Investigator ~ Agreement between ICON
Clinical Research Limited,

, Slezska nemocnice v Opavé and
Bayer Pharma AG on the performance of the
clinical trial entitled A multinational,
randomised, double-blind, placebo-
controlled, phase 111 efficacy and safety study
of ODM-201 in men with high-risk non-
metastatic  castration-resistant  prostate
cancer with the Bayer number 17712
(hereinafter the “Study”) dated 26 Jan 2015

(hereinafter the “Agreement”)

Smlouva se zkouSejicim uzaviena mezi
ICON Clinical Research Limited,
B BN e
nemocnice v Opavé a spolecnosti Bayer
Pharma AG o provedeni klinické studie
nazvané Mezinarodni, randomizovana,
dvojité zaslepend, placebem kontrolovand
studie faze IIl.  hodnotici ucinnost a
bezpecnost pripravku ODM-201 u muzi
ohrozenych vysokym rizikem
nemetastazujiciho kastracné rezistentniho
karcinomu prostaty, s ¢islem Bayer
17712 (dale jen ,,studie”) ze dne 26. ledna
2015 (dale jen ,,smlouva‘)

Assignment of Clinical Investigator Agreement
to Bayer AG

Dear Sir,

Postoupeni smlouvy o zabezpedeni a provedeni
klinického hodnoceni spole¢nosti Bayer AG

Vazeny pane doktore,

1. We would like to inform You that As part 1. radi bychom Vas informovali, Ze v ramci
of the overall restructuring of the Bayer celkové restrukturalizace skupiny Bayer
Group, Bayer Pharma AG will transfer its Group pievede spole¢nost Bayer Pharma
assets to the new sponsor of the Study, AG sva aktiva vetné smlouvy na nového
Bayer AG, including the Agreement. zadavatele studie, spole¢nosti Bayer AG.
This is to advise You that effective as of 1 Timto Vam oznamujeme, ze s u¢innosti od
January 2017, Bayer Pharma AG assigned 1. ledna 2017 spole¢nost Bayer Pharma AG
the Agreement to its affiliate Bayer AG. postoupila  smlouvu své  pfidruzené
Consequently, all the rights and obligations spole¢nosti Bayer AG. V duasledku tohoto
of Bayer Pharma AG under the Agreement kroku byla vSechna prédva a povinnosti
were transferred to Bayer AG. Against this spole¢nosti Bayer Pharma AG podle
background, we kindly ask You for Your smlouvy ptfevedena na spolecnost Bayer
consent to the transfer of the Agreement to AG. Na zakladé téchto skuteCnosti Vas
Bayer AG by countersigning the attached zadame o souhlas s pfevedenim smlouvy
assignment agreement and returning it to us na spole¢nost Bayer AG tim, Ze piipojite

svlj podpis k prilozené smlouvé o
postoupeni a zaSlete ndm ji zpét.

2. To illustrate the new structure, we would 2. Chtéli bychom, abyste ziskal(a) pfedstavu

like to provide You with the following
overview:
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o nov¢ struktufe, a proto nize uvadime jeji
ptehled:
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Should you have any questions, please do not Pokud budete mit jakekoli dotazy, nevahejte a
hesitate to contact us. kontaktujte nas.
Yours sincerely/ S pozdravem,

Signed for and on behalf of Bayer Pharma AG/
Podepséan za spole¢nost Bayer Pharma AG a jejim jménem

Signature: / Podpis:

Date: / Datum:

Neme jmévc: I

Title /Funkce: Sr. Director Project Management
Clinical Research
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ASSIGNMENT OF CLINICAL
INVESTIGATOR AGREEMENT -
TRIPARTITE dated 26 Jan 2015

Between Bayer Pharma AG
Muellerstrasse 178
13353 Berlin

Germany
— hereinafter referred to as the “Assigning Party” —

and Bayer AG

Kaiser-Wilhelm-Allee 1
51373 Leverkusen
Germany

— hereinafter referred to as the “Assuming Party” —

and

— hereinafter referred to as the “Continuing
Investigator Party” —

and Slezska nemocnice v Opave,
piispévkova organizace,
Olomoucka 470/86, Pfedmésti, 746
01 Opava, Czech Republic
registered in the Commercial
register section Pr, entry No. 924
maintained by the municipal court,

Ostrava represented by:

with
registered number: 47813750 with
a VAT number: cz47813750

— hereinafter referred to as the “continuing
institution” —

BACKGROUND

a) The Continuing Party and the Assigning
Party are parties to the investigator

POSTOUPENI SMLOUVY O ZABEZPECENI
A PROVEDENI KLINICKEHO
HODNOCENI - SMLOUVA TROJSTRANNA
ze dne 26. ledna 2015

Mezi Bayer Pharma AG
Muellerstrasse 178
13353 Berlin

Némecko
—dale jen ,,postupujici strana* —

a Bayer AG
Kaiser-Wilhelm-Allee 1
51373 Leverkusen
Némecko

—dale jen ,,nabyvajici strana“ —

— dale jen ,,pfetrvavajici strana - zkousejici* —

a Slezskd nemocnice v Opavg,
prispévkova organizace, Olomoucka
470/86, Predmésti, 746 01 Opava,
Ceska republika zapsana v OR KS v

Ostravé oddil Pr, vlozka 924
zastoupena:

ICO: 47813750 DIC:
CZ47813750

— dale jen ,pfetrvavajici strana - zdravotnické
zafizeni® —

PREDMET A UCEL SMLOUVY

a) Pietrvavajici strana a postupujici strana
jsou smluvnimi stranami smlouvy se
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agreement on the performance of a clinical
trial with the Bayer study number 3104007
(hereinafter the “Study”) effective as of 26
Jan 2015 (hereinafter the “Agreement”).

b) As part of an internal reorganization of the
Bayer Group, the Assigning Party transfers
its business to its affiliated company, the
Assuming Party. Therefore, the Assigning
Party wishes to assign all its rights,
obligations and liabilities under the
Agreement to the Assuming Party.

C) The effective date of this assignment
agreement shall be 1% January 2017 (solely
for the purpose of this assignment
agreement, hereinafter referred to as the
“Effective Date”).

NOW, THEREFORE, the parties hereto enter
into the following agreement (hereinafter
“Assignment 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.

2. ASSIGNMENT

The Assigning Party transfers the
Agreement, including all its rights and
obligations under the Agreement, to the
Assuming Party with effect as of the
Effective Date. The Assuming Party hereby
accepts such transfer. Thus, the Assuming
Party shall, as of the Effective Date,
replace the Assigning Party as party to the
Agreement and shall enjoy all the rights
and benefits of and assume all obligations
and liabilities of the Assigning Party under
the Agreement. As of the Effective Date all
references to the Assigning Party in the
Agreement shall be read and construed as
references to the Assuming Party.

2.2 The Assuming Party agrees to be bound by

zkouSejicim o provedeni klinické studie s
Cislem studie Bayer 3104007 (dale jen
,.studie®) a¢inné od 26. ledna 2015 (dale
jen ,,smlouva®).

b) V ramci interni reorganizace skupiny Bayer
Group postupujici strana prevadi své
podnikani na svou ptidruzenou spole¢nost,
nabyvajici stranu. Postupujici strana si
proto pieje postoupit vSechna sva prava,
povinnosti a zavazky podle smlouvy
nabyvajici strané.

C) Datem nabyti ucinnosti této smlouvy o
postoupeni bude 1. leden 2017 (vyhradné
pro ucely této smlouvy o postoupeni, dale
jen ,,datum nabyti u€innosti‘).

NYNI PROTO strany této smlouvy uzaviraji

nasledujici smlouvu (dale jen ,smlouva o
postoupeni*):
1. DEFINICE

VSechny terminy, oznacené¢ velkym

pismenem, které jsou zde pouZity, avSak
nejdou zde definovany, maji piislusny
vyznam, ktery jim davd smlouva, pokud
neni uvedeno jinak.

2. POSTOUPENI

Postupujici strana pifevadi smlouvu, véetné
vSech svych prdva a povinnosti podle
smlouvy, na nabyvajici stranu s U¢innosti
od data nabyti G¢innosti. Nabyvajici strana
timto takovy pifevod piijima. Nabyvajici
strana tedy od data nabyti uc¢innosti nahradi
postupujici stranu jako smluvni stranu
smlouvy a bude mit vSechna prava a
vyhody a pievezme vSechny povinnosti a
zavazky postupujici strany podle smlouvy.
Od data nabyti ucinnosti budou vSechny
odkazy na postupujici stranu ve smlouvé
¢teny a vyklddany jako odkazy na
nabyvajici stranu.

2.2 Nabyvajici strana souhlasi s tim, Ze bude
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the terms of the Agreement as of the
Effective Date and shall thus perform all
obligations under the Agreement and
otherwise be bound by its terms in every
way as if it was the original party to it in
place of the Assigning Party.

2.3  The Continuing Party agrees to be bound
by the terms of the Agreement as of the
Effective Date and shall thus perform all
obligations under the Agreement and
otherwise be bound by its terms in every
way as if the Assuming Party was the
original party to it in place of the Assigning

Party.

3. AMENDMENT
AGREEMENT

Any and all references to Bayer HealthCare
AG as sponsor of the Study shall be read
and construed as reference to the Assuming
Party.

TO THE

3.1

3.2 Upon the Effective Date, invoices for
Study related services performed under the

Agreement shall be addressed to

Bayer AG
Rechnungseingangsstelle
51368 Leverkusen
Germany.

3.2.1 Amendment to compensation

The Agreement shall be supplemented by an
additional attachment enclosed to this Amendment
as Exhibit I (hereinafter referred to as “Attachment
1b”), which shall form an integral part of the
Agreement.

The Parties hereto wish to amend the Agreement
by revising the budget set forth in Exhibit A to
provide the additional funds as per 2nd Amended
Clinical Study Protocol Version 3.0 dated 19 Jul
2016
3.3  The Agreement shall be supplemented by a
new assignment clause. Therefore, section
15.1 of the Agreement is amended to read

as follows:

“Unless otherwise set forth in this

vazana podminkami smlouvy od data
nabyti u¢innosti a bude tedy plnit v§echny
povinnosti podle smlouvy a bude jinak
vazéna jejimi podminkami ve vSech
aspektech, jako by byla jeji pavodni
smluvni stranou misto postupujici strany.

2.3  Pfetrvavajici strana souhlasi s tim, Ze bude
vazédna podminkami smlouvy od data
nabyti u¢innosti a bude tedy plnit vSechny
povinnosti podle smlouvy a bude jinak
vazana jejimi podminkami ve vSech
aspektech, jako by nabyvajici strana byla
puvodni smluvni stranou misto postupujici

strany.
3. DODATEK KE SMLOUVE

3.1  Vesker¢ odkazy na spoleCnost Bayer
HealthCare AG jako zadavatele studie
budou cteny a vykladany jako odkazy na
nabyvajici stranu.

3.2  Od data nabyti Gc¢innosti budou faktury za

sluzby souvisejici se studii poskytnuté
podle smlouvy, adresovany spolecnosti

Bayer AG
Rechnungseingangsstelle
51368 Leverkusen
Némecko

3.2.1 Dodatek k vyrovnani

Smlouva bude doplnéna dalsi ptilohou pfipojenou
k tomuto dodatku jako dolozka 1 (dale jen ,,ptiloha
1b*), ktera bude tvotit nedilnou soucast smlouvy.

Strany této smlouvy si pfeji upravit smlouvu

revidovanim rozpoc¢tu stanoveného v piiloze A

tak, aby poskytoval dalsi finan¢éni prostfedky

v souladu s 2. aktualizovanym protokolem klinické

studie verze 3 ze dne 19. ¢ervence 2016.

3.3  Smlouva bude doplnéna novym ujednanim
0 postoupeni. Proto se znéni odstavce 15.1
smlouvy upravuje takto:

,Pokud neni v této smlouvé uvedeno jinak,
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Agreement, no Party may assign any rights
or delegate any duties or obligations under
this Agreement without the prior written
consent of the other, except that Bayer may
assign this Agreement to any of its
Affiliates (i.e. any entity or company which
directly or indirectly, through one or more
intermediaries, controls, is controlled by or
is under common control with Bayer)
without the consent of the other Party.”

4. MISCELLEANOUS

This Assignment Agreement shall be
effective as of the Effective Date.

4.2 All provisions of the Agreement altered by
this Assignment Agreement shall only be
altered as far as expressly stated in this
Assignment Agreement. All other terms
and conditions of the Agreement shall
remain unchanged and in full force and

effect.

The “Miscellaneous™ section of the
Agreement shall apply accordingly to this
Assignment Agreement.

4.3

IN WITNESS WHEREOF, the parties have
executed this Assignment Agreement on the dates
indicated below.

Under a Special Power of Attorney, ICON Clinical
Research Limited is authorized to execute this
Agreement in the name and on behalf of Bayer
Pharma AG, and Bayer AG, thus binding Bayer
Pharma AG and Bayer AG to the duties and
obligations set out in this Agreement.

Zadna smluvni strana nesmi postoupit sva
prava ani své povinnosti ¢i zavazky podle
této smlouvy bez ptfedchoziho pisemného
souhlasu druhé smluvni strany s tou
vyjimkou, ze spole¢nost Bayer muze bez
souhlasu druhé smluvni strany postoupit
tuto smlouvu  kterékoli ze svych
pfidruzenych spolecnosti (tj. jakémukoli
subjektu nebo spolecnosti, ktera pifimo ¢i
nepfimo, prostfednictvim jednoho ¢i vice
prostiednikli, kontroluje, je kontrolovana
nebo je pod spolecnou kontrolou se
spolec¢nosti Bayer).*

4. RUZNE

Tato smlouva o postoupeni bude ucinné od
data nabyti G¢innosti.

4.2  VsSechna ujednani této smlouvy pozménéna
touto smlouvou o postoupeni budou
pozmeénéna v mife vyslovné uvedené v této
smlouvé o postoupeni. VSechny ostatni
podminky smlouvy zistavaji nezménény a
v plné platnosti a t¢innosti.

4.3  Odstavec ,Ruzné* smlouvy se bude
odpovidajicim zpisobem vztahovat i na

tuto smlouvu o postoupeni.

NA DUKAZ CEHOZ smluvni strany podepsaly
tuto smlouvu o postoupeni ve dny uvedené nize.

Podle zvlastni pIné moci je spole¢nost ICON
Clinical Research Limited povéiena podepsat tuto
smlouvu jménem spolecnosti Bayer Pharma AG a
Bayer AG a vV jejich zastoupeni, a tedy zavazat
spolecnosti Bayer Pharma AG a Bayer AG k
povinnostem a zavazkiim stanovenym v této
smlouvé.
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Signed for and behalf of ICON Clinical
Research Limited on behalf of:
Bayer Pharma AG

Name:
Title: Sr. Director Project Management

Signature:

Date:  25.4.2017

— hereinafter Referenda to as the “Continuing
Investigator Party” —

Signature:
Date:  2.5.2017

Stan¢k Title: Principal
Investigator

Signed for and behalf of Slezska nemocnice
v Opavé, p.o.

Signature:
Date: 12.5.2017

e, I

Title:

Signed for and behalf of ICON Clinical
Research Limited on behalf of:

Bayer AG
Signature:
Date: 25.4.2017
Name:

Title: Sr. Director Project Management

Exhibit 1
STUDY BUDGET

Podepsan(a) za spolecnost ICON Clinical
Research Limited jménem spole¢nosti:
Bayer Pharma AG

Jméno:
Funkce: Sr. Director Project Management

Podpis:
Datum:___ 25.4.2017

— dale jen ,,pfetrvavajici strana - zkouSejici* —

Podpis:
Datum:__ 2.5.2017

n
Stan¢k Funkce: Hlavni zkousejici

Podepsan(a) za Slezskou nemocnici v
Opavé, p.o. a jeho jménem

Podpis:
Datum:__12.5.2017
smeno: [

Funkce:

Podepsan(a) za spolecnost ICON Clinical
Research Limited jménem spolecnosti:
Bayer AG

Podpis:
Datum:__25.4.2017
Jméno:

Funkce: Sr. Director Project Management

Priloha 1
ROZPOCET STUDIE
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