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CLINICAL TRIAL. AGREEMENT

This CLINICAL TRIAL AGREEMENT (the
“Agreement”™) is effective the date of last
signature hereof (the “Effective Date™), by and
between

Fakultni nemocnice Brno, located at Jihlavska
340/20, Brno - Bohunice, Post Code 625 00,
Czech Republic, IC (Identification ID number):
65269705, TAX ID: CZ652697035, represented by
MUDr. Roman Kraus MBA, director  (the
“Institution™) and

Pharmaceuntical Research Associates CZ, s.r.o0,,
located at Jankovcova 1569/2¢, Post Code 170 00,
Praha 7, Czech Republic, Company ID number
(Ié): 276 36 852, Tax ID number (DIC):
C727636852, company duly registered in the
Commercial Register of the Czech Republic
maintained by the Municipal Court in Prague,
Section C, Entry 120574, represented by MUDr.
Andrea Kl¢, Proxy (“PRA”), acting as an
independent contractor for Onyx Pharmaceuticals,
Inc., a wholly owned subsidiary of Amgen Inc.,
located at 249 E. Grand Avenue, South San
Francisco, California 94080, United States (the

“Sponsor™) and

MUDr. Ludék Pour PLD. date of birth

, Czech
Republic, an employee of the Institution, shall
serve as the principal investigator (“Investigator™)
for the Study as defined below.

The Investigator is signing this Agreement as a
party for the purpose of acknowledging his duties
stated herein. Instifution hereby acknowledges,
that Sponsor / PRA will conclude separate
Agreement with the lnvestigator for activities
related to the Study, which are beyond the scope
of responsibilities of the Institution specified in
this Agreement. This separate Apreement shall

Fakultni nemocaice Brno / MUDr, Ludgk Pour, Ph.D.
CFzZ014

SMLOUVA O PROVEDEN{
KLINICKEHO HODNOCENI

Tato SMLOUVA O  PROVEDENI
KLINICKEHO HODNOCENI (dale jen
~smlouva™) nabyva udinnosti dnem podpisu této
Smlouvy posledni smluvni stranou (déle jen
»datum udinnosti®), mezi

Fakultni nemocnici Brne se sidlem Jihlavska
340/20, Brno - Bohunice, PSC 625 00, Ceskd
republika, IC: 65269705, DIC: CZ65269705,
zastoupenou MUDr. Romanem Krausem, MBA,
feditelem (dale jen ,,Zdravotnické zatizeni*) a

spoleCnosti Pharmaceutical Research Associates
C7Z, s.r.0., se sidlem Jankovcova 1569/2¢, 170 00
Praha 7, Ceskd republika, IC: 276 36 852, DIC:
C727636852, spoletnost zapsand v Obchodnim
rejstiiku  Ceské republiky vedeném Méstskym
sondem v Praze, oddil C, vlozka 120574,
zastoupenou MUDr. Andreou KIE, prokuristkou
(dale jen LPRA™), jednajici jako nezavisly
dodavatel spole€nosti Onyx Pharmaceuticals, Inc.,
coZ je plné vlastnéna dcefina spolednost spoleénosti
Amgen Inc., se sidlem 249 E. Grand Avenue, South
San Francisco, California 94080, United States
(dale jen ,,Zadavatel*} a

MUDr. Lud’kem Pourem Ph.D., dattum narozeni

zamestnanec
Zdravotmckého zarizeni, bude hlavnim

zkousejicim (dale jen ,,Zkousejici) odpovidajici za
studii, jak je definovan/a niZe.

ZkouSejici podepisuje tuto Smlouvu za dale
uvedenym Oéelem jakoZto strama, jeZ potvrzuje a
bere na védomi zavazky a povinnosti, jez jsou ji
stanoveny v tomto dokumentu. Zdravotnické
zafizeni bere na védomi, Ze Zadavatel / PRA
uzavie se Zkousejicim smlouvu na &innosti ve véci
této Studie nad rémec &innostl, za kieré odpovida
Zdravotnické zafizeni podle této Smlouvy.

Revised August 2013
EAPA Master
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Fakubtni nemocnice Brno / MUDr, Ludék Pour, Ph.D.
CFZ014

inter alia stipulate terms of direct remuneration of Smlouva myj. stanovi odménu ZkouSejiciho za
the Investigator for performance of Investigator’s
agreed activities,

1. STATEMENT OF WORK.

(a)

(b)

The Institution will permit the
Investigator to conduct the clinical
research study entitled “A Randomized,
Open-label, Phase 3 Study in Subjects
with Relapsed and Refractory Multiple
Myeloma Receiving Carfilzomib in
Combination with Dexamethasone,
Comparing Once-weekly versus Twice-

weekly Carfilzomib  Dosing®  (the
“Study”), bearing protocol number

CFZ014, as may be amended from time to
time (the “Protocol™), the provisions of
which are incorporated herein by
reference, in conformance with: (i) ICH
Harmonized Tripartite Guidelines for
Good Clinical Practices ("ICH GCP"), (ii)
the Protocol (iii} the FDA Form 1572,
and (iv) all applicable laws, rules and
regulations including, but not limited to,
those governing the conduct of the Study.
The Institution shall not reassign the
conduct of the Study to another
investigator without PRA’s express
written consent. If the Investigator is
unable to perform the duties required by
this Agreement, the Institution shall
promptly notify PRA in writing. If a
mutually acceptable replacement is not
available, this Agreement may be
terminated as provided herein.

The Institution shall provide appropriate
resources and facilities so the Investigator
can conduct the Study in a timely and
professional manner and according to the
terms of this Agreement. The Institution
shall ensure that only individuals who are
appropriately trained and qualified will
assist in conducting the Study. The
Institution is responsible for ensuring that

provedeni téchto Cinnosti.

(a)

(b)

1. POPIS PROJEKTU,

Zdravotnické zafizent umozni
Zkou$ejici/mu, aby provedl klinickou
vyzkumnou studii ped nézvem
~Randomizované  oteviené  klinické
hodnoceni 3. faze u subjekti
s relabujicim a refrakternim
mnoholetnym  myelomem  lécenych
carfilzomibem v kombinaci
s dexamethasonem, porovnavajici

davkovani carfilzomibu jednou tydné
oproti dvakrat tydné” (dale jen ,,studie™),
s Cislem protokelu CFZ014, ve znéni
pFipadnych zmén (dale jen ,Protokol®)
jehoZ ustanoveni jsou nedilnou soudasti
této  Smlouvy, v souladu s: (i)
harmonizovanymi tripartitnimi smérnicemi
ICH ospravné klinické praxi (déle
wsmérnice ICH GCP”) (ii) Protokolem (iii)
FDA formulafem 1572 a (iv), vsemi
pFisluinymi zékony, pfedpisy a smérnicemi
véetné mimo jiné pfedpist upravujicich
provadéni Studie. Zdravotnické zafizenf
neni opravnéné povéiit vykonem Studie
jinow/jiného Zkousejici/ho bez vyslovného
pisemného  souhlasu = PRA.  Pokud
Zkougejici nebude schopen pinit povinnosti
stanovené v této Smlouvé, oznimi to
Zdravotnické zafizeni neprodlené pisemné
PRA. Nelze-li nalézt nahradu pfijatelnou
pro obg strany, mdZe ndkterd strana od této
Smiouvy odstoupit zplsobem v této
Smlouvé stanovenym.

Zdravotnické zafizenf poskytne vhodné
zdroje a moZnosti, aby mohl/a ZkouSejict
provést studii véas a odborné a v souladu s
podminkami této Smlouvy. Zdravotnické
zafizenf zajisti, aby pouze spolupracovnici,
ktefi jsou dostateéné kompetentni a
vy¥koleni, byli napomocni pii provadéni
Studie. Zdravotnicke zafizeni e
zodpov&dné za zajidténi toho, Ze vSichni
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all personnel (including but not limited to
its employees, contractors agents and
representatives) participating in the Study
(“Study Team™) comply with the terms of
this Agreement, excluding personnel
supplied by PRA or Sponsor. Unless
otherwise agreed to in writing by the
parties, the Institution shall conduct the
Study only at the facilities indicated in this
Agreement.

2. PAYMENT.

(a)

(b)

()

PRA will pay the Institution according to
the Payment Terms attached hereto as
Exhibit A (“Payment Terms”) and the
Budget attached hereto as Exhibit B
(“Budget™), upon receipt of invoices and
other appropriate documentation as
specified therein.

The Institution as payee (“Payee”) shall
provide full payment instructions and
bank details, in writing to PRA in the
Payment Information Checklist (“PIC”),
before any payment can be made. The
Payee is obliged to inform PRA, in
writing, of any changes or required
updates of payment instructions and/or
bank details. The parties agree that any
change of or update to the Payee’s bank
details contained in the PIC may be
effected through a writfen notice and shall
not of itself require a formal Amendment
to this Agreement.

The Institution is an independent
contractor, and neither PRA nor Sponsor
is responsible for any employee benefits,
pensions, workers’ compensation,
withholding, or employment-related taxes
as to the Institution or its personnel.

(a)

(b)

(c)

Fakultni nemocnice Brno / MUDr. Ludék Pour, Ph.D.
CFZ014

pracovnici, ktefi jsou népomocni pfi
provadéni Studie (zahrnujici mj. vlastnd
zaméstnance, dodavatele, ¢leny
statutarnich organii a zastupce) (dale jen
Hym studie®) spliiujf vSechny podminky v
souladu s podminkami Smlouvy, s
vyjimkou personalu, ktery poskytne PRA
nebo Zadavatel. Pokud neni stranami
gjednano pisemné néco jiného,
Zdravotnické zafizeni bude provadét Studii
Jjen v zafizenich uvedenych v této Smlouve.

2. UHRADA.,

PRA zaplati Zdravotnickému zafizeni
thradu v  souladu s platebnimi
podminkami, jak je uvedeno v pfiloze A
(ddle jen ,platebni podminky™), a
s rozpottem pfiloZenym v priloze B (déile
jen ,rozpolet®), a to na zakladé dorudent
faktur a dalsich pfisluSsnych dokladi
v souladu s rozpodtem.

Zdravotnické zafizeni, jakoZto pfijemce
platby (dale jen “pfijemce platby”)
poskytne pisemmé  spoleénosti  PRA
kompletni platebni pokyny a bankovni
spojeni, a to na formulafi platebnich Gdaji
(dale jen ,,P1C*), pfedtim, nez bude moZno
uskuteénit jakoukoliv platbu, Pfijemce
platby je povinen pisemné informovat
PRA o jakychkoliv zménich nebo
pozadovanych aktualizacich v platebnich
pokynech a/nebo bankovnim spojeni.
Smluvni strany sjednavaji, Ze zmény nebo
aktualizace bankovniho spojeni piijemce
platby obsazené v PIC mohou byt
provadény pisemnym oznidmenim, a samy
o sobé nevyzaduji uzavieni dodatku k této
Smlouve.

Zdravotnické zafizeni je nezavislym
dodavatelem a PRA ani Zadavatel
nenesou odpovédnost za  vyplaceni

jakychkoli pozitkd zamé&stnanct, dichodd,
ndhrad pracovnikim, srazek nebo dani

hrazenych  za  zamdstnance bud’
Zdravotnickému  zafizeni nebo jeho
personalu,
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(d) The Institution shall ensure that the

(e)

®

(g)

Investigator and any sub-investigators will
complete and sign a financial disclosure
form. These forms shall be promptly
updated as needed to maintain their
accuracy and completeness during the
Study and for one year after its
completion.

The Institution hereby agrees that no third
party will be charged for any aspect of
treatment or subject care for which the
Payee has invoiced or been paid under this
Agreement. The Institution hereby agrees
that neither participants in the Study nor
any third party will be charged for
Carfilzomib for Injection {the “Study
Drug”™) or any comparator drugs provided
for this Study, nor shall Payee include
such cost in any cost report to third-party

payers.

Unless otherwise agreed herein, payments
will be made for evaluable subjects and
for eligible subjects only. An eligible
subject is one who meets all of the
inclusion requirements and does not meet
any of the exclusion criteria of the
Protocol, who was enrolled by
Investigator, and from whom informed
consent has been obtained. An evaluable
subject is one for whom case report forms
(“CRFs™ have been satisfactorily
completed in accordance with the
Protocol, and who has completed the
appropriate Study procedures as set forth
in the Protocol, and undergone the
evaluations required by the Protocol.

The parties acknowledge and agree that
the compensation provided for
Institution’s  performance under the
Agreement represents the fair market
value for the services conducted by
Institution and has been agreed
independently from any business the

(@

(e)

®

(2

Fakultni nemeocnice Brno / MUDr. Ludék Pour, Ph.D,
CFZ014

Zdravotnické  zafizeni  zajisti, aby
ZkouSejici a spoluzkousejici vyphili a
podepsali formulaf financérich nudajd. Tyto
formulafe musi byt v pfipadé potieby
neprodlené aktualizovany, aby po dobu
Studie a jednoho roku po jejim skondeni
zhstaly spravné a tplné.

Zdravotnické zafizeni timto souhlasi s tim,
Ze 7adné tieti strané nebude v zddném
ohledu fi¢tovana l1écba ani péce o subjekt,
kterou piijemce platby fakturoval nebo
ktera byla uhrazena v ramci této Smlouvy.
Zdravotnické zafizeni timto souhlasi s tim,
7e Zadnému Gdastnikovi Studie ani tieti
strand nebude GCtovan Carfilzomib for
Injection (dale jen ,,hodnoceny 1€k*) nebo
jiny 18k poskytnuty pro Géely této Studie,
a 7e takovéto néklady nebudou zahrnuty
do 7adného vykazu nakladli pro platce-
tieti strany.

Pokud v této Smlouvé neni dohodnuto
jinak, platby budou pfijemci plateb
hrazeny pouze za zplsobilé subjekty, které
lze vyhodnotit. Zpisobily subjekt je ten,
ktery splni vSechny poZzadavky pro
zafazeni a nesplituje zadné z vyludovacich
kritérii uvedenych v Protokolu, ktery byl
zatazen ZkouSejicim, a ktery udélil svij
informovany souhlas. Subjekt, kterého lze
vyhodnotit, je ten subjekf, v n&jZ byly
uspokojivé vyplnény viechny formulaie
pro zaznamy subjektd hodnoceni (,,CRF*)
v souladu s Protokolem, ktery absolvoval
piislusné studijni dkony stanoven¢
Protokolem a ktery absolvoval vySetieni
poZadovand Protokolem

Smluvni strany uzndvaji a souhlasi s tim,
7e odména pro Zdravotnické zafizeni za
pinéni na zakladé této  Smlouvy
pFedstavuje spravedlivou trzaf hodnotu
sluZeb a byla sjednana nezévisle na jinych
obchodnich  vztazich  Zdravotnického
zafizeni nebo ZkouSejiciho, stavajicich
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()

3. RECORDKFEEPING;

Institution or the Investigator has made or
may make in relation to the ordering of
products or services of the Sponsor.

Institution acknowledges and agrees that
PRA may also execute separate service
confracts  with  other Institution’s
employees and shall make payments to
them accordingly for the participation in
the Study.

REPORTING;

ACCESS,

(a)

(b)

Authorized representatives of Sponsor
and/or PRA shall have the right, upon
reasonable advance notice, and during
regular business hours, to: (i) audit and
examine fhe Institution’s  facilities
required for performance of the Study; and
(il review all data, records and work
products relating to the Study, and if
necessary, make copies of such dafa,
records and work products, provided such
copies do not include any unauthorized
individually-identifiable information of a
Study subject.  The Institution shall
maintain complete and accurate records
related to the Study, and shall retain all
such records resulting from the Study in
accordance with ICH GCP for ten (10)
years after study completion or longer as
may be required by applicable laws and
regulations.

The Investigator will deliver all CRFs to
PRA  within fourteen (14) days of
Investigator’s review or in accordance

with PRA’s reasonable written
instructions. The Investigator shall be
available at reasonable times during

normal business hours to meet with Study
monitors and answer questions regarding
the conduct of the Study. If PRA must use
or access the Institution’s computer
systems, it will do so in accordance with

(h)

(@)

(&)

Fakuitni nemocnice Brno / MUDr. Ludék Pour, Ph.D.

CFZ014
nebo  potencidlnich,  tykajicich  se
objedndvek  vyrobkd nebo  sluZeb
Zadavatele.

Zdravotnické zafizend timto souhlasi a
potvrzuje, Ze PRA muzZe rovndz sjednat
samostamé  smlouvy s ostatnimi
zaméstnanci Zdravotnického =zafizeni a
provede jim platbu dle participace na
Studii.

3. ZAZNAMY, VYKAZY, PRISTUP.

Zmocnéni zastupci Zadavatele, piipadné
PRA, i zmocnéni zéstupei etickych komisi
a statnich organti by mély byt opravnéni
na zakladé piiméfencho predchoziho
oznameni v pfiméfené Ihité a béhem
obvyklé pracovni doby: (i) provadét audit
a provéfit vybaveni Zdravotnického
zatizenf potfebné k provedeni Studie; a (ii)
zkontrolovat kopie veSkerych udajt,
zaznamll a vysledk® prace souvisgjicich
s provadénim Studie a jestliZe to je
potfebné, pofizovat si kopie takovych
udajl, zaznam® a vysledkd prace, za
predpokladu, Ze takové kopie neobsahuji
nepovolené individualng identifikovatelnd
informace o subjektu studie. Zdravotnické
zatizeni je povinno vést uplné a sprédvné
zaznamy tykajici se Studie a zdznamy
vzniklé ze Studie je povinno archivovat v
souladu s ICH GCP po dobu deseti (10) et
po ukonceni Studie nebo déle pokud tak
stanovi pFisludné pravni pledpisy.

Zkou3ejici vypini a zaSle veSkeré zdznamy
e-CRF spoleénosti PRA do &trnacti (14)
pracovnich dni od pifslusné navitévy a
revize Zkoudejiciho nebo v souladu s
pfiméfenymi pisemnymi pokyny PRA.
Zkoudejici bude v pFiméfenych hodinach v
bé&iné pracovni dobé k dispozici ke
schizkam s monitory Studie a odpovidat
na jejich otazky tykajici se provadéni
Studie. Pokud musi PRA  pouZit
poéitalové  systémy  Zdravotnického
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the Institution’s instructions and will only
use acquired information for the purpose
of the Study and in accordance with
applicable laws.

The Institution will promptly notify
Sponsor and PRA if any regulatory
authority notifies the Institution or
Investigator of a pending inspection
relating to the Study, and will promptly
forward to Sponsor and PRA copies of
any written communication received as a
result of such inspection which are related
to the Study. The Institution shall also
provide to Sponsor and PRA copies of and
opportuanities to cormment on drafts of any
documents provided to any inspector that
relate to the Study to the extent possible
and allowed. .

(c)

4. CONFIDENTIALITY.

The Institution agrees to maintain as
confidential for a period of five (5) years following
the earlier of (i) the termination of this Agreement
or (ii) completion of the Study, the Protocol, Study
Drug(s), CRFs, and any and all information, data,
reports or documents, disclosed to or generated by
the Institution or Study Team reparding the work
performed under this Agreement or which
otherwise relates to the Study (“Confidential
Information™). The Institution further agrees it to
limit access to any Confidential Information to only
those persons who, under Institution's direct
control, will be engaged in employing such
information for the purposes of fulfilling the
obligations under this Agreement. The above
obligations of confidentiality shall not apply to the
extent Confidential Information:

(a) is or becomes, through no fault of the
Institution, part of the public knowledge;

Fakultni nemocnice Brne / MUDr. Ludék Pour, Ph.D.
CFZ014

zafizenl nebo do nich vstoupit, uéini tak v
souladu s pokyny Zdravotnického zaifzeni
a ziskané informace pouZije pouze pro
udely Studie a v souladu s pfisluSnymi
praviimi piedpisy.

Zdravotnické zaffzeni bude bezodkladné
informovat Zadavatele a PRA, jestlize
bude néjaky regulaini Gfad informovat
Zdravotnické zatizeni o chystané kontrole
tykajici se Studie, a bezodkladné postoupi
Zadavateli a PRA kopie vekerych
pisemnych  material, které  obdrzi
v souvislosti s touto kontrolou, a kieré se
se vztahuji ke Studii. Zdravotnické
zaf{zeni je déle povinno v maximéalnim
moZném a pHpustném rozsahu predat
Zadavateli a PRA kopie veskerych
dokumentt, které poskyilo kontrolorim a
které se vztahuji ke Studii, a umoZnit jim
vyjadiit  se  knavrhim  takovych
dokumenti.

(©

4. DUVERNOST INFORMACI.

Zdravotnické zatizeni se zavazuje, Zze bude
s Protokolem, hodnocenymi léky pouzitymi v
ramei Studie, zdznamovymi formulafi (Case Report
Forms — dale jen ,,CRF*) a veskerymi informacemi,
Gdaji, zpravami nebo dokumenty, které obdrzi nebo
vytvoff Zdravotnické zatizeni nebo &len tymu
studie v rdmei praci vykonavanych v souladu s
touto Smlouvou nebo jinak souvisejicich se Studit
(dale jen ,dGv&rné informace”), nakladat jako
s davérnymi informacemi je§té po dobu péti (5) let
(i) od ukondeni platnosti této Smlouvy nebo (ii)
dokondeni Studie podle toho, k éemu dojde dfive.
Zdravotnické zaiizeni se dale zavazuje, Ze pfistup
k Davérnym informacim umozni vyhradné osobam,
které se budou pod jeho pifimym dohledem podilet
na vyuZzivani takovych informaci pro uéely plnéni
zavazklt ztéto Smlouvy. Vyée uvedeny zavazek
divémosti informaci se nevztahuje na diivérné
informace v rozsahu, v jakém:

(a) budou zvefejnény bez zavinéni ze strany
Zdravotnického zarizent;
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the Institution can demonstrate was
already lawfully in the Institution’s
possession on the date of disclosure to the
Institution and not subject to prior
confidentiality obligations;

(b)

is acquired by the Institution from any
third party without restrictions on
disciosure; or

(c)

(d) is developed by the Institution
independently, without the use or benefit
of Confidential Information, and as
evidenced by adequate written records.

is necessary for the medical treatment of
Study subjects provided that Institution’s
promptly informs Sponsor and PRA of the
disclosure and the facts surrounding the
need for disclosure.

(e)

Permitted Disclosures, The Institution’s obligations
of non-disclosure and non-use of Confidential
information shall not apply to the extent the
Institution is required by law to disclose
Confidential Information, provided the Institution
promptly notifies Sponsor of such a requirement
prior to disclosure to allow Sponsor the reasonable
opportunity to oppose the requirement or seek an
appropriate protective order.

5. PRIVACY AND DATA PROTECTION,

The parties agree that each will comply
with their respective obligations as required under
applicable privacy and data protection laws. The
Investigator provides his/her consent, and obtains
the consent of each Study subject and Study Team
member with regard to their own personal data, to
the use, processing, holding and transfer of their
data to countries other than their own, that may not
have the same level of data protection as their own
country. For any personal information received

Fakuttni nemocnice Brno / MUDr, Ludék Pour, Ph.D.
CFZ014

Zdravotnické zafizeni miZe prokazat, Ze k
datu  jejich sdéleni Zdravotnickému
zatizeni jiz byly legalné Zdravotnickému

(b)

zafizeni znamy, aniZz by podléhaly
pfedchozimu zavazku dirvérnosti
informaci;

Zdravotnické zafizeni ziskalo od nd&jaké
tfeti osoby bez omezeni tykajicich se
Jejich sdélovani; nebo

(©

Zdravotnické zafizeni vytvofilo nezavisle
bez pouziti & pfispéni  divérnych
informaci, cOZ lze prokéazat
kvalifikovanymi pisemnymi zaznamy.

(d)

jsou nezbytné k lékarské péci o subjekty
Studie za piedpokladu, Ze Zdravotnické
zafizeni bude Zadavatele a spolecnost
PRA mneprodiené informovat o sdéleni
takovych informaci a o skute¢nostech,
které si jejich sd&leni vyzadaly.

Povolené vyzrazeni. Povinnosti Zdravotnického
zatizen! v oblasti utajeni a nepouziti dlvérnych
informaci neplati v rozsahu, v jakém méd
Zdravotnické zafizeni zakonnou povinnost diivérné
informace vyzradit, oviem s tim, Ze pied
vyzrazenim Zdravotnické zafizeni o takovém
pozadavku neprodlend vyrozumi Zadavatele, aby
mu poskytl pifiméfenou mozZnost se proti
poZadavku branit nebo usilovat o piisludny
ochranny soudni piikaz.

5. OCHRANA SQUKROMi A
OSOBNICH UDAJU,

Smluvni strany se dohodly, Ze budou plnit
své piislu§né zavazky v souladu s prédvnimi
predpisy na ochranu soukromi a osobnich 0dajd.
Zkousejici poskytne sviij souhlas a ziska souhlas od
subjektu Studie a ¢lent tymu studie ohledné jejich
osobnich daji za Ulelem pouZitf, zpracovani,
ukladani a pievadéni jejich Gdaji mimo jejich
vlastni zemi, i kdyZz tam neplati stejné pfedpisy pro
ochranu udaji, jako v jejich vlastni zemi.
Vzhledem k tomu, Ze Studie probihd v rameci
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from either the Study subjects or the Study Team,
the Sponsor will be the data controller where the
Study is within the European Union. Subject to
certain restrictions imposed by law, the Investigator
and the Study Team have the right to access and
correct their personal data. In order to exercise this
right, the requests should be addressed to the
Sponsor and PRA.

6. INFORMED CONSENT.

Institution agrees and warrants that it will ensure
that a valid informed consent form is obtained from
each Study subject in the Study or its legal
representative in accordance with all applicable
laws and this Agreement before the Study subject is
allowed to participate in the Study. Institution shall
ensure that such consent permits Sponsor's use of
Study data for at a minimum the purposes of
monitoring the accuracy and completeness of the
research data, performing clinical and scientific
research, and medical product development.

7. PUBLICATION.

The Study is part of a multi-site study, and
publication of the results of the Study conducted at
the Institution shall not be made before the first
multi-site publication by Sponsor. If there is no
multi-site publication within eighteen (18) months
after the Study has been completed or terminated at
all Study sites, and all data has been received, the
Institution shall have the right to publish its results
from the Study, subject to the following notice
requirements. Prior to submitting or presenting a
manuscript or other materials relating to the Study
to a publisher, reviewer, or other outside person,
the Institution shall provide to Sponsor a copy of
all such manuscripts and materials, and Sponsor
shall have sixty (60) days from receipt of such
manuscripts and materials to review and comment.
Sponsor reserves the right to remove, or require
Institution to remove, all Confidential Information
from any publications, however, Sponsor will not
otherwise exercise editorial control over the
proposed publication. The Institution shall, upon

Fakultni nerocnice Brno / MUDr, Ludék Pour, Ph.D.
CFzZ014

Evropské unie, kontrolu ve$kerych osobnich tdaja
ziskanych bud’ od subjektii studie, ktefi se G¢astni
Studie nebo od &lent tymu studie, bude mit na
starosti Zadavatel. V souladu s uréitymi omezenimi
vyplyvajicimi z pravnich pfedpist, Zkoudejici a
tym studie maji pravo pfistupu ke svym osobnim
Gdajim a k jejich opravé. PoZadavky na vykon
tohoto prava musi byt adresovany Zadavateli a
PRA.

6. INFORMOVANY SOUHLAS.

Zdravotnické zafizeni souhlasi a zaruduje
se, Zze od kazdého subjektu 0éastniciho se Studie
nebo od jeho zikonného zastupce ziska plainy
formuld¥ informovaného souhlasu v souladu se

viemi plainymi pravnimi  pfedpisy a touto
Smlouvou, neZ bude subjektu umoZnéna (éast ve
Studii, Zdravotnické zaffzeni zajisti, aby

poskytnuty souhlas nmoZiloval Zadavateli vyuzivat
Gdaje ze Studie minimalné pro Glely sledovani
piesnosti a Gplnosti Gidaji o vyzkumu, provadéni
klinického a védeckého vyzkumu a vyvoje 1éCivych
plipravka.

7. ZVEREJNOVANI.

Studie je  souasti multicentrick¢ho
klinického hodnoceni a publikace, prezentace ¢&i
jiné  zvefejnéni vysledkti Studie provadéné

ve Zdravotnickém zafizeni nejsou dovoleny pied
prvani  muiticentrickou  publikaci  provedenou
Zadavatelem. Nebude-li multicentrickd publikace
vydana do osmnécti (18) mésicii po dokonceni
nebo predCasném ukoneni Studie ve vSech
feSiteiskych centrech, obdrzeni vdech dat a
uzavieni databize studie, ma Zdravotnické zafizeni
pravo po plfedchozim pisemném souhlasu
Zadavatele a pod podminkou niZze uvedenych
ohlafovacich povinnosti své vysledky Studie
publikovat, prezentovat &i jinak zvefejnit. Pred
predioZenim nebo prezentaci rukopisu & jinych
materialG tykajicich se Studie vydavateli, lektorovi
nebo jiné osobé zvendi je Zdravotnické zafizeni
povinno piedlozit Zadavateli jednu kopii viech
rukopisa a materiahi k posouzeni a
piipominkovani, a Zadavatel ma na
pfipominkovani $edesatidenni (60) lhiitu od jejich
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Sponsor’s request, further delay publication or
presentation for a period of up to sixty (60) days to
allow Sponsor to protect its interests in any
Sponsor Inventions (as defined below) described in
any such materials,

8. OWNERSHIP,

All documents, protocols, data, know-how,
methods, operations, formulas, Confidential
Information and Materials (as defined below)
provided to the Institution pursuant to this
Agreement are and shall remain Sponsor’s
property. The completed CRFs, the final report (if
applicable) and all information and data resulting
from the Study, including Study results (“Study
Data™), shall also be owned by Sponsor. The
Institution hereby transfers (and represents that it
has secured from the Study Team any and all
transferable rights) to Sponsor, all rights, title and
interest, if any, in and to such Study Data. Sponsor
shail not own subject medical records.

9. INVENTIONS.

The existing inventions and technologies of
Sponsor or the Institution are their separate
property and are not affected by this Agreement.
The entire right, title and interest in and to any
inventions, discoveries, know-how, copyrights or
other intellectual property rights that are conceived,
developed, or reduced to practice, (including all
improvements or modifications), which (i) rely,
use, or incorporate the Study Drug; including
without limitation the use or administration of the
Study Drug or Sponsor's prior conceptions; (i) rely
use or incorporate the Study results or any
deliverable resulting from the Study or (iii) rely,
use, or incorporate any Confidential Information,
shall be the exclusive property of Sponsor
(collectively referred to as “Sponsor Inventions”).
The Institution represents and warrants that it has

Fakultni nemocnice Brno f MUDr. Ludék Pour, Ph.D.
CFZ014

obdrZzeni. Zadavatel ma pravo odstranit viechny
div&rné informace zveSkerych publikaci nebo
pozada Zdravotnické zaffzeni o jejich odstranéni.
Zadavatel viak zadnym zplisobem nebude redakéné
zasahovat do navrhované publikace. Na Zadost
Zadavatele je Zdravotnické zafizeni povinno
publikaci nebo prezentaci pozdrzet o dalSich az
Zedesat (60) dnd, aby mohl Zadavatel zajistit
ochranu svych prav k vynédleziim Zadavatele (jak

jsou definovany niZe) popsanym v téchto
materialech.
8. VLASTNICTVI.

Veskeré dokumenty, protokoly, Udaje,
know-how, metody, postupy, vzorce, divémé

informace a materialy (jak je definovano niZe),
které Zdravotnické zafizeni obdrZi na zakladé této
Smlouvy, jsou anadale =zistanou vlastnictvim
Zadavatele. Vlastnictvim Zadavatele jsou i
vyplnéné CRF, zavére€na zprava (pokud to ptipada
vuvahu) a dal§i pfipadné informace a tdaje ze
Studie, v&etn& vysledkli Studie (,dale jen
»vysledky studie”). Zdravotnické zafizeni timto
postupuje  Zadavateli (a zajisti, aby tak ucinili
v8ichni &lenové tymu studie) veskera prava, naroky
a podily tykajici se Studie.Vlastnictvim Zadavatele
nejsou lékaiské zpravy subjekti.

9. VYNALEZY.

Stavajici  vynalezy a  technologie
Zadavatele nebo Zdravotnického zafizeni zakladaji
jejich samostatné vlastnictvi a Smlouva na né nema
Zadny vliv. Kompletni prava, ndroky a podily
ohledné¢  veSkerych  vynalezii,  know-how,
autorskych prav nebo jinych prav duSevniho
vlastnictvi, které vzniknou, budou vyvinuty nebo
pouZity v praxi (véetné veskerych zlepSeni nebo
aprav), které (i) pouZivaji, vyuzivaji nebo zahrnuji
hodnocené 1éky pouZité vramci Studie vletné
neomezeného uZivani nebo podavani hednoceného
1éku nebo piedchozich vynalezii Zadavatele; (ii)
vychdzeji z vysledkidl Studie, vyuZivaji je nebo je
zadleftuji do jinych vysledki ¢i produkti; nebo (iif)
pouzivaji, vyuZivaji nebo zahrnujf davérné
informace, zakladaji vylutné viastnictvi Zadavatele
(spoletné déle jen ,vynalezy Zadavatele®).
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secured from the Investigator and Study team any
and all transferable rights to Sponsor Inventions.
The Institution shall promptly disclose in writing to
Sponsor each such Sponsor Invention and hereby
assigns (and shall ensure that all Study Team
members hereby assign) to Sponsor all rights, title
and interest, if any, in and to each such Sponsor
Invention.  Institution agrees to provide, at
Sponsor’s  expense, reasonable assistance to
Sponsor to enable Sponsor to perfect and enforce
its rights in such Sponsor Inventions. The
Institution shall have exclusive ownership of any
inventions or discoveries conceived or reduced to
practice solely by the Institution that are not
Sponsor Inventions. Institution will undertake any
additional legal actions that may be requested by
Sponsor to give the full effect to the provisions of
this section.

10. MATERIAL TRANSFER; RETURN OF
MATERIALS:; EQUIPMENT.

(a) During the Study, Sponsor or Sponsor’s
designee shall provide to the Institution, at
Sponsor’s  expense, the Study Drug,
placebo and other compounds, or agents
for the performance of the Study
{collectively, the “Materials”) that are
requested per the Protocol for the
performance of the Study. The Materials
will be used only by the Institution for
performance of the Study in accordance
with the Protocol and this Agreement. The
Institution shall handle, store, and ship or
dispose of Matferials in accordance with
the Protocol and any reasonable written
instructions provided by Sponsor (or
Sponsor’s designee), and in compliance
with all applicable, local and national
laws, rules and regulations including, but
not limited to, those governing hazardous
substances.

(b) Unless otherwise agreed by the parties, in

Czech Republic/Institution Clinical Trial Agreement

Fakultni nemocnice Brio / MUDr. Ludék Pour, Ph.D.

CFZ014

Zdravotnické  zaFizeni  prohlafuje, Ze od
Zkou$ejictho a ftymu Studie ziskal veskera
pfevoditelnd  prava k vynaleziim  Zadavatele.

Zdravotnické zafizeni je povinno bezodkladné
pisemné informovat Zadavatele o kazdém takovém
vyndlezu ndleZicimu Zadavateli (a bude na viech
Clenech tymu studie poZadovat), aby pievedli na
Zadavatele veSkerd prava, naroky a podily tykajici
se kazdého jednotlivého vynalezu naleziciho
Zadavateli. Zdravotnické zafizeni se zavazuje
poskytnout Zadavateli na jeho néklady pfimé&fenou
pomoc, aby mohl Zadavatel smluvné zajistit a
vykondvat svd prava na takové vyndlezy naleZici
Zadavateli. Zdravotnické zafizeni ma vyluény
vlastnicky titul ke viem vynalezGim nebo objeviim,
které wvzniknou nebo budou pouzity v praxi
vyhradné zasluhou Zdravotnického zafizeni a které
nenaleZi Zadavateli. Zdravotnické zafizeni wu€ini
pfipadné dal§i kroky v souladu se zakonem, které
mohou byt Zadavatelem poZadovany, aby byla
ustanoveni tohoto &lanku v plném rozsahu ¢innd.

10.  PREVODY A__ VRACENI
MATERIALU, ZARIZENI.

(a) V pribéhu Studie poskytnou Zadavatel
nebo jeho zmocnénec, na naklady
Zadavatele, Zdravotnickému  zaiizeni

hodnoceny 1€k, placebo a jiné I¢ky, nebo
pomiicky souvisejici se studii (spolecné
dale jen ,materialy”), Ikteré jsou
poZzadovany  Protokolem za acelem
provedeni Studie. Zdravotnické zafizenf
bude materidly vyuZivat vyhradné pii
provadéni Studie v souladu s Protokolem a
touto Smlouvou. Zdravotnické zafizeni
bude s materidlem nakladat, skladovat jej,
zasilat a likvidovat v souladu s
Protokolem a pfiméfenymi pisemnymi
pokyny predanymi piipadné Zadavatelem
(nebo jeho zmocnéncem), a v souladu se
viemi platnymi mistnimi a narodnimi
zikony, pravidly a piedpisy, véeiné mimo
jiné piedpist upravujicich zachazeni s
nebezpeénymi latkami.

smiuvnimi  stranami

(b) lestlize neni
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(c)

(d)

(e)

the event that the Protocol requires the
collection of blood, tissue or other
biological materials from  subjects
(“Biological Materials™) the Investigator
agrees that the use of such Biological
Materials shall be limited to those tests,
analyses or procedures identified in the
Protocol and informed consent as
approved by the IRB/EC.

Upon completion or termination of the
Study, all Materials furnished to the
Institution by Sponsor or Sponsor’s
designee and all Biological Materials
shall, as applicable, be promptly retumed
to Sponsor or destroyed as directed by
PRA. Shipping costs relating thereto will
be paid by PRA.

If Sponsor provides equipment to the
Institution, such equipment shall be used
by the Institution only for the performance
of the Study and in accordance with any
written instructions of use provided by the
equipment manufacturer or Sponsor. Such
equipment is property of the Sponsor or
Sponsor’s designee and shall be identified
as such. It shall be returned, at Sponsor’s
expense, to Sponser ({or Sponsor’s
designee), upon Sponsor’s written request
or upon completion of the Study.
Institution will use reasonable care to
maintain such equipment while in its
possession, provided that Sponsor shall be
responsible for maintenance and repair
costs due to normal wear and tear.

The Sponsor will lend the following
equipment (the “Equipment”) for use by
the Institution at no charge: one (1) PC
Tablet.

11. TERM; TERMINATION.

(a)

This Agreement shall commence on the
Effective Date, subject to the condition
subsequent of obtaining the requisite State

(c)

(d)

(e)

11,

(a)

Fakultni nemocnice Brno / MUDr. Ludék Pour, Ph.D.
CFz014

dohodnuto jinak, odb&r krve, tkané nebo
jiného biologického materialu od subjekth
(dale jen ,biologicky materidl“), bude
probihat vsouladu sProtokolem a
Zkousejici se zavazuje, Ze odbdry
biologického materidlu budou limitovany
testy, analyzami mnebo procedurami
v souladu s Protokolem a se souhlasem
schvalenym etickou komisi (dale jen

HETK).
Po ukonéeni nebo zruSeni studie musi byt
viechny  materidly, které obdrZelo

Zdravotnické zafizenf od Zadavatele nebo
jeho zmocnénce a vedkeré biologické
materidly, podle okolnosti, vraceny
Zadavateli nebo znileny v souladu s
instrukcemi  PRA. Pfislusné pfepravni
naklady uhradi PRA.

Poskytuje-li Zadavatel Zdravotnickému
zafizeni vybaveni, bude Zdravotnické
zafizeni toto vybaveni pouZfvat vyhradné
k provadéni Studie a v souladu s
veSkerymi pisemnymi navody k pouziti
poskytnutymi vyrobcem vybaveni nebo
Zadavatelem. Takové vybaveni je
viastnicivim  Zadavatele nebo  jeho
zimocnénce a bude takto oznaeno. Na
pisemnou Zadost Zadavatele nebo po
dokongeni Studie musi byt na naklady
Zadavatele vraceno Zadavateli (nebo jeho
zmocenénci). Zdravotnické zatizen|
vynalozi pFiméfenou péci, aby zajistil
udrzbu vybaveni v dobg, kdy je ma v
dr¥eni, oviem s tim, Ze naklady na (drzbu
a opravy spojené s béznym opotiebenim
nese Zadavatel,

Zadavatel poskytme  Zdravotnickému
zatizeni do bezplatné vyplijéky nasledujici
yybaveni {dale jen ,,vybaveni®): jeden (1)
PC Tablet.

PLATNOST SMLOUVY,

Tato Smlouva vstoupi v platnost k datu
tdinnosti. Nezbytnou podminkou pro to je
ziskdni pozadovaného schvaleni Statnim
Gstavem pro kontroln léciv,
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Institute for Drug Control, the Muiticentric
Fthics Committee and the Local Ethics
Committee Study approvals and shall
continue in force until the Study has been
completed at the Institution with an
approximate timeframe of June 2019.
Copies will be filed at the Institution by the
Investigator with the Study conduct
documentation.

(b) This Agreement may be terminated upon

(c)

written notice: (i) immediately by PRA at
any time for any reason; (ii) within thirty
(30) days by Institution (except Institution
may terminate immediately for health or
safety reasons); (iii) within (30) days by
PRA or ustitution for material breach by
either party if such breach remains uncured
after expiration of the 30 days wriiten
notice by the non-breaching party.

Upon the effective date of termination of
this Agreement, an accounting shall be
conducted by the lnstitution, subject to
verification by PRA. Following PRA’s
receipt of adequate documentation, PRA
will pay the Institution for all services
properly rendered and monies properly
expended by the Institution through the
effective date of termination which have
not yet been paid by PRA.

(b) If the Institution has been paid any amounts

which have not been earned hereunder as
of the date of termination, the Institution
shall promptly return to PRA all such
unearned funds within 30 days.

(c¢) Immediately upon receipt of a notice of

termination, the Institution shall ensure the
Investigator stops screening and enroliing
subjects into the Study and, as directed by
PRA, cease conducting Study procedures
on subjects already enrolled in the Study,

Fakultnf nemocnice Brno / MUDr. Ludék Pour, Ph.D.
CFZ014

Multicentrickou etickou komisi a mistni
etickou komisi. Smlouva plati aZz do
dokonéen{ Studie Zdravotnickym
zafizenim v ramci pfiblizného &asového
ramce virvani do &ervna 2019. Kopie
ziskanych schvalovacich dokumentil uloZi

ZkouSejici u  Zdravotnického zafizeni
spoleénd s dokumentaci k provadéni
Studie.

(b) Tato Smlouva miZe byt ukonéena na

()

zaklade pisemné vyzvy: (i) ze strany PRA
z  jakéhokoliv  dfivodu s okamZitou
aéinnosti; (ii) do t¥iceti (30) dni ze strany
Zdravotnického zafizeni (vyjma
okamzitého ukondeni zdGvodu ochrany
zdravi a bezpeénosti); (iii) do tficeti (30)
dmii ze strany PRA nebo Zdravotnického
zaiizeni, zplsobila-li jind smluvni strana
podstatné poruseni této Smlouvy a v
ptipad®, Ze tento stav nebude napraven
bé&hem 30 dnl po doruéeni pisemné vyzvy
definujici takové porueni porudujici
smluvni strané.

K daty U&innosti zrufeni této Smlouvy
provede Zdravotnické zafizeni vyGétovani,
které ovéfi PRA. Jakmile PRA obdrii

pfislugnou dokumentaci, zaplati
Zdravotnickému  zafizeni za veSkeré
poskytnuté  sluzZby a  &astky, ktere
Zdravotnické zafizeni fadn€ vynalozi do
data Gl¢innosti  Smlouvy, které PRA
doposud neuhradila.

(d) Pokud byla Zdravotnickému zafizeni

(e)

uhrazena jakéakoli Castka, ktera nebyla do
data zaniku Fadsné vyuZita, Zdravotnické
zafizeni veSkeré tyto &astky bezodkladné
vrati PRA do 30 dni.

Okamzit¢  po obdrzeni  vypovédi
Zdravotnické  zafizeni  zajistf,  aby
ZkouSejici zastavil screening a nébor

subjekti do Studie a, jak je naffzeno PRA,
piestane s provadénim studijnich procedur
na subjektech jiz zafazenych do Studie v
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to the extent medically permissible.
12. INSURANCE.

The parties hercto acknowledge that
Sponsor has obtained insurance cover as required

by Article 52 para. 3(f) of Act No. 378/2007
Coll.; on Medicinal Products (as amended).

The Institution  warrants that in
conformance with Article 45 (2) (n) of the Act No.
372/2011 on Health Services, it shall maintain
insurance or self-insurance to cover ifs liability for
damages caused by the Study Team or the
Investigator’s malpractice. Institution shall, at
PRA’s request, have its insurance carrier for such
insurance furnish to PRA a certificate that such
insurance is in force, such certificate to indicate
any deductible and/or self-insured retention and
stipulate that such insurance will not be canceled or
reduced while this Agreement is in effect without at
least thirty (30) days prior written notice to PRA.

13. LIABILITY.

The Institution is and shall remain liable
for any harm, claims, actions or expenses
(including legal expenses) resulting from or
connected with the negligence, omission or fault on
the part of the Institution, Investigator or any Study
Team members.

14, STATUS OF SPONSOR.

The parties acknowledge and agree that the
Sponsor is hereby an express intended third-party
beneficiary to this Agreement. To the extent
applicable law does not allow vesting of any rights
directly in Sponsor under this Agreement, such
rights will vest in PRA, on Sponsor’s behalf’ until
the Sponsor grants its consent according to the
Civil Code.

Fakuktni nemocnice Brno / MUPr, Ludék Pour, Ph.D.
CFZ014

Iékarsky piipustném rozsahu.

W z

12. POJISTENL.

Smluvni strany berou na védomi, Ze si
Zadavatel sjednal pojistné kryti pozadované podle
§ 52 odst. 3 pism. f) zakona ¢. 378/2007 Sb,, o
lé&ivech (v platném znéni).

V souladn sustanovenim § 45 (2) (n)
zakona &. 372/2011 Sb. o zdravotnich sluzbach, je
Zdravotnické zafizeni povinno udrzovat dostate¢né
pojisténi az do rozsahu své odpovédnosti za Skody
zplisobené zanedbanfm povinné péle ze strany
tymu studie nebo Zkousejici/ho, Zdravotnické
zafizeni je na zadost PRA povinno zajistit, aby jeji
pojistitel prediozil PRA potvrzeni, Ze je uvedené
pojisténi platné, pfitemZ na potvrzeni musi byt
uvedena pripadna spolulcast necbo &ast kryta
samopoji§ténim, a musi tam byt uvedeno, Ze
pojidténi nebude po dobu platnosti této Smlouvy
zrufeno nebo sniZzena pojistnd Castka bez
pisemného oznameni zaslaného spoleCnosti PRA
nejméné tiicet (30) dnl piedem.

13, ODPOVEDNOST.

Zdravotnické zafizeni je a bude odpovédné
za veskeré kody, naroky, Zaloby nebo vydaje
(vEetn& soudnich wvydaji) vyplyvajici nebo
souvisejici se zanedbdnim, opomenutim nebo
pochybenim na strané Zdravotnického zafizeni,
ZkouSejici/ho a nebo tymu studie.

14. STATUT ZADAVATELE.

Smluvni strany berou na védomi a souhlasi
stim, Z¢ Zadavatel se timto stidvd vyslovnou
zamyslenou tfeti osobou, v jejiz prospéch je tato
Smiouva uzavirdna. V rozsahu, vjakém platné
piedpisy nedovoluji, aby Zadavatel na zdkladé této
Smilouvy piffmo nabyval prav, nabyva téchto prav
v zastoupeni Zadavatele PRA, a to do doby, kdy
Zadavatel poskytne souhlas v souladu s obCanskym
zakonikem,
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15. CERTIFICATIONS.

(a)

(b)

The Institution hereby certifies that it has
not been debarred or disqualified from
participating in clinical research under any
laws or regulations. If during the term of
this Agreement, the Institution or the
Investigator (1) becomes debarred or
disqualified or (ii) receives notice of an
action or threat of an action with respect fo
its debarment or disqualification, the
Institution shall notify PRA immediately.

The Institution hereby certifies that it has
not and will not use in any capacity the
services of any individual or entity which
has been debarred or disqualified from
participating in clinical research under any
laws or regulations. In the event that the

Institution becomes aware of the
debarment, threatened debarment,
disqualification or threatened

disqualification of any such individual or
entity, the Institution shall notify PRA
immediately.

(c) The Institution warrants and promises that,

in connection with this Agreement, it has
not and will not (directly or indirectly)
make any improper payment or offer (or
authorizing another to pay or offer) money
or anything of value to a government
official or any other person connected with
the provision of services under this
Agreement, in order to improperly
influence any act or decision of such
official or person, to induce such official or
person to do or omit to do any act in
violation of his or her relevant duty, to
obtain any Improper advantage, to procure
improper performance of a function or
activity associated with this Agreement or
in the case of a government official, to
induce such official to use his or her
influence improperly to affect or influence
any act or decision of a government.

(a)

(b

(c)

Fakultnf nemocnice Brna / MUDr. Ludék Pour, Ph.D.
CFZ014

15. POTVRZENI,

Zdravotnické zafizeni timto potvrzuje, Ze
nebylo Zidnym pravnim ani  jinym
pfedpisem zbaveno prava Glasti na

klinickém vyzkumu. JestliZe po dobu
piatnosti této Smlouvy bude Zdravotnické
zafizeni nebo Zkoudejici (i) zbaven prava
nebo prohlafen nezplsobilym, nebo (ii)
obdrzi oznameni o Zalobé nebo hrozici
Zalob& o zbaveni prava nebo prohlaSeni za
nezpisobilé, Zdravotnické zafizeni o tom
bude bezodkladné informovat PRA.

Zdravotnické zaifzeni timio potvrzuje, 7e
nevyuZivalo ani nebude vyuzivat v Zadném
ohledu jakékoli sluzby jednotliveli, nebo
sdruZeni, které jsou zbaveny prava nebo
prohladeny za nezplsobilé provadét
Idinicka hodnoceni na zékladé platnych
zakon( a pfedpisi. Jestlize se Zdravotnické
zafizeni dozvi o skuteéném nebo hrozicim

zbaveni prava nebo o skuteném Ci
hrozicim prohiaseni nezphsobilosti
takovych jednotliveG nebo  sdruzeni,
Zdravotnické zafizeni o tom bude

bezodkladng informovat PRA.

Zdravotnické zafizeni prohlasuje a slibuje,
7Ze v souvislosti s touto Smlouvou
neposkytlo ani neposkytne, nenabidlo ani
nenabidne (pfimo ani nepfimo) Zadnou
nedovolenou platbu (ani nedovoli jinym
osobam, aby ji poskytly nebo nabidly),
penize ani jiné hodnotné plnéni statnimu
Gfednikovi nebo jiné osob& spojené s
poskytovanim sluzeb na zdkladé této
Smilouvy, s cilem nedovolend ovlivnit ukon
nebo rozhodnuti takové Gfedni osoby,
pfimét Ofedni osobu, aby v rozporu se
svymi povinnostmi provedla urdity tkon
nebo se jej zdrZela, ziskat ncopriavnénou
vyhodu, vyvolat neopravnény vykon
funkce nebo <£innosti spojené s touto
Smlouvou, anebo, v piipadé statniho
tiednika, podnitit tohoto Ufednika k
nedovolenému pouzZiti jeho vlivu ke zméné
nebo ovlivaéni tkonu nebo rozhodnuti
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16. ASSIGNABILITY.

Institution may not assign any of its rights
or delegate any performance under this Agreement,
voluntarily or involuntarily, whether by merger,
consolidation, dissolution, operation of law, or any
other manner except with the prior written consent
of Sponsor, through PRA, and any purported
assignment or delegation without PRA’s written
consent is void.

17. NOTICES.

With the exception of Study funds paid by
PRA pursuant to Section 2 hereof, all notices
required or permitted to be given under this
Agreement shall be in writing and shall be (a)
delivered personally, (b) sent by certified mail, or
(¢) sent by a mnationally-recognised courier
guaranteeing next-day delivery, to the recipients
below. The parties agree that changes to the
addresses below for receipt of notices under this
Section may be effected by a letter signed by the
relevant party and does not require an amendment
to this Agreement signed by all parties:

Ifto PRA:

Pharmaceutical Research Associates CZ, s.r.o.
Jankovcova 1569/2c, Praha 7, 170 00,

Czech Republic

C/O Pharm Research Associates (UK) Ltd
500 South Oak Way, Green Park

Reading, Berkshire, RG2 6AD

United Kingdom

Attention: Director of Global Cantracts

If to the Institution:
Fakultni nemocnice Brno

Jihlavska 340/20

Brno - Bohunice, PSC 625 00

Czech Republic

Aftention/position: MUDr. Roman Kraus,

Fakuitni nemocnice Brno / MUBr. Ludék Pour, BPh.D.
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statniho organu.
16. POSTOUPENL
Zdravotnické zafizeni neni opravnéno

postoupit sva prava ani delegovat n&jaké vykony
pedle této Smlouvy dobrovolné &i nedobrovolné, at’
jiz na zdkladé fuze, sloueni, zruSeni, plsobeni
prava nebo jakymkoli jinym zplsobem s
pfedchozim pisemnym souhlasem Zadavatele,
prostfednictvim PRA a  jakékoli domnélé
postoupeni nebo delegovani bez pisemného
souhlasu PRA je neplatné.

17. OZNAMOVANI.

S vyjimkou prostfedkli na provadéni
Studie, kieré uhradi PRA v souladu s ¢asti 2 této
Smlouvy, musi byt veskera oznameni, kterd maji
nebo mohou byt podivana podle této Smlouvy, v
pisemné formé& a musi byt (a) doruceny osobné, (b)
zaslany podtou jako doporucend zasilka nebo (c)
zaglany celostatné uznavanou kuryrni sluzbou
zarudujici  dorudeni nasledujictho dne, a to
pfijemctm uvedenym nize. Smluvni strany se
dohodly, Ze zmény adres uvedenych nfze pro
piijem oznameni dle této ¢asti mohou byt sdéleny
dopisem podepsanym pfisluSnou smluvni stranou a
nevyzaduji dodatek k této Smlouvé podepsany
viemi smluvnimi stranami:

Pokud jsou uréeny pro PRA:

Pharmaceutical Research Associates CZ, s.r.o.
Jankovcova 1569/2¢, Praha 7, 170 00,

Ceska republika

C/O Pharm Research Associates (UK) Ltd

500 South Oak Way, Green Park

Reading, Berkshire, RG2 6AD

United Kingdom

K rukdm: Globalni feditel pro smluvni
odd&lent

Pokud jsou uréeny pro Zdravotnické zaiizeni:
Fakultni nemocnice Brno

Jihlavska 340/20

Brno - Bohunice, PSC 625 00

Ceska republika

K rukém: MUDr. Roman Kraus, MBA, feditel
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MBA, Director

If to the Investigator:

Fakultni nemocnice Brno

Jihlavska 340/20

Brno - Bohunice, PSC 625 00

Czech Republic

Attention/position: MUDr. Ludék Pour, Ph.D.

If to the Sponsor:

Medical Director

Onyx Pharmaceuticals, Inc.,

249 E. Grand Avenue, South San Francisco,
California 94080, United States

With a Copy to:

International Legal Group
Amgen (Europe) Gmbll
Dammstrasse 23

6301 Zug

Switzerland

Fax Number: +41 41 369 04 11

18. USE OF NAMES.

The Institution shall not use the name,
symbols and/or trademarks of PRA or the Sponsor
in any form of publicity in connection with the
Study unless explicitly approved by PRA or the
Sponsor in advance. Institution agrees that, in
accordance with applicable law, Sponsor may make
public this Agreement including the amount of
funding provided hereunder for the conduct of the
Study and may identify Institution and Investigator
as part of this disclosure.

19. WAIVER; SEVERABILITY,

No waiver of any term or condition of this
Agreement whether by conduct or otherwise in any
one or more mstances shall be deemed fo be or
construed as a further or continuing watver of such
term or condition, or of any other term or condition
of this Agreement. If any terms or conditions of

Fakultni nemocnice Brno / MUDr. Ludék Pour, Ph.D.
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Pokud jsou uréeny pro Zkousejiciho:
Fakultni nemocnice Brno

Jihlavska 340/20

Brno - Bohunice, PSC 625 00

Ceska republika

K rukam: MUDr. Ludék Pour, Ph.D.

Pokud jsou uréeny pro Zadavatele:

Medical Director

Onyx Pharmaceuticals, Inc.,

249 E. Grand Avenue, South San Francisco,
California 94080, United States

V kopii:

Infernational Legal Group
Amgen (Europe) GmbH
Dammsirasse 23

6301 Zug

Switzerland

Cislo faxu: +41 41369 04 11

18. UZIVANI NAZVT.

Zdravotnické zafizeni neni opravnéno
pouzivat v jakékoli formé publicity v souvislosti se
studif ndzev, symboly, piipadné ochranné znamky
PRA nebo Zadavatele, pokud to vyslovné pfedem
PRA nebo Zadavatel neschvali. Zdravotnické
zatizen{ souhlasi s tim, Ze v souladu s platnymi
piedpisy mite Zadavatel zvefejnit futo Smlouvu
véetné vyse prostiedkl poskytnutych na provadéni
Studie na zékladé této Smlouvy, a v ramei tohoto

zvefejnéni muiZe identifikovat  Zdravotnické
zatizeni a ZkouSejiciho.
19. VZDANI SE PRAV,

ODDELITELNOST USTANOVENI.

Zadné  prominuti  splndni  ndkterych
podminek nebo ustanoveni téfo Smlouvy, at uz
jednanim nebo jinak, se nepovaZuje nebo nebude
vykladano jako daldi nebo trvalé prominuti Zadné
z takovych podminek nebo jinych podminek dle
této Smlouvy. V pfipadé Ze nékteré podminky nebo
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this Agreement are held to be invalid, illegal or
unenforceable the remaining terms and conditions
contained herein shall not be in any way be
affected.

20. ENTIRE _AGREEMENT; EXHIBITS;
COUNTERPARTS,

This Agreement, including the Exhibits
attached hereto, constitutes the full understanding
of the parties with respect to the subject matter
hereof and a complete and exclusive statement of
the terms of their agreement, and no terms,
conditions, understanding or agreement purporting
to amend, modify, vary or waive the terms of this
Agreement shall be binding unless made in writing
and signed by an authorised representative of each
party hereto. This Agreement and any amendment
hereto may be executed in three counterparts, each
of which shall be deemed an original but taken
together shall constitute one and the same
instrument. Each Party will receive one
counterpart. The priority language of this
Agreement will be Czech language.

21. CONTINUING OBLIGATION;
SURVIVAL OF PROVISIONS,

Except as otherwise specifically provided
herein, termination of this Agreement shall not
relieve any party hereto from any obligation under
this Agreement that accrued or arose from facts and
circumstances in  existence prior thereto. In
addition, the provisions of this Agreement related
to  ownership of  intellectual  property,
confidentiality, use of mames, materials, privacy,
and insurance, or which by their nature contemplate
continuing obligations shall survive expiration or
termination of this Agreement.

22. GOVERNING LAW.

(a) This Agreement and any non-contractual
obligations arising out of or in connection
with shall be and construed in accordance
with Czech law.

Fakultni nemocnice Brno / MUDr. Ludék Pour, Ph.D,
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ustanoveni této Smlouvy se stanou neplatnymi,
nezdkonnymi nebo nevynutitelnymi zbyvajici
podminky a ustanoveni obsaZenych v této Smlouveé
nebudou nijak dotéena nebo timto naruiena.

20. UPLNOST SMLOUVY, PRILOHY,
VYHOTOVENL

Tato Smlouva, v&etné piiloZenych pfiloh,
zaklada Gplnon dohodu smluvnich stran ohledné
pfedmétu Smlouvy a Oplné vyjadieni podminek
jejich ujednani, a 7A4dné podminky, ujednani ani
dohody, o kterych se ma za to, Ze doplituji, méni,
upravuji nebo promfjeji podminky této Smlouvy,
nejsou platné, ledaZze jsou v pisemné formé
a podepsané zmocnénymi zastupei smluvnich stran.
Tato Smlouva a veskeré jeji dodatky budou
uzavieny ve tiech vyhotovenich, z nichz se kazdé
vyhotovenf povaZzuje za original, ale které spoleéné
zakladaji jeden a tentyZz dokument. Kazdd ze
smluvinich  stran  obdrzi  jedno  vyhotoveni.
Rozhodnym jazykem této Smlouvy je esky jazyk.

21. TRVALE ZAYAZKY, PLATNOST
USTANOVENL.

Pokud neni v této Smouvé konkrétné
uvedeno jinak, zanikem této Smlouvy nenf Zadna
smluvni strana osvobozena od svych zdvazki podle
této Smilouvy, které vznikly nebo vyplynuly ze
skutednosti a okolnosti existujicich pred jejim
zdnikem., Mimo to, ustanoveni této Smlouvy
tykajicf se prav k dusevnimu vlastnictvi, dav&rnosti
informaci, vyuZivani nazvii, materiali, ochrany
soukrom{ a poji§téni, nebo ktera se ze své povahy
tykaji trvajicich zavazkd, plati i po uplynuti
platnosti nebo po zaniku této Smiouvy.

22. ROZHODNE PRAVO.

(a) Tato Smlouva i jakékoli mimosmluvni
povinnosti z ni nebo v souvislosti s ni
vyplyvajici se #idi a jsou vykladany
v souladu s deskym pravem.
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(b} Any and all disputes arising from this (b) Veskeré spory z této Smlouvy budou
Agreement shall be resolved by the courts feseny soudy Ceské republiky.
of the Czech Republic.

SIGNATURES APPEAR ON FOLLOWING PODPISY JSOU NA NASLEDUJICI STRANE
PAGE
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IN WITNESS WHEREOF, the partics NA DUKAZ TOHO iadn& zmocnéni

ga're cauts;: d Fh:(sjAgref:mentt to be execut]ed bg iheu' zastupci smluvnich stran podepsali tuto Smlouvu
,ud?l alii bo?se brep [,;f‘; en_atl;ie? ﬁn the ae(s% dne, jak je uvedeno dale, ale s Uginnosti pro
indicated below, but effective for all puposes as o1 - yxechny idely k datu G&innosti.

the Effective Date.

PHARMACEUTICAL RESEARCH ASSOCIATES CZ, S.R.0.

By / Podepsal: —

Authorised Signature / podpis zmocnéného zdstupce
Name / Jméno: MUDr. Andrea Ki¢

Title / Tunkce: Proxy / Prokuristka

Date/ Datum: 30 Ocdsbee long”

FAKULTNi NEMOCNICE BRNO

By / Podepsal:
Authorised Signature/ podpis zmocn€ného zastupee

Name / Jméno: MUDr, Roman Kraus, MBA

Title / Funkce: Director / feditel

Date / Datum: -7 -12- 2015

MUDR. LUDEK POUR, PILD.

By / Podepsal:

Name / Jméno: MUDr. Ludék Pour, Ph.D.

Title / Funkce: Investigator / Zkousejici

Date / Datun: 5 / «/75;5, ZO /’.(
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