Amendment No. 4 to Clinical Investigator Dodatek & 4 ke Smlouvé o zabezpedeni a

Agreement - tripartite provedeni  klinického  hodnoceni -
trojstranné

between mezi spole¢nosti

Bayer AG Bayer AG

Kaiser-Wilhelm-Allee 1 Kaiser-Wilhelm-Allee 1

51373 Leverkusen 51373 Leverkusen

Germany Némecko

(hereinafter referred to as "Sponsor") (dale jen ,,zadavatel®)

represented by JiZ zastupuje

ICON Clinical Research Limited ICQN Clinical Research Limited

VAT ID: IE8201978R DIC IE8201978R

with a place of business at South County Se sidlem South County Business Park,

Business Park, Leopardstown, Dublin 18, Leopardstown, Dublin 18,

Ireland Irsko

represented by G Z°stoupen: I

| I

(hereinafter referred to as "ICON") (dale jen ,,JICON%),

and a

Nemocnice Jablonec nad Nisou, p.o., Nemocnici Jablonec nad Nisou, p.o.,

company ID number: 00829838, ICO: 00829838,
VAT ID number: CZ00829838, DIC: CZ00829838.
Address: Nemocni¢ni 4446/15, 466 01 Adresa: NemocniéI}i 4446/15, 466 01
Jablonec nad Nisou, Czech Republic, Jablonec nad Nisou, Ceska republika,
represented by: N ostoupenou I
(hereinafter referred to as "Institution") (dale jen ,,zdravotnické zaiizeni*),
and a
]
]
]
]

(hereinafter referred to as “Investigator™) (dale jen ,,zkousejici")

(Institution and Investigator collectively (zdravotnické zaiizeni a zkousejici, spole¢né
heremafter referred to as “Contract Partners”) dale jen ,,smluvni partneii®)

(Sponsor, Institution and Investigator, (zadavatel, zdravotnické zaiizeni a zkousejici,
hereinafter referred to as the “Parties” and dale jen ,smluvni strany*“ a jednotlivé
each a “Party™) ,,smluvni strana“)
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WHEREAS:

(A)  The Parties entered into a Clinical
Investigator Agreement dated 24 November
2014  (hereinafter referred to as the
“Agreement”) with regard to the clinical trial
“A multinational, randomised, double-blind,
placebo-controlled, Phase 1ll efficacy and
safety study of ODM-201 in men with high-
risk  non-metastatic ~ castration-resistant
prostate cancer” (“Study”),

(B)  Bayer has contracted CRO to provide
services to facilitate the conduct of the Study,
including without limitation authorizing CRO
to sign this amendment of the Agreement
(hereinafter referred to as the “Amendment”)
in the name and on behalf of Bayer,

(C)  The Parties wish to supplement the
Agreement by a new attachment that includes
terms on the budget as described in Section 2
below,

NOW, THEREFORE, the Parties enter into
the following Amendment agreement:

1. DEFINITIONS

All capitalised terms used but not defined
herein shall have the respective meanings
given to such terms in the Agreement unless
otherwise indicated in writing.

2. AMENDMENT TO
COMPENSATION

2.1 This Amendment documents a
modification to the Study budget for
Additional Testing, Treatment or Procedures,
as allowed for by Appendix 3 to the
Agreement. The modification is effective as
of 02 May 2018 (the “Effective Date™).

2.2 As of the Effective Date, the Parties
hereto wish to amend the Agreement based
on modifications due to Protocol Amendment
3, which has updated the title of the Protocol

VZHLEDEM K TOMU, ZE:

(A)  smluvni strany uzaviely Smlouvu o
zabezpeceni a  provedeni  klinického
hodnoceni dne 24. listopadu 2014 (dale jen
»smlouva®) tykajici se klinického hodnoceni
snazvem ,Mezinarodni, randomizovana,
dvojit¢ zaslepend, placebem kontrolovana
studie faze III  hodnotici  uCinnost
a bezpeCnost piipravku ODM-201 u muzt
ohrozenych vysokym rizikem
nemetastazujiciho  kastracné¢ rezistentniho
karcinomu prostaty* (dale jen ,,studie‘),

(B)  spole¢nost Bayer uzaviela smlouvu
s CRO o poskytovani sluzeb, které usnadni
provadéni studie, zejména, nikoliv vyluéné
povéteni CRO k podepsani tohoto dodatku ke
smlouvé (dale jen ,,dodatek®) za spolecnost
Bayer a jejim jménem,

(C)  smluvni strany si pteji  doplnit
smlouvu o0 novou piilohu, ktera obsahuje
podminky tykajici se rozpoctu, viz ¢lanek 2
nize,

NYNI PROTO smluvni strany uzaviraji
nasledujici dodatek ke smlouvé:

1. DEFINICE

VSechny  terminy, oznafené  velkym
pismenem, které jsou zde pouzity, avSak
nejsou zde definovany, maji pfisluSny
vyznam, ktery jim dava smlouva, pokud neni
pisemné uvedeno jinak.

2. DODATEK K UHRADE

2.1 Tento dodatek doklada zménu rozpoctu
studie tykajici se dalSich testd, lécby nebo
ukond vsouladu spfilohou 3 smlouvy.
Zména nabyva ucinnosti dne 2. kvétna 2018
(déle jen ,,datum uCinnosti‘).

2.2 Kdatu ucinnosti si smluvni strany
pfeji upravit smlouvu na zdkladé zmén
vychézejicich z dodatku 3 k protokolu, ktery
aktualizoval nazev protokolu ke smlouvé o
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to Clinical Study Agreement for: A
multinational, randomised, double-blind,
placebo-controlled, Phase Il efficacy and

safety study of Darolutamide (ODM-201) in
men with high-risk non-metastatic castration-
resistant prostate cancer, dated 26 February
2018.

2.3 The modifications to the schedule of
patient visits conduct of the Institution
conduct according to Protocol Amendment 3
will be reimbursed as follows:

a.

2.4  The additional procedures the
Investigator is required to complete in
Protocol Amendment 3 will be reimbursed
accordingly:

a.
I
I
I
Il B E BB BN
]

2.3 Appendix 3 enclosed to this
Amendment, which contains the revised

budget including additional funds as per 3"
Amended Clinical Study Protocol Version 4.0
dated 26 February 2018 shall replace original
Appendix 3 and shall form an integral part of
the Agreement.

3. MISCELLANEOUS
3.1 Except as amended by this

Amendment, all terms and conditions of the
Agreement shall remain unchanged.

provedeni  klinického  hodnoceni  na:
Mezinarodni, randomizovana, dvojité
zaslepend, placebem kontrolovan studie faze
Il hodnotici ucinnost a  bezpecnost
darolutamidu (pfipravku ODM-201) u muza
ohroZzenych vysokym rizikem
nemetastazujiciho  kastracné rezistentniho
karcinomu prostaty, ze dne 26. Gnora 2018.

2.3 Zmény harmonogramu provadéni navstév
pacienti ve zdravotnickém zatizeni podle
dodatku 3 Kk protokolu budou hrazeny
nasledovné:

a.

2.4 Dalsi ukony, které je zkousSejici povinen
provest dle dodatku 3 k protokolu, budou
hrazeny odpovidajicim zplisobem:

2.3  Priloha3 ktomuto dodatku, ktera
obsahuje revidovany rozpocCet zahrnujici
dodate¢né financni prostiedky Vv souladu
s dodatkem protokolu klinické studie €. 3,
verze 4.0 ze dne 26. Gnora 2018, nahrazuje
puvodni Pfilohu 3 atvofi nedilnou soucast
smlouvy.

3. RUZNE
3.1  Svyjimkou Uprav sjednanych v tomto

dodatku ztstavaji vsechny podminky smlouvy
beze zmény.
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3.2 The parties acknowledge that the
Institution may be obliged and if so, approve,
to publish this Amendment pursuant to Act
no. 340/2015 Coll., on Agreements Register
and Act No. 106/1999 Coll., Free Access to
Information Act unless an exclusion under
such Applicable Laws is applicable. If
required by such Applicable Laws, Institution
shall publish this Agreement after signature.

the
(2)

3.3 The Amendment was made out in
Czech and English languages in two
counterparts, each having the force of
original. Each Party shall receive one (1)
counterpart. In case of a dispute, the English
version shall have the priority over the Czech
language version.

4. ATTACHMENT

The following Exhibits shall form an integral
part of this Amendment:

Appendix 1
Copy of PoA for ICON

Appendix 2
Copy of PoA for I

Appendix 3
FEES/COSTS

3.2 Smluvni strany timto berou na védomi, Ze
zdravotnické zatizeni mlize byt povinno tento
dodatek zvetejnit podle zakona ¢. 340/2015
Sb., oregistru smluv a zakona ¢. 106/1999
Sb., osvobodném pfistupu k informacim,
a pokud ano, tak s tim souhlasi, ledaze by tato
povinnost byla témito pravnimi predpisy
vyloucena. Zvefejnéni v Registru smluv
provede zdravotnické zafizeni po podpisu
Smlouvy, jestlize je to vyzadovano témito
pravnimi predpisy.

3.3 Tento dodatek je sepsan v ceském
a anglickém jazyce ve dvou (2) vyhotovenich,
Zznichz kazdé vyhotoveni mé& povahu
originalu. Kazda ze smluvnich stran obdrzi po
jednom vyhotoveni. V ptipadé sporu ma
anglické znéni dodatku pfednost pred ceskym
znénim.

4, PRILOHA

Naésledujici ptilohy tvofi nedilnou soucast
tohoto dodatku:

Priloha 1

Kopie pIné moci pro ICON

Ptiloha 2

Kopie pIné moci pro pani
Ptiloha 3

ODMENA/NAKLADY
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IN WITNESS WHEREOF, the Parties have NA DUKAZ CEHOZ smluvni strany
executed this Amendment on the dates podepsaly tento dodatek ve dnech uvedenych
indicated below. nize.

Signed for and on behalf of Bayer AG
/ Podepsano za spole¢nost a jménem spole¢nosti Bayer AG

Date /datum:

Signature / Podpis:

Name:/Jméno:
Funkce:/Funkce: |

Signed for and on behalf of Nemocnice Jablonec nad Nisou, p.o.
/ Podepsano za a jménem Nemocnice Jablonec nad Nisou, p.o.

Date /datum:

Signature / Podpis:

Name:/Jméno: G

Funkce:/Funkce: Managing Director / feditel

Signed by Investigator / Podepsano zkousejicim:

Date /datum:

Signature / Podpis:

Name / Jméno:
Function / Funkce: Principal investigator / hlavni zkousejici
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APPENDIX 1 PRILOHA C. 1

Copy of PoA for ICON Kopie pIné moci pro ICON
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APPENDIX 2 PRILOHA C.2

Copy of PoA for I Kopie pIné moci pro pani
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APPENDIX 3 PRILOHA C.3

FEES/COSTS ODMENA/NAKLADY
Protocol No. 17712 C. protokou: 17712
Payment Terms and Conditions Platebni podminky
Study Site: Nemocnice Jablonec nad Nisou, Pracovisté klinického hodnoceni:
p.o. Nemocnice Jablonec nad Nisou, p.o.

Hlavni zkouSejici:

Principal Investigator:

|
:
i
I
:
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Exhibit I to Appendix 3 STUDY BUDGET Piiloha I k Piiloze 3 ROZPOCET STUDIE
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