nemocnice Cesky Krumlov, a.s.

Place/date - Misto/datum:

. Vaclav Grubmliller
Clen predstavenstva / Member of the Board

Hlavni zkousejici / Principal Investigator

Place/date - Misto/datum:

MUDr. X
Hlavni zkouSejici / Principal Investigator
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