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CLINICAL INVESTIGATOR AGREEMENT -
TRIPARTITE

This Agreement (“Agreement”) becomes valid
on the day of signature by all contractual
pardies and Is entered into by and between;

Shire Human Genetic Theraples, inc.,
having a place of businass at 300 Shire Way,
Lexington, Massachusetis 02421, USA
("Sponsor™)
represented by Shire Pharmaceuticals Limited,
Hampshire International Business Park -
Chineham, Basingstoke RG24 BEP Unitad
Kingdom
({the “Sponsar's European Union {EU) Legal
Representativa”),

and

University Hospital Brno,
with a place of business at Jintavska 20,
62500 Brno, Czech Republic
represented by: MUDr. Roman Kraus, director
Business Registration No: 65269705
Tax tD: CZ65269705
(hereinafter calied the “Instilution”)

and

Head of the clinic of pediatric neuralogy of the
University Hospital Brno
{hereinafter called the “Investigator”).

The Inslitution and lhe Investigator are
hereinafier called “Institution/investigator” when
it is intended that they ba refemred to joinlly.

1 BACKGROUND

1 Sponsor desires 1o have a clinical study
underiaken in respect of a Phase I/ll human
clinical extension trial of Sponsor's proprietary
compound known as HGT-1110 (hereinaiter
cailed the “Investigational Product’), in
accordance with the Protocol, as defined in
Paragragh 2.10 herelo (the “Study”).

.2 The Institulion and ils stafl, including without

limitation the Investigator, are experienced in
lhe evaluation and trealment of patients with
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SMLOUVA O ZABEZPECENI A PROVEDENI
KLINICKEHO HODNOCENI -
TROJSTRANNA

Tato smiouva (déale jen ,Smiouva“} vstupuje
v platnost dnem jejfho podpisu véemi
smiuvnimi stranami a uzavirajl ji mezi sebouw:

Shire Human Genetlec Therapies Inc.,
se sidlem 300 Shire Way, Lexinglon,
Massachuselis 02421, USA
(dale jen .Zadavatal’),
zastupovany spoletnosti
Shire Pharmaceuticals Limited,
Hampshire International Business Park -
Chineham, Basingstoke RG24 8EP, Spojena
kralovstvi Velké Britanie a Sevemiho Irska
(déle jen Pravni zastupce zadavatele pro
Evropskou unii (EU)"),

a

Fakultnf nemocnice Brno,
se sidlem Jihlavska 20,

62500 Brno, Ceska republika,
jednajici: MUDr. Roman Kraus, feditel
IC: 65269705
DIC: CZ65269705
(dale jen Zdravotnické zafizeni®)

a

Pfednostka Kliniky dé&tské neurologie Fakultni
nemocnice Brno
(dale jen ,Zkoudejici®).

Zdravotnicke zafizeni a Zkousejici ddle
oznacovani jen ,Zdravotnicke zafizeni /
Zkousejici*, a 1o v pfipadech, kdy jsou tyto
subjekiy minény ve Smiouvé spoleéné.

PREDMET A UCEL SMLOUVY

Zadavatel si pieje nechat provest roziifenou
klinickou studii k fazi I/} klinického hodnoceni
twmanniho léciveho pfipravku, tykajiciho se
Zadavatelovy palentované slouceniny znamé
pod ndzvern HGT-1110 (dale jen ,hodnocené
l6élvo") vsouladv sprotokalem, jak je
stanoveno v odstavei 2.10 télo Smiouvy (dale
jen Studie").

Zdravotnicke zafizeni a jeho zameéstnanci,
véetnd, nikoliv ¢5ak Wiucné, Zkousejiciho, maji
zkusenosti s hodnocenim a lécbou pacientd s
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Metachromatic leukodystrophy and have
expertise in, and lacilties suilable lor,
conducting bhuman  clinical trals of
pharmaceutical producits in accordance with
Applicable Regulations/Law, as defined in
Paragraph 2.1 herato.

1.3 Sponsor wishes to engage the Investigator lo

conduct a clinical study lo evaluate the
Investigational Product, and the
Institution/invesligator wishes to conduct such
a clinical study.

1.4 The Institution has agreed to the padicipation

of the Investigator in carrying out said clinical
study an its behall.

(CON Clinical Research Limited, a corporation
having a place of business at South Counly
Business Park, Leopardstown, Dublin {*CRO"),
is acting on behail of Sponsor as administrator
and data manager for the Study and has
entered Into an agreement with Sponsor
conceming the administration of the Study (the
“Sponsor-CRO Agreeament”).

Institulion/investigator hereby
acknowledge that the Investigator's EU legal
counsellor, Sponsor and CRO and their
responmbla subsudlanes commit themselves to

ations of U.S. Food and
{(“FDA", valid

. all valid rules, pollclas
and regulallons as issued by the FDA,
including Codex of Federal Regulations,
Chapter 21 ("C.F.R.”); and all valld laws and
ruling on safe use and control of the regulated
medicines, inciusive of the regulations on drug
abuse and drug misuse (sale keeping)
(amendment) from 2007 and Act on Health
{rorm 2006.

IT IS HEREBY AGREED AS FOLLOWS:

2 DEFINITIONS

As used in this Agreament, the {ollowing terms
shall have the meanings set out below:

"Applicable Requlations/Law”

Means any and all relevant laws, rules,
regulatio ~pplicies,  guidelines, and
govemm A’ requirements of the Czech
Republic, as may be applicable to the Parties,
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melachromatickou  leukodystrofii a  maji
odborné zkusenosli & vybaveni poliebné K
provadéni klinického hodnoceni
farmaceuiickych pripravkd pro lidské uzili v
souladu s platnymi piedpisy/zakony, jak je
slanoveno v odstavei 2.1 1éto Smiouvy.

Zadavatel si pfeje  smiuvné  zavazal
Zkousegjicibo k provedeni klinickéha hodnoceni
za uéelem zhodnocenl hodnoceného légiva a
Zdravoinické zafizeni/Zkoudejici si preje iolo
klinické hadnoceni provest.

Zdravotnické zafizeni souhlasté s dOcasti
Zkousejiciho na provadéni vySe uvedeného
kiinickeho hodnoceni jménem Zdravotnického
2afizenl,

ICON Clinica! Research Limited {,Smluvni
vyzkumna organizace®, .CRO* [Coniract
Research QOrganization]) je spoleénost se
sidlem na adrese South County Business Park,
Leopardstown, Dublin, ktera jedna
v zastoupeni Zadavatele jako administrator a
spradvce dat pro Studii a2 uzaviela se
Zadavatelam smiouvu ohledné spravy Studie
{.Smlouva mazt Zadavalelem a CRQ").

Zdravolnickeé zafizeni/ZkouSejici timto berou
na véedoml, Ze Zadavaleliv pravni zastupce
pro EU, Zadavalel 2 CRO a jejich odpovédné
poboéky se zavazuji dodrzovat narizeni

Go Lira Zeakpntrolu potravin a légiv
Food and Drug
5 pozadavky federainiho
ch, létivech a
- FDCA") a jakekoli
podnbné nebo nahrazulfcf tegislativy, viechna
platnd pravidla, zdsady a nafizenl vydana
Ufadem pro kontrolu potravin a légiv (ddle jen
DA, vietné Kodexu federatnich nafizeni,
kapiicly 21 (ddle jen 21 C.F.R.*); avSechy
platné zakony a piedpisy o bezpeéném pouditi
a kontrole regulovanych lééiv, véetné predpist
o0 zneulit( léciv a zneuZitl l&tiv (bezpeina
uschova) (dodatek) z r. 2007 a zakona o zdravi
Zr. 2006.

TiMTO BYLO DOHODNUTO NASLEDUJICI:

DEFINICE

Palmy pouit2 v této Smiouvé budou rnit
nasledujlci vyznam:

Polem ,platné predpisy/zakony"

znamena jakeékoli piisiudné zakony, pravidia,
predpisy, zésady, nafizeni a viddnl pozadavky
Ceské republlky, Kter& se mohou tykat
zugastnénych stran, pracovniki Studie a‘nebo

rapc S5
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Sludy Personnel, and/or the Study, including,
without limitation:

Act No. 101/2000 Coll. On lhe Protection of
Personal Data and on Amendment {o Some
Acls, Act No. 378/2007 Coll. On
Pharmaceuticals, as amended, Decree No.
226/2008 Coll. On Good Clinical Practice and
detailed conditions of clinical trials oan medicinal
products, as amended; Act No. 89/2012 Coll,
Civil Code, as amended (Civil Code),

all applicable laws, direclives, and regulations
of the European Unlon ("EU"), including without
limitation the Clinical Trials Directive
2001/20/EC and any transiorming legislation in
the relevant countries of the EU;

all applicable rules, policies or guidance issued
by tha European Medicines Agency (“EMA");

all applicable International Conference on
Hammonisation (*ICH") Guidelines for Good
Clinical Practices as adopted or issued by any
governmental or other regulatory authority
obligatory for the Czech Republic and the
European  Medicines Agency ("EMA")
(collealjypiy'GCR? oo \GCE/Cuidelings”);
R : o

- v W

all applicable laws and regulations of the
Czech Republic regarding the protection of
Individuals with regard to the processing of
personal data and on the [ree movement of
such data, including the provisions of Council
Diractive 95/46/EC of the European Parliament
and of the Council of 24 Oclober 1995
(collectively, ihe “Privacy Regulations”);

“Case Report Form (CRF)"

Means a repont in a formal prepared by the
Sponsor and/or ICON in accordance with the
Applicable Regulations/Law and completed by
the Investigator documentling tha administration
of the Investigational Product to participants, as
well as all lests and observations related to the
Study {as hereinafter defined).

L e

‘Investigator Brochure”

Means a brochure provided by the Sponsor
that canlains a set of clinical and non-clinical
data on the tnvestigalional Product(s) which is
important for chinical trials performed on the
Qualified Study Subjects (as delined below)
and that confains summary informalion of all
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Sludte, mimo jiné véetna:

zdkona &. 101/2000 Sb., o ochrané osabnich
udaju, ve znénf pozdé&jsich predpisd, zdkona &.
378/2007 Sb., o létivech, ve znénf pozdéjdich
piedpisi vyhladky &. 226/2008 Sb., o spravné
klinické praxi a blizsich podminkach klinického
hodnoceni l&ivych pfipravk, ve znéni
pozdé&jsich piedpist, zdkona &, 372/2011 Sb. o
zdravolnich sluzbdch a podminkéch jejich
poskylovani (zakon o zdravotnich sluZbach),
zakona €. 89/2012 Sh., obéansky zakonik, ve
znéni pozdgjsich pfedpisd (dale jen ,obéansky
zakonik),

viech platnych zadkond, smémic a piedpisd
Eviopské unle (ddle jen ,EU‘), mima jiné
vietné Smémice 2001/20/ES o klinickém
hodnoceni a jakékoli doplfiujici legislativy
v prisludnych slatech EU;

viech platnych pfedpish, zdsad nebo narfizeni
vydanych Evropskou lékovou agenturou (dale
jen .EMA™);

viech  plainych  nafizeni  Mezindrodni
konference pro harmonizaci (ddle jen ,ICH") o
spravnych Kinickych postupech, pfijatych nebo
vydanych jakymikoli viadnimi nebo jinymi
kontrolnimi ufady, kleré jsou zdvazné pro
Ceskou Republiku, a Evropské lékové agantury
(dale ;W{wa 380 .Medicinesghgency')
{souhmn CP*-(Gowd Clinical Practice,
Sprévna klirﬁqé praxe) nebo ,naflzeni GCP");
P

‘* - 4

viach platnych zakonl a predpisd Ceské
Republiky o occhrané jednotlived s chledem na
2pracovani osobnich ddajd a o volném pohybu
téchto (daji, véeiné ustanoven! Smémice
Evropského pariamentu a Rady 95/46/ES ze
dne 24. fijna 1995 (souhmné .nafizenl o
achrané soukromi“};

Laznam subjektu hodnoceni”

Znamena ziznam ve formatu piipraveném
Zadavatelem a/mebo  spoleénosti ICON
vsouladu  splatnymi  pfedpisy/zédkonem,
zpracovany Zkousejicim, ktery dokumentuje
podavani Hodnoceného léciva uéastnikim, a
rovné véechny testy a pozorovan( souvisejici
se Studii (jak je delinovano niZe}.

Soubor informaei pro Zkouseficiho”

Znamena soubor informaci poskytovany
Zadavalelem, ktery obsahuje souhrnné klinické
a neklinické (daje o hodnoceném Iecivu(ech),
klere se vztahuji ke klinickému hodnoceni na
Zpusobilych subjektech hodnoceni (jak je
definovano ni2e) a obsahujici informace o

",
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2.1

studies carried out during the development of
the Invastigalional Product.

~Study Personnel”

Means any Representalives (as defined below)
of Institution/investigator performing any Study-
related services under this Agreement.

“Informed Consent Form”

Means the form prepared by CRO/the Sponsor
in conformance with the  Applicable
Regulations/Law, paricularly by Decree No.
226/2008 Coll. on the Good Clinical Practice
and Detailed Conditions for Clinical Studies of
Pharmaceuticals, as amended, in consultation
with the Sponsor, CRO, and the tEC/ SUKL (as
hereinafter defined), approved by the IEC/
SUKL and signed and dated by all participants
or their legal representative{s) belore they
begin to paricipate in the Study.

“Investiagatienatl Product”
Means the Investigational Producl(s) named in

Paragraph 1.1 above, which is/are the subject
matter of the Prolocol.

“1EC (Independent Ethics Committee)”
Means tha board, committea or other group
formally instituted lo review and approve the
initiation of, and conduct reviews of, biomedical
research involving human subjects,

“SUKL" AW
Means the Slale"llnstitute for Control of Drugs.

“Party/Parties”

Means the Sponsor, Institulion and
Investigator, which may be refered Ilo
individually as a “Party”, and collectively as tha
“Parties”.

"Protoco!”

Means the dstails of lhe Study (including
particularly sim, organization, melhods, slalistic
balances and organization of clinical research)
contained in HGT-MLD-071, enlitled “An Open-
Label Extension of Study HGT-MLD-070
Evaluating Long Term Safety and Efficacy of
Intrathecal Administration of HGT-1110 In
Patients with Metachromatic Leukadysirophy”,
dated the 8" day of February 2015 together
with any and all amendmenis {as agreed by the
Parlies) made therelo, is incorporated herein
by reference as part of this Agreement

*Qualifled Study Subject”

Means any poiential participant who upon
entrance into the lrealment phases of lhe
Study, meeis all of the inclusion criteria and
none of the exclusion crileria sel forth in the
Protocol and has signed a valid IEC/SUKL
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viach klinickych hodnocenich uskuteénénych
béhem vyvoje Hodnoceného |éciva.

Pracovnici Studis™
Znamena jakeéhokoli zastupce (jak je definovan
nize) Zkousejiciho, kiery v ramci této Smiouvy
vykonava sluzby tykajicl se Studie.

Formulaf informovaného souhlasu”
Znamena formulaf piipraveny
CRO/Zadavatelem v souladu s vyhlaskou &.
226/2008 Sb., kierou se sianovuje spravna
klinickd praxe a bli23i podminky klinického
hodnoceni lé€iv, ve znéni pozdéjsich predpisi,
a daldimi platnymi predpisy/zdakonem na
zékladd konzultace se Zadavatelem, CRO a
NEK/SUKL (které jsou definovany nize), klery
byl schvalen NEK/SUKL a byl podepsan vieml
subjekty nebo jejich pravnim zdstupcemici)
pied zahdfenim jejich déasti ve Studii.

Hodnoceneé éciva™
Znamend hodnocené/d légivofa, uvedené/a v
odstavci 1.1 shora, které/a jefjsou pfedmétem
Protokolu (Jak je definovano nlZe).

JNEK {Nezdviala etickd komise)”

Znamend vybor, komise nebo jind skupinz
formaing vylvofena za ucelem kontroly,
schvalen{ zahdleni a provadéni kontroly
biomedicinskych vyzkum( zahrmujicich lidske
subjekty.

SUKLY T Y
Statni istav pfo Kdntrolu lédiv

2Strana/Strany”

Zadavatel, Zdravolnicke zafizeni a Zkousejicf
mohou byt individualné nazyvani .strana“ a
souhmné jako ,slrany®.

wProtokol”

Znamena podrobnostl Studie (véetnd cile(u),
plarti, metodolagie, slalistické rozvahy a
uspofadani studie) obsazené ve sfudii HGT-
MLD-071, nazvané Mezaslepené prodiouzeni
studie HGT-MLD-070 hodnatici dlouhodobou
bezpeénost a uélnnost intratekalna
padavaného -pfipravku HGT-1110 u pacientd
s metachromalickou leukodystrofii, ze dne 6.
unora 2015, spoleénéd s jakymikolt dodatky
{odsouhlasenymi stranami) zapracovanymi do
této Smilouvy jako jeji souéast.

yZpusobily studijni sublekt "

Znamena jakykoliv mozny subjeki, ktery pii
vstupu do lécebnych fazi Sludie splivje
véechna zafazujici kritéria a nesplivje Zadne z
vyluéovacich kritéri, kiera jsou stanovena
v Prolokolu a_ podepsal platny Formulad

pa TR 1 s
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approved Informed Consent Form and has
entared Inlo the ireatment phases of the Study.

“Requiatory Authority”

Means any governmental agency,
administrative agency, or professional body
having authority under Applicabte
Regulatlons/Law wilh regard 1o the conduct of
clinlcal trials and all ancillary matters related
thereto, and/or the national or multinational
authority respongible for granting regulatory
approval in a particular country or multinational
group of countries, including without limitation
the EMA, SUKL, Czech Olfice for Personal
Data Protection and tha FDA.

“Repregentatives”
Means the directors, officers, employees,

contract employees, subcontractors, agenis,
altorneys, advisors and olher personnel of the
Paries and their Affiliates.

“Serlous Adverse Event”

Unless delined otherwise in the Protocol,
means any untoward medical occurrence that
at any dose according lo the §3 clauses 3 - 6
Act No. 378/2007 Coll., on Drugs, as amended:

i) resulls in death,

i) is lite-threatening,

iii) requires inpatient hospitalisation or
prolongation of existing hospitalisation,

iv) resulls in persistent or significant disability /
incapacity,

v) is a congenital aromaly / birth defect.

vi) or, as may otherwise be defined in the
Protocol

Imporiant medical evenis that may not resull in
death, be life-lhrealening, or require
hospilalisalion may be considered Serious
Adverse Evenls when, based upon appropriate
medical judgment, they may jeopardize the
subject and may require medical or surgical
intervention to prevent one of the outcomes
listed in this definition. Examples of such
medical avents include allergic bronchospasm
requiring intensive treatment in an emergency
rcom or at home, blood dyscrasias or
corwulsions that do nol result in inpatient
hospitalisation.

“Site”

Any location or lacations where in accordance
with this Agreement, the institution/Investigator
caries out the Study.

"Slud]!"
The clinical study named in Paragraph 1.2

V1 Czach V1
; FINAL, 03Aug2015

informovangého souhtasu schvdleny NEK/SUKL
a vsioupil do léCebne faze Studle.

pKontroini Gfad”

Znamena jakykoliv viadnl, spravni nebo
profesni  organ  majici  dle  plalnych
piedpisi/zakon( tykajicich se provadéni
kiinického hodnoceni a viech dalsich

zalezitosti s nimi souvisejicich, a/nebo narodni
nebo nadnarodni orgdn odpovédny za udéleni
souhlasu v piisludna zemi nebo nadnérodni
skupiné zemi, mimo jiné véelné EMA, SUKL,
teského Ufadu pro ochranu osobnich udaji a
FDA.

alastupel”
Znameni jeditels, ufedniky, zamésinance
stmiuvnl zamésinance, subdodavatele,

piedstavitele, pravni zadslupce, poradce a
ostatn{ pracovniky stran a jejich pfidruzenych
asob,

wZavazna nezddouci pfihada”

Pokud neni v prolokolu slanoveno jinak,
znamend fakykoliv neofekdvany lékafsky
nalez, kitery vjakékoliv divce (podle §3
odstavee 3 ~ 6 zdkcna &. 378/2007 Sb., o
I&€lvech, ve znénl pozdéjSich predpisu):

i) vede ke smrti

i) je Zivol ohroZujici,

iii) vy2aduje hospitalizaci pacienta a nebo
prodlouzen! stdvajici hospitalizace,

iv) vede k trvalé &i vyznamné zdravotni
nezpusobilosti / invalidité,

v} vyvolava kongenitalnl anomalii / vrozenou
vadu,

vi) nebo jak ho miZe protokel jinak definovat.

Zavainé zdravoinf pfihody, kleré nemusi vést
ke smrti, byt Hvot ohrofujici & vyZadovat
hospitalizaci, mol;?u byt povaZovény za
zavaZnou nezadouci pifhodu v piipadé, kdy na
zdkladé prislusného lékafského posouzen(
mohou ohrazit subjekt a tak vyzadovat lékafsky
¢ chirurgicky zakidk 2a uéelem odvricen(
ndsledkd uvedenych viéto definici. Mez
piiklady téchto Iékarskych pfipadd palii .
alergicky astmaticky zdchvat, klery vyZaduje
intenzivni oSetfenl na poholovosti & doma,
dale krevni dyskrazie nebo zachvaty, kierg
nemajl za nasledek hospitalizaci-pacienta.

,Pracovisté”

Jakékoliv misto & mista, kde Zkoussjicl
provadi Klinické hodnoceni v souladu s touto
Smiouvaou.

,,§tqdle"
Kiinicka studie jmenovana v odstavci 1.2 shora,

Pagelwl!z 35
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above, which is the subject matler of the
Protocol.

“Study Raesults” Means all results, pracesses,
know-how, trade secrets, data, improvements,
patenis and/ar other intellectual properly
relating to the Investigational Product or the
Study, conceived, generated or first reduced to
practice, as the case may be, arising in
performance of the Study during the term of
this Agreament.

“ Affillates”

Means any leqal enlity that is direclly or
indirectly controlied by, of controls or is under
common controt with, another legal entily,
provided that “control” shall mean ownership as
o more than 50% of ancther legal enlity or the
powet {o direct decisions of anether lagal
entity, including, without limilation, the power to
direct management and policies of another
tegal entity, whether by reason of ownership,
by contract or otherwise

STUDY CONDUCT

Compliance of Study conduct with the engaged
conditions

The Instilution/lnvestigator shall, and shall
ensure that all Study Personnel, conduct the
Study, in a professional manner consistent with
industry standards, in strict accordance with
the Protocol, the Applicable Regulations/Law,
this Agreement, written instructions of Sponsor
or CRO and the terms of the appraval for the
Study from the IEC and conditions staled in
permission of SUKL or, where permission is not
requirad, conditions determined in the
respective announcement, The Parlies agree
that in the event of a conlflict between the terms
of the Protocol and the terms of this
Agreement, the terms of this Agreement shall
govern, except in the case of ‘matters relating
directly to clinical procedgures, with respect to
which the lerms of the Protocal shall pravail.

Study Personnel
institution/Investigator shall ensure that:

Adequate numbers, of qualiied Study
Personnel are assigned to the Study lo meet its
cbligations under this Agreement;

Al Study Personnel perform their Study
responsibilities and help fulfill their obligations
resulting from this Agreement;

All Study Personnel have the necessary
licenses and cartifications as may be required

EU Master CTA V1 Czech V1
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ktara tvori predmét Protokotu,

Znamena veskerd vysledky, postupy, know-
how, obchodni tajemstvi, Gdaje, zlepSovaci
navrhy, patenty a/nebo jiné dusevni viastnictvi
souvisejici s hodnocenym lécivem nebo Studli,
zapotald, vylvoiene & poprvé uplatnéne

v praxi & jinak vyplyvajicl ze Studia v prubéhu
trvani télo Smlouvy.

oPildruzené subjekty"

Znamenajl jakykoli pravnl subjekt, ktery je
prima &i nepfima konirolovan jinym pravnim
subjeklem, nebo jej kentroluje ¢l je spolu s nim
pod spoleénou kontrelou daléthe pravniho
subjektu, prigemz .kontrola” bude znamenat
viastnictvi vice nez 50 % jineho pravniho
subjektu & pravomoc fidit rozhodovani jiného
pravniho subjektu, mimo jiné véetné napf.
pravomoci fidit vadeni a uravat zasady jiného
pravninho subjektu, at jiz z divodu viasinict,
smiuvné ¢i jinak,

PROVADENI STUDIE

Soulad provadéni Studie se 2adanymi
podminkami

Zdravolnické zafzenl/ZkouSejlci bude Studii
provadaét odbomé& ve shodé s oborovymi
standardy a v pfisném souladu s Protokolam,
platnymi pfedpisy/zékony, toutc Smlouvou,
pisemnymi pokyny Zadavatele nebo CRO a
podminkami souhlasu s provedenim Studie
uddlensho NEK a podrinkami soublasu SUKL,
nebo, pokud souhlas neni vyZzadovan,
podminkami piisiuiného wvyjadreni. Zaroven
zajistl, aby pracovnici Studie provadéli totez.
Strany se dohodly, ze v pfipadé rozporu mezi
podminkami Protckolu a podminkami lélo
Smiouvy budou rozhodujici podminky isto
Smiouvy, s vyjimkou zaleZitostl iykajicich se
piimo  klinickych posiupd, pro néZz budou

« rozhodujici podminky Protokolu.

Pracovnici studie.
Zdravotnicke zafizeniiZkousejici zajisti, Ze:

Pro Sludii bude vyhrazen dostatecny podet
pracovnikl, aby tak spinili své podminky
vyplyvajicl z této Smiouvy,

V3ichni pracovnici Sludie budou vykonavat své
povinnosti v ramei Studie a podilet se na pinéni
zavazil vyplyvajicich 2 téta Smiouvy;

Viichni. pracovnici  Studie majl nezbytna
opravnéni a osvédceni potiebnd % wykonu
-
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to periorm their Study responsibilities, and
shall, upon request of Sponsor or CRO,
provide such documented evidence of any
such licenses and certifications;

All Study Personnel receive the necessary
information, education, and training in any
applicable regulatory requirements, proper
performance of tha Protocol, GCP Guidelines,
and any other appiicable guidelines relevant to
the Study and perdformance of the Protocol, and
shall, upon request of Sponsor or CRO,
provide such documented evidence of any
such education and training; and

Any Study Personnel not employed by
Institution/investigator shall comply with the
same lerms that bind Institulion and
Investigator hereunder.

The Prolocol shall be considered final following
approval by Sponsor and the designated IEC
and when SUKL Issues the respeclive
permission, or where applicable, does not
refuse the Study.

Subject to the remainder of this section the
Protccol may only subsequently be amendad

upon approval by Sponsor and IEC.
MNotwilhstanding the foregoing, the
Institution/Investigator  agrees that the

Investigator, in accordance with Applicable
Regulations/Law, will only deviate from the
Protoca! to protect a Qualified Study Subject
from an apparent immediate hazard. Any such
daviation will not constilute a failure to comply
with the Protocol. Invesligator shall notity
Sponsor, CRO, and IEC immediately upon
bacoming aware of any Protocol violation, and
shall ensure that all such deviations from the
Protocol are properly recorded in the Records
{(as defined below), To the extent possible, the
Instilution shall and shall ensure the
invesligator use best elforts 1o quickly remedy
violations and deviations. -
Serious Adverse Event Reportin

The Institution/Investigator shall fully comply
wilh the adverse event provisions of the
Protocol. In the event ol any omission of such
provisions or in the event of the contlict of such
provisions wilh the Applicable
Regulalions/Law, then the  Applicable
Regulations/Law shall apply in relation thereto.

The Investigator shall also nolity the IEC and/or
SUKL immediately of any Serious Adverse
Events during the Study In accordance with the
Applicable Regulations/Law.

EU Master CTA V1 Czech V1
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povinnosti v ramci Sludie a na pozadani
Zadavalele nebo CRO predlozl doklad jako

potvrzanf o takovém opravnénf nebo
osvédéeni;
Viichni pracovnici Studie obdr2i veSkeré

nezbytne informace, vzdalan{ a Skolenl padle
viech piisludnych pozadavkd kontrolnich
Ufadl k fadnému pinéni protokelu, pokynd
GCP a jakychkoli dal3lch pekynu tykajicich se
Studle a pinéni protokolu, a na poZadani
Zadavatela nebo CRO piedio2i doklad [ako
polvrzeni o dokonéen{ takevého vzdélani nebo
Skoleni; a

KaZdy pracovnlk Studie, klery nenl zamé&stnan
Zdravotnickym  zafizenim/Zkousejicim, bude
dodrzovat stejné pedminky, kterymi je podle
lélo Smlouvy zavazano Zdravolnické zafizeni a
Zkousejlci.

Protokol bude povazovan za findlni, jakmile
dojde k udéleni souhlasu ze strany Zadavatele
a pfislusné/prisludnych NEK a souhlasu SUKL,
nebo pokud nenl Studie zamitnuta.

Die zbyvajici €asti lohoto odstavce moZe byt
Protokol ménén pouze na zékladé pfedchoziho
souhlasy  Zadavatele a  Instittuciondini
hodnoticf komise/Etickd komise (IMK/EK).
Zdravotnicke zafizenl/ZkousSejici nehledé na
zde uvedeng souhlasi, Ze Zkousejici se v
souladu s platnymi predpisy/zakony odchyll od
protokolu jeding v zdjmu ochrany zposcbilého

studijniho subjekiu pied Zjevnym
bezprostiednim  rizikem. Jakekoli fakové
odchyleni nebude pfedstavovat porusenl

protokolu. Zkousejici okamzilé uvédomi CRO,
Zadavatele a |HK/EK, jakmile se dozvi o
poruSeni protokolu, a zajisli, aby byla veskera
tato poruseni protokolu fadné zdockumentovana
v zaznamech (jak je popsano niZe).
Zdravoinické zaf(zenl 2ajisli, aby se Zkousajicl
do co nejvy3si miry vynasnaiil poruseni a
odchylky rychle napravit.
Hiasen! Zavainé ne uci pfihod

Zdravotnické zaffzeni/ZkousSejici budou jednat
piné v souladu s ustanoveniml Protokolu o
neZadoucich pfihoddch. V pfipadé opomenull
techto ustanoveni, jejich nedpinosti nebo vy
piipadé rozporu téchto ustanoveni s platnymi

. predpisy/zakony se v télo souvislosti uplatnl

plaineé pfedpisy/zakony.

Zkousejici bude ravnéz v souladu s plalnymi
piedpisy/zakony vzdy okamité informovat
NEK a/nebo SUKL o kazdé zdvazné nezédouci
pfihodé, k niz doslo v pribéhu Studie.
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Study Site File
Creation of Study Site File

Belora commencement of the Sludy, the
Institwlion/investigalor, wilh the assistance of
CRO, shali set up a iile, which shall inglude the
documents below (hereinaiter called the
“Study Site Flle") a copy of which Initial Sludy
Site File shali be promptly sent to CRO:

i) A list of the names, titles and occupations of
each member of the IEC; and

ii) Written IEC/ SUKL approval of tha Protocol;
and

iify The 1EC! SUKL approved Informed Consent
Form, which will ansure the Sponsor at its own
axpense; and

iv) The current curriculum vitae of the
Investigator and all other Site personnel listed
periarming a Study-related function; and

v) The financial disclosura documentation as
defined in Seclion 5.6 below.

vi} Permission of SUKL or notification on
announcement made to SUKL

vif} Other documents and infonmation according
1o valid Regulations/iLaw, particularly in
compliance with Act No.378/2007 Coll., as
amended, and its enclosures

Maintenance of the Study Site File

During the Study, the Institution/Investigator
shall in accordance with the terms of this
Agreement and Applicable Regulations/Law,
maintain the Study Site File and update the
Study Site File by including therein, and
promptly providing ta CRO, the following:

i} All amendments to the Protocol and a record
of any planned deviation thesafram, including
Protocol amendmenis and repons.

ii) All cafrespondence with the IEC/ SUKL,
including periodic reporis and approvals, and

* iy An up-tp-date log of all Sile visils, and

iv) General correspondence relaling {o the
Study, and

v} Investigational Product accountabilily forms,
and

vi) Such other documents, malerials or
infarmation as CRO and/or CRO on behalf of

EU Masler CTA V1 Czech V1
Site 013 Dr. NP FINAL 03Aug2015
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Dokumentace tykalici se Siudie provadang na
Pracovisi]

Vytvafeni dokumentace tykajici se Studie
provadénd na Pracovisti

Pfed zahajenim Klinického  hodnoceni
Zdravoinické zafizeni/Zkousejici ve spoluprici
s CRO wytvofi dokumentaci, ktera bude
zahrnovat nize uvedené dokumenty (déle jen
.Dakumentace tykajici se Studle provadéané
na Pracovisti’), Kopie zakladni Dokumentace
tykajic/ se Studie provddéné na Pracovisli
bude neprodlend zaslana CRO;

i) Seznam jmen, titull a povolani kazdého
clena NEK a

ii} Plsemné schvaleni Protokolu ze strany NEK
aSUKLa

iii} Schvaleny Formulaf informovaného
souhlasu za strany NEK a SUKL a, kiery zajisti
na vlastni naklady Zadavate!

iv} Aktudlni Zivotopis Zkouseficiho a viech
dalsich zaméstnanci Pracovisié, kteri
vykonavajl jakoukoli funkci souvisejici se Studli
-}

v) Dokumentace tykajici se finanénf a
majstkove nezavislosti, kiera je definovana v
&lanku 5.6 nie,

v} Schvéleni SUKL nebo ohiaseni Sludie
zaslané na SUKL.

vii) Dalsi dokumenty a informace v souladu s
platnymi predpisy/zakony, zviasté zdkonem &,
378/2007 Sb., o lédivech, ve znéni pozdajsich
predpis a jeho pflloh.

Vedeni Dokumenlace tykajici se Studis
provadansa na Pracovish

Vprobéhu Sludie bude  Zdravolnicke
zafizenifZkousejici vést Dokumenlaci tykajici
sa Studie provadéné na Pracovisti v souladu s
podminkami léloc Smlouvy a platnymi
pfedpisy/zakony a aklualizoval ji zatazovanim
nasledujicich dokumenti, kleré bez prodleni
poskytne CRO:

i) V3echny dodatky Kk Protokolu a zaznam
tykajici se jakychkaliv planovanych adchylek
od tohoto Prolokolu véetné dodatki Protokolu
a hiaseni. .

i) Veskerou korespondencgi s NEK/SUKL,
véetn& pravidelnych hldsenl a souhlasu a

i} Aktudlni knihu viech navsiév v souvislosti
se Studil na Pracovisli a

iv) Vieobecnou karespondenci vztahujici se ke
Studii a

v} Doklady o dopaditatelnosti/evidenci
Hodnocengého lgéiva a

vi) Dalsi dokumenty, materialy i informace,
ktere bude CRO a/nebo CRO jmenem
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the Sponsor may from time to time require or
provide. .

vii} Permission of SUKL or nolification on
announcement made fo SUKL

viil) Other documents and information
according to Applicable Regulatlons/Law,
particularly in compliance with Act No.
378/2007 Coll,, as amended.

The Investigator/institution agrees to permit the
Sponsor {or ils designee) and/or any
Regulatory Authority to have on Site access to
the Study Site File in accordance with Section
7 of this Agreement.

Relention/Transfer of Study Site File

The Institutionfinvestigator shall relain the
Study Site File in accordance with the records
retention requiremenis contained  within
Seclion B.2 of this Agreement, and wilth the
regquiremants of Section 4.9 of ICH GCP, and
Applicable Regulations/Law. The Invesligalor
and the Inslilution agree lo preserve all
decumentation about the cenduct of the clinical
Study and documentation relaled to the trial
subjects untll Sponsor or CRQ informs the
institution or 1he !Investigalor that further
preservation is not necessary, but at least for
five {(5) years from the date the clinicat Study is
completed. The identification codes of the trial
subjects will be preserved by the
Institution/Investigator for the pericd of at least
lifteen (15) years. If any source data are kept
on computer files only, for the purpose of
source data verilication, the Investigalor agrees
to make a prinlout of all data related 1o the trial
subjects relavant te the clinical Study. Thase
printouts will be dated and signed by the
Invesligator and duly relained as source
documents. :

Should’ the Invasligator leave his or her
practice at the Institution before lhe periods
referred 1o in 4.9 of ICH GCP have expired, the
Institution shall nominate another person in
wriling to Sponsor to be responsible for
maintenance of the Study Site File. Sponsor
shall have the right to approve or rejecl the
nominated replacememt person.

Study Sublecls

The Investigator/institution shall ensura that;

only Qualified Study Subjacts in the Study are
enrolled.

only the most recent Informed Consent Form
approved by the Sponsor, IEC and SUKL is

Czgch Vi
FINAL, D3Auy2015

Zadavatele pnib&iné pozadovat ¢i poskyloval,

vil) Schvaleni SUKL nebo ohlaseni Studle
zaslané na SUKL.

vii) Dalsf dokumenty a informace v soutadu

s pfislusnymi platnymi pfedpisy/zakony, zvlasté
zakonem &. 378/2007 Sb., o lééivech, ve znéni
pozdéjsich pfedpisi.

Zkousejlci/Zdravolnické zafizeni souhlasi, Ze
umozni spoleénosti ICON, Zadavatell (nebo
oscbd jim povéfend) afnebo jakémukoliv
Kontrolnimu Gfadu piistup na Pracovisté
ke viem informacim souvisejicim
s dokumentaci pracoviité provadgjiciho Studii
v souladu s ldnkem 7 18to smiouvy.

Uchovavani/Pfevedeni Dokumentace tykalict

sa Studie provadéna na Pracovist

Zdravotnické zailzenl/Zkousejicl bude
Dokumentaci tykajici se Studie provadéné na
Pracovidli uchovavat vsouladu s poZadavky
uvedenymi v éldnku 8.2 této smiouvy o
uchovavéni zaznama, cldnky 4.9 ICH GCP a
platnymi  pfedpisy/zakony. ZkouSejici a
Zdravolnickeé zafizeni se zavazuji uschovat
veskerou dokumentac] o provedeni Studie i
dokumentaci vziahujici se k subjekitim
hodnocenl az do doby, kdy Zadavalel nebo
CRQO oznami Zkousejicirmu & Zdravotnickému
zafizeni, Ze daldi uschovavani dokumentace
neni polieba, a lo po dobu péli (5) let od data
ukonceni klinického hodnoceni. Identifikaéni
kédy subjekid) hodnoceni budou Zdravotnické
zafizeni/Zkousdejicl uchovaval nejméné po
dobu patnécti (15) let. Pro pfipad, Ze prvoini
udaje budou dostupné pouze v elektronické
podobé, zavazuje se Zkousejici pro ucely jejich
ovéfenl pofidit vytisky t&ch dat, kterd se tykajl
subjektd hodnoceni a jsou vyznamna pro
klinické hodnoceni. Tylo wytisky budou
opatieny datem a podpisem Zkousejiciho a
fadné uchovany.

Jostlize ZkouSejici ukon&i vykon &innosti ve
Zdravoinickem zafizenl pfed uplynutim doby
uvedené v lanku 4.9 ICH GCP, Zdravotnicke
zaf(zenl uréi pisemné pro Zadavalele jinou
osobu, kterd bude odpovédnd za vedeni
Dokumentace tykajici se Studie provadéné na
Pracovisli. Zadavatel oprévnén navrhovanou
osobu schvélit €i zamitnout.

Subjekty hodnoceni

Zkousejici/Zdravotnické zafizeni zajisti, Ze:

do Klinického hodnoceni zafadi pouze
Zpusobilé subjekty hodnoceni.

pouZije pouze nejnovejsi Formulaf
informovaného souhlasu schvaleny

"ok -
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prior to Qualified Study Subjects entering the
Study, the Investigator shall raview ail details
and requirements of the Prolocol and the
Informed Consent Form with the Qualified
Study Subjects.

RESCUURCES AND INVESTIGATIONAL
PRODUCT

Resources

The Institution/invastigalor agrees 1o provide all
facililies and other resources, as are required
to duly complete the Investigator's and the
Institulion's  sresponsibilities  under  this
Agreement and the Protocol. The
{nstitutiorvinvestigator shall arrange for the
availability of adequate Study Personnel,
including a sludy coordinator qualified by
tralning and/or experience to manage all
administrative functions at the Site {(including,
but not limited 1o, meeting with the Sponsor's
or CRO's representatives at regular Intervals)
{“Sludy Coordinator™). Shouid a Sludy
Coordinator not be avallable at the Site, the
Investigator shall assume these
responsibilities.

investigational Product/Materials

Sponsor, on a limely basis, shall make
commerclally reasonable efforts to provide
sulficient quantities of investigalional Producl
{and, as applicabie, any placebo or comparalor
drug, and any othes Study malerials required
(e.g., Case Rseport Forms) for the Study, as set
forth in the Prolocol). Al Investigational
Product shall be used by the Inslitution, under
the supervision of Investigator.
Institution/lnvestigator shall be responsible for
ensuring lhat:

All Investigational Product will be delivered to -

the Inslilution's Pharmacy. The Institution
agrees lo arrange for the separate slorage of
the Investigational Product from any other
medicinal products at the Pharmacy, and to
ensure that the preparation/dividing up,
inspeclion, slorage and dispensing of the
Investigationat Product is carried out in
accordance with the Protocol, all applicable
laws and regulations, Goed Phamacy
Practice, and any and all raguirements
provided in SUKL's LEK-12 instruction. The
Institution agrees to maintain complets, up-to-
date records showing recaipl, dispensing, and
returns of the Investigational Product as

EU Master CTA V1 Ezech V1
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Zadavatelem, NEK a SUKL.

ped  zafazenim  Zplsobilych  subjektd
hodnoceni do Studie Zkousejici zkonlroluje se
Zposobilymi  subjekty hodnoceni  viechny
podrobnasti  a poZadavky Protokolu &
Formulafe informovaného souhlasu.

ZDROJE A HODNOCENE LECIVO

Zdroje

Zdravoinické  zatizeni/Zkoudejici  souhlasi
s poskytnutim veskerého zafizeni a dalsich
zdrojli, které jsou nezbylné k radnému pinéni
povinnosti Zkouisjiciho a Zdravotnického
zafizenf vsoulady sioulo Smilouvou a
Protokolem. Zdravolnické zafizeni/Zkousejici
zafidi odpovidajici pracovniky Studie, véetné
koordinatora Studis kvalilikovaného na zakladé
dosateného vzdélani afnebo  zkudenostf
s fizenim vSech adminisirativnich funkeci na
Pracoviéti (véetnd, nikoliv v3ak wvyluéng,
pravidelnych schizek s CRO nebo zastupci
Zadavataele) {dile jen ,Koordindlor Studia").
V pfipadé, ze Koordindtor Studie nebude na

Pracovisli dostupny, Zdravolnické zaflzeni
zajisti, Ze tuto odpovédnost plfevezme
Zkousejici.

Hodnocené létive/Material

Zadavalel v&as vynaloZ! nalezité obchodni usiii
a poskytne nebo zajisil, aby Zadavatel posky!!
doslateéné mnozstvi hodnoceného l€civa {(a v
pfipadd polfeby placeba nebo srovndvaciho
lédiva a jakykoli daldi studijni materal (napf.
zaznamy subjektu hodnoceni) pozadovany pro
Studii, jak je uvedeno v protokolu). Veskeré
hodnocené 1ééivo bude  Zdravotnickym
zafizenim  pouzivane  pod dohledem
Zkousejiciho. Zdravolnicke zarizeni/Zkousejici
budoy odpovédni za dodrZovani nasledujicich
bodl:

Hodnocené lééivo bude dodano do nemocni&ni
1ékamy Zdravolnického zafizeni, Zdravetnické
2afizeni se zavazuje, Ze zajistl, aby hodnocené
lééivo bylo uloZeno vliékarmé oddélené od
ostalnich léclv, a aby piiprava / uprava,
kontrola. uchovavénl a vydavani hadnocengho
lééivého  pifpravku  probihaly v souladu
s prolokolem, platnymi pfedpisy/zdkony a se
spravnou lékarenskou praxt a rovnéz dle
podminek stanovenych v pokynu LEK-12
vydanéem SUKL. Zdravolnické  zafizeni
souhiasi s tim, Ze bude veést Uplné a aktudini
zdznamy prokazujici pfijem, vydej a vraceni
hodnoceného lééiva, jak je vyzadovano
Protokolem, touto smlouvou a prisluSnymi
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required by the Protocol, this Agreement, and
Appiicable Regulations/Law. The Investigator
agrees lo wilhdraw the Investigational Product
from the Pharmacy in accordance with lhe
Prolocol;

All Investigalional Product is stored at such
temperature and olher conditions as
reasonably required by Sponsor.

Investigator does not supply Investigational
Product to any person not autharized under
Applicable Regulations/Law.

Invastigator shall be responsible for the control
of, access to, and administration of the
Investigational Praduct in compliance with the
Protecol and Applicable Regulations/Law.

Neither Institution nor Investigator shall make
any use whaisoevar of Investigational Product
provided by Sponsor other than lor the
performance of the Study, or conduct any
research activities with the Investigational
Product which are contrary to the provisions of
the Protocol or outside the scope of the
Protocol or this Agreement.

Sponsor is and shall continue 1o be the sole
and exclusive owner of all Investigational
Product. Institution/Investigator agrees that it
has not, nor will, obtain any proprietary rights to
or interest in the Investigational Product by
vitrue of its performance of the Study
hersunder, or any other terms under this
Agraement, and lurther agrees that Sponsor
owns all rights to the Invastigational Product,

Without Sponsor's prior written consent,
Institwtion and Investigator agrae ihat they will
nol analyze or have the Investigational Product
analyzed, or make the [nvestigational Product
available fo third paries. Institution and
Investigalor agres that the Investigational
Product and the results of any use, processing,
evaluation, or analysis of the Investigational
Product are Confidential Information of
Sponsor as delined in Article B below.

Upan completion or eadier termination of this
Agraement, Institution/Investigator shall
immetliately cease to use the Investigational
Product, and all unused Investigational
Product, as well as any conlainers, whether
containing unused Investigational Product or
not, shall be accounied far and promplly
relumed fo Sponsor, or ils designee in
accordance with the instructions of the Sponsor
or CAQ,

INVESTIGATOR

AND INSTITUTION

EU Master V1iCzech V1
Site 013 D, pall-INAL, 03Aug2015

predpisy/zékonem, Zkousejici se zavazuje, Ze
bude hodnocené lédivo odebirat z lékdmy
Zdravotnickéhe  zafizen] v soulady s
profokolem;

Veskeré hodnocané létivo bude uloZeno pii
leploté a ostatnich podminkach piiméfené
vyZadovanych Zadavatelem,

Zkoudejici nebude hodnocend lécivo doddvat
Zadné osobé, kterd k tomu neni podie platnych
predpisu/zakond opravnénd;

ZkouSejfci bude odpovédny za kontrolu
hodnocensho leciva, pfistup k nému a jeho
vydej v souladu s timto protokolem a platnymi
predpisy/zikony.

Zdravolnické zafizeni ani Zkousejfci nepou3iji
hodnocend le€ivo dodané Zadavatelerm k
Zddnym jinym uéeldm neZ k vykonu Studie, ani
nebudou s hodnocenym piipravkem provadat
Zadnou vyzkumnou éinnost, klerd by byla v
rozporu s uslanovenim proiokolu nebo mimo
ramec protokolu nebo této Smiouvy.

Zadavatel je a nadédle bude jedinym a
vyhradnim vlastnikem veskerého hadnoceného
lédiva. Zdravolinické zaiizenl/Zkousejici
souhlasl, Za v dusledku provadéni Studia podie
télo Smilouvy nebo podie ostalnich podminek
18l Smlouvy nezfskali ani neziskajl Zadna
viastnickd prava nebo zijmy na hodnocené
légivo, a dale souhlasi, Ze Zadavatel vlastni
vedkera prava na hodnocené lédivo.

Zdravotnicke zafizeni a Zkouseici souhlasf, e
bez piedchoziho plsemnéhe souhlasu
Zadavatels nebudou analyzovat ani nenechajl
analyzovat hodnocens lééivo ani nezpfistupni
hodnocensd lécivo tfetim stranam. Zdravotnické
zafizeni a Zkousejici souhlasl, ze hodnocené

lééiva a wvysledky jakéhokofi pouZit],
2pracovani, hodnocenl nebo  analyzy
hodnocengho  léiva  jsou  DdOvérnym
informacemi  Zadavatele podle definice

v Elanku B nize.

Po dokonceni nebo pfedéasném ukondéeni léto
Smiouvy Zdravolnické  zafizenifZkousejici
ckamZité pfestane hodnocené lééivo pouzivat
a veSkeré nepouzité hodnocené Ilé&givo i
veskeré obaly hadnoceného lééiva, baz ohledu
na to, zda obsahuji hodnocene 1ééivo &i nikall,
budou vyuctovany a ihned vraceny Zadavateli
nebo osobé@ |i povéiené v souladu s pokyny
Zadavatele nebo CRO.

ZDRAVOTNICKE ZARIZENI ROZUMI, BERE
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5.2

5.2.1

5.2.2

UNDERSTAND, ACKNOWLEDGE, AND
AGREE THAT THE INVESTIGATIONAL
PRODUCT IS INVESTIGATIONAL IN NATURE
AND THAT NO WARRANTY, EITHER
EXPRESSED OR |IMPLIED, 1S MADE
REGARDING THE  INVESTIGATIONAL
PRODUCT. WITHOUT LIMITING THE
FOREGOING, SPONSOR  EXPRESSLY
DISCLAIMS ANY  WARRANTIES OF
MERCHANTABILITY OR FITNESS FOR A
PARTICULAR PURPOSE.

CERTAIN COVENANTS OF THE PARTIES

Patient Recryliment

The Institution/Investigator shall use best
efforts to recruit only Qualified Study Subjects
and shall not knowingly screen or enrol any
patients, who in his or her best professional
judgment do not adequately meet the criteria
for Qualified Study Subjects.

Case Repaort Forms

Investigator agrees to provide Sponsor
periodically, legibly, accuralely, and in a timely
manner during the term of this Agresment, with
the Study Resulis called lor in the Protocol on
properly completed CRFs. CRFs shall be
submitied pursuant to the Protocol through an
electronic database. All CRFs should be
submitted electronically within seventy-two
hours (72) hours. When gueries of CRF dala
are warranted, Investigator shall reselve and
submit responses within live (5) days of receipt.

The Investigator shall fully assist, in a timely
manner, Sponsor or CAQ representalivas in
resolving any discrepaincies, errors or missing

information in Case Report Forms. Investigator .

shall help Sponsor or ils designee in
conducling audits of original case records,
laboratory reports, and/or raw dala sources
underlying data recorded in the Case Report
Forms. Such audits shall be conducled in
accardance wilh any and all Applicable
Regulations/Law relaled o the protection and
privacy of the personal dala of individuals. The
Institullon and Investigator will allow direct
access io all such original case records,
laboratory reports, and/or raw data, regardless
of media.

The Sponsor or CRO is obliged 1o inform the
tnstitution about all scheduled site initiation and
monitoring visil dates. The Sponsor shall
provide the Iostitution with the above
information at least three (3) days belore each
scheduled visil. The Sponsor agrees that In

£U Masler CTA V1 Cze

Site 013_Dr.

NAL 03Au92015

NA VEDOMIi A SOUHLASI, ZE HODNOCENE
LECIVO JE SVOU PODSTATOU VYZKUMNE,
A NA HODNOCENE LECIVO SE TUDIZ
NEVZTAHUJE ZADNA VYSLOVNA AN
PREDPOKLADANA ZARUKA. BEZ OMEZENI
VYSE UVEDENEHO = ZADAVATEL
VYSLOVNE ODMITA JAKEKOLI ZARUKY
PRODEJNOSTI NEBO VHODNOSTI PRO
URCITY UCEL.

VURCITE ZARUKY SMLUVNICH STRAN
Nabar pacienti

Zdravotnicke zarizenl/Zkousejici vyvine
maximaini usili k tomu, aby ziskal pouze
Zplsabild studijni subjekty a aby védomé
nevydelfoval ani nepfijimal pactenty, ktefl die
jeha nejlepiiho odborného dsudku dostateéna
nespliuli kritéria stanovena pro Zpusobily
studijnf subjekt.

Zaznamy sublektu hodnocani

Zkoudejici souhlasi, Ze bude Zadavateli v
prubéhu tvani 1&lo Smiouvy pravidelng@ a
véasné poskytovat vysledky Studie, Eilelné a
pfesné zaznamenané na fadné vyplnénych
fomuiafich CRF, jak wvyiaduje protokol,
Formulafe CRF budou zas(lany v souladu s
protckolem  prostfednictvim  eleklronické
databdza. Vedkeré formuldafe CRF je nuiné
zaslat elektronicky do dvaasedmdesati (72)
hodin. Jesilize jsou namitky na udaje uvedeng
v CRF opodstatnéné, Zkousejicl je do péti (5)
dni od piijeti opravi a zasle zpét odpovédi.

Zkousejici poskytne zdstupciom Zadavalsle
nebo CRO dpinou a vEasnou spoluprdct pfi
jesani jakychkoliv nesouladd, chyb &i
chybajicich informact v zaznamech subjektu
hodnoceni. Zkoudejici poskytne Zadavaleli
pomoc pii  provddéni auditd pavodnich
piipadovych zaznamu, laboratomnich 2zprav,
a/nebo nezpracovanych zdrojovych udajo, je
jsou podkladem pro dala uvedena v
zédznamech subjektu hodnocenl. Tyto audity
budou provadény v souladu s jakymikoli
platnymi predpisy/zakeny vztahujicimi se na
aochranu soukromi a osobnich  udaju
jednotlived, Zdravoinicke zafizeni a Zkousejici
umozini pifmy pstup k veskarym origindlum
pifpadovych zaznamu, laboratornich zprdv
amebe nezpracovanych  zdrojovych  dat,
nehled& na jejich nosié.

Zadavatel nebo CRC jsou povinni informovat
Zdravoinické zaflzeni o datech planovanych
iniciaénich a monitorovacich navstév, Tulo
informaci jsou Zadavatel nebo CRO povinni
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5.3.1

5.3.2

5.3.3

additlon to the Investigator, also another
Institution employes, appointed for that
pumposa by the Institution, may be present at
such visits, whenever necessary.

The Sponsor or CRO is required to inform the
Institution in advance about each planned audit
- contact person:

Hea! o’ the Depa!menl of Clinical Trials'

Administration,

Publication

Definition.

For purposes of this Agreement *Publication”
shall mean any paper, article, manuscript,
report, poster, intemnet posting, presentation
slides, abstract, oulline, video, instructional
material, presentation (in the form of a wriiten
summary), or other public disclosure of the
Study Resuits, in printed, electronie, oral, or
other form.

Publication by Sponsor.
Sponsar shall have the right to submil for

Publication, lhe Sludy Resuils, and any
background information generated from the
performanca of the Study hereundes, that Is
necessary fo include in any Publication of
Study Resuils, or necessary for other scholars
lo verily such Study Resulls, without approval
from Instiution or lnvestigator.

Publication by Institution or investigatar.
Subject to the terms of Section 5.3.4, below,

Institution or Investigator shall have the right to
submil for Publication, the Study Results, and
any background information generated from
the periormance of the Study hereunder, or
pravided by Sponsor, that is necessary to
include in any Publication of Study Results, or
necessary for other scholars to verify such
Study Resulls. Iavestigator shall include a
statement in any such Publication that creation
of the Study Resuits was supporied in whole or
in part by Sponsor, as applicable. Prior lo
submission for publication,
Institution/Investigator shall provide Sponsor
with at least sixty (60) days for review of a
Publication, and will ensure that Investigaior
agrees to delete information identified by the
Sponsor as Conlidential
Information. Nolwilhstanding the foregoing, no
Publication that incorporates  Sponsor
Confidential tnformalion shall be submitted for
Publication wilhout Sponsor's prior written
consent. If requested in wriling, Institution or
Investigalor shall withho!d submission of such
Publication ior up to an additional sixty (60)
days to allow for filing of a patent application by

EU Master CRg¥1,C285h V1
Site 013 FINAL, 03Aug2015
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Zdravotnickému zafizeni poskyinout alespoin 3
dny pfed planovanou ndvSiévou, Zadavatel
souhlasi, Ze se téchio navsiév bude v piipadé
potfeby ucastnit kromé Zkousejiciho i dalsl
povéreny pracovnik Zdravotnickeho zafizeni.
Zadavatel nebo CRO jsou povinni o kaZdém
planovaném auditu Zdravoinické zafizeni s
dostateénym predstinem informovat — kontakini
osaba:

vedouci Oddéleni kiinickych studii,

Publikace

Vysvétieni.

Pro Uéely télo Smiouvy bude pojem
-publikace® znamsnat jakykoli dokument,
€ldnek, rukopis, zpravu, vyvésku, zipis na
intesnetu, prazentacni snimky, shrnuti, popis,
videozdznam, vyukovy material, prezentaci (ve
fosmé& pisemného shmuli) nebo jinou vefejnou
publikaci vysledkd Studie tisténou,
elektronickou, Ustn{ nebo jinou formou.

Publikace Zadavatelem.

Zadavatel bude opravnin nechat bez souhlasu
Zdravotnického zafizeni nebo Zkoussjiciho
zvefejnit vysledky Studie a jakékoli privodni
informace vyplyvajici z provadéni Studie zde
popsand, kieré je nutné zvefejnit v jakékoll
publikaci vysledkll Studie nebo které |sou
nutné k tomuw, aby mohli ostaini védci tyto
vysledky Studie ovafit.

Publikace Zdravetnickym zafizenim nebo
Zdravotnické zafizeni nebo Zhougejici bude
mit pod podminkou nasledujiciho &lanku 5.3.4
pravo nechat zvefejnit vysledky Studie a
jakékali privodni informace vyplyvalici z
pravadéni Studie zde popsané, kieré je nutné
zvefejnit v jakékoll publikaci vysledkd Studie
nebo klerd jsou nuiné k tomu, aby mohill ostalni
védci tyto vysledky Studie ovéfit, Zkousejici
zahrne do jakekoli lzkavé publikace prohlaseni,
Ze wylvoienl vysledkd Studle bylo bud piné
nebo 2z éasli podporovdano Zadavatelem.
Zdravotlnickeé  zafizeni/Zkousejici  pFedlozi
Zadavateli publikaci k revizi nejméné $edesal
(60) dni pfed pfadanim ke zvefejnéni a zajisti,
aby Zkousejici souhlasil, ze adstrani informace
oznatené Zadavatelem neho Zadavalelem
jako divarme. Nehledé na pfedchozi vély,
Zadna publikace obsahujici divérné informace
o Zadavatell nebude pieddana ke zvefejnéni
bez pfedchozihe pisemného  souhlasu
Zadavatele. Jesllize o to budou Zdravotnicke
zafizenl nebo ZkouSejici pisemné pozZadani,
pozdri preddni lakové publikace a2 o dalsich
Sedesat (60) dni, aby Zadavateli umoznili podat
24dost o registraci patent.

o s
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5.3.4

Sponsor.

Multicenter Publication.

i the Sludy is part of a multicenter siudy,
Institution and/or Investigator agree that the
first Publication of the Study Resulls, as
complled and analyzed by Sponsor, shall be
made by Sponsor in conjunction with Sponsor's
presentatio ar Publication
of such cummw Hesults

I such

- 'WM i tes.
center Pub on nol submitted for

5.3.5

5.3.6

537

5.4

Publication by Sponsor within eighteen {(18)
months after canclusion, abandonment or
earlier lermination of the Study at all
participating sites, Institution andfor
{nvestigator may publish, or otherwise make
public, the Study Results from Institution's site,
individually, provided that any such Publication
submilted by Institution and/or Investigator
shall referance the mullicenter naturs of the
Study, and state which, if any, Study site(s)
and invastigators provided the Study Resulls
presented in such Publication.

Copyright/Authorship.

To the extent permitted by the publisher,
Investigator will own {or share with other
authors) the copyright on his/her Publlications.
To the extent that Investigator has such sole,
joint, or shared rights, Investigator grants
Sponsor a perpetual, lirevocable, royalty free
license to make and distribute copies of such
Publicatlons. Unless otherwise reguirad by the
journal in which the Publication appears, or the
forum in which it is made, authorship will
comply with the ICMJE's current Uniform
Requirements for Manuscripts Submitted to
Biomedical Joumals; Writing and Editing for
Blomedical Publication and the Food and Drug
Administration Amendmenls Act of 2007.

Registration of Study.

Sponsor will register the Sludy at (i)
www.clinicaitrials.gov, or (i) any equivalent trial
registry as may be required by Appiicable
Reguiations/taw and guidelines on trial
registration of the Inlernational Commiltes of
Medical Journal Editors ("ICMJE") (as in eflect
at initiation of the Study), in order lor the Sludy
results lo be eligible for publication in an
ICMJE journgl.

Investigalor warranls he compliance ol all
Sludy Personnel with the provisions of this
Section 5.3.

Timealinas

EU Mastar CTA V1 Czech V1
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Multicentricka publikace.
Jestlize Studie tvofi ¢ast muiticentrické studie,
Zdravotnické zafizeni a/nebo  Zkousejici
souhlasi, ze prvni publikace vysledkd Studie,
shmméidénm Zadavatelem,
bude zvefej a spojitosti se
Zadavatelovou prezentaci spoleéne
i i i takovych

mwh wysledki

Studie ze vsech zufastnénych pracovist
Studie. Jestlize Zadavate! nepiedioZi takovou
multicentrickou publikaci ke zvefejnénl do
osmnacti (18) mésicd od dokonceni, pferudeni
nebo pfedéasného ukonéeni Studie na viech
ZUEasinénych  pracovistich,  Zdravotnické
zafizeni a/nebo Zkousejici mohou individuding
zvefegjnit anebo jinak dat do vefejného obéhu
vysledky Studis 2z pracovidté Zdravotnického
zafizeni, avéak za predpokladu, Ze jakakoli
takova publikace piedioZzena Zdravolinickym
zafizenim nebo Zkoudejicim poukdze na
skutetnost, 2e se jedna o muiticentrickou
Studii, a uvade, které pracovidté Studie (pokud
néjaké) a kiery Zkoudejici vysledky Studie
zvefgjnéné v télo publikacl poskyll.

Autorské pravo/autorstvi.

Zkousejici bude do miry povolené vydavatelem
vlastnit autorské préva ke své publikaci (nebo
se o né bude délit s ostatnimi autory). Do té
miry, do jaké ma ZkouSejici toto vyhradni,
spoleéné nebo sdilené pravo, udélje
Zkoudejici Zadavaleli lrvalé, neodvolateing,
volng opravnéni vyrab8t a Siiit  kopis
lakovychlo publikaci. Pokud tisk neba fdrum,
ve klarém je publikace zvarejnéna, nevyzaduje
jinak, autorstvi bude v souladu se soucasnymi
jednotnymi  poZadavky ICMJE pro rukopisy
pfedlozend odbornému lékafskému  tisku:
Psani a koreklura pro odborny lékaisky tisk a
zdkon o kontrole potravin a léciv v pozdé&jsim
znén{ 2 r, 2007,

Registrace Studle.

Zadavatel zaregistruje  Sludili na (i)
www.clinicaltrials.gov  nebo (i)  jiném
odpovidajicim registrainim o0fadé, jak to
vyzadujl platneé predplsy/zakony a zasady o
registraci  klinickych  hodnoceni,  vydané
Mezinarodnim vyborem editord Iekaiskych
casopisu (date jen JCMJE") (kleré jsou platné
v dobé zahajeni Studie) z loho divadu, aby
byly vysledky Studie zpusobilé pro zvefejnéni v
casopise ICMJE.

Zkousejicl zarucuje, Ze vsichni pracovnic
Studie budolr dodrzoval usianoveni lohoto
tlanku 5.3.

Dodrzent Ihaty
-
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54.1

5.5

5.5.1

5.6

5.6.1

6.1.1.1

612

The Inslitutionfinvestigalor shall use best
efforts 1o complels the Study in accordance
with the Sludy timelines.

Usa Bl Naims i
The, Institytion/investigator shali not use the

names of the Sponsor and/ar CRO in ary farm
of public information, without the appropriate
parly's prior written consent. The Institution,
Investigator, and their respeciive employees,
agenis, or representatives shall not
communicale with or provide any information o
any media representalive (including, but not
limited 1o, traditional and allernaliva press
outlels such as newspapers, magazines,
television, radio, and Intemet) regarding
Sponsor, Sponsor's products, the
Investigational Product, or the Study without
the prior express written approval of Sponsor,

Financial Disclosure

Investigater shall complete and return to
Spaonsor or CRO in a limely manner, financial
cerlification or disclosure forms, as applicable,
provided to the Investigator by CRO or the
Sponsor. The [nvestigator shall also complete
and retum to CRO or the Sponsor, ail
disclosure updates, as so insiructed by CRO or
tha Sponsor, for the duration of the Study, and
for ona (1) vyear (thereafier, The
Institution/tnvestigator shall ensure that all sub
investigators, perlorming a  Study-related
function shall complete and retum all financia)
cenrtification/disclosure forms as described in
this Section 5.6.

INVESTIGATOR
Right to Enter Agreement

The Inslitution/investigator
represents that:

warrants and

it has the right to enter inlo this Agreement,
and

All consents required to enler this Agreement
have been acduired, copies of which are
attached, if appropriate herelo, and

The Investigalor is permillted to perform
services pursuant {o this Agreement, and

The_terms of this Agreement are consistent
with the Institution's and Investigalor's present

EU Master CTA V1 Czech V1
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Zdravotnické zafizeni/ZkouSejici je zavazin
k dokonéenl Siudie vsouladu s é&asovym
harmonogramem Sludie.

Pouill ndzvu

Zdravolnické zaffzeni / Zkoudellci nepouZile
nazebv Zadavatele a/nebbo CRO v 2ddné formé
veigjpych informaci bez fadného pfedchoziho
pisemného souhlasu dané strany_, nebo
Zadavatele, Zdravolnické zafizeni, Zkousejlci a
jejich jednotlivi zaméstnanci, agenti nsbo
zastupci nesmi komunikovat anl sdélit 2adneé
informace Zadnym zasiupcam médil (mimo
jinych véeiné tradiénich a alternativnich meédii,
jako jsou noviny, Easopisy, televize, radio a
internel}, které se tykajl Zadavatele, vyrobkd
Zadavalele, hodnoceneho lé&iva nebo Studie,
bez pfedchoziho vyslovného pisemného
souhlasu Zadavalele.

Potvizeni o finanén! a majelkove nezdvisiosti

Zkousejici véas vypini a odevzdd CRO nebo
Zadavaleli potvrzeni nebo certifikdt a flinangnf
nebo majetkové nezdvislosti (podle loho, ktery
fomuldf Je poZadovan), jenz ZkouSejicimu
poskylla CRO nebo Zadavatel. ZkouSejici
rovnéz vypinl a odevzdd CRO nebo Zadavatel|
na zakladé pokynu CRO nebo Zadavalele
vedkerd aktualizovana patvrzeni nebo
cerifikéty o flinanénl nebo majetkové
nezavislosti, a to jak béhem provadénl Sludie,
tak po dobu jednoho (1) roku poté.

Zkoudsjicl zajistl, 2e vsichni spolupracovnici
Zkousejiciho, kteff vykonavajl funkci souvisejlci
s provadénim Studie, vypini a odevadajf
potvrzeni nebo ceslifikély o finantnl nebo
majelkové nezavislosti uvedené v iomto £lanku
5.86.

ZKOUSEJIC]
Pravo uzaviit Smiouvu

Zdravotnické zafizenlleouéejici Zzarucuje a
&ini prohlasent, Za: :

4

Je oprévnén uzavrit tutg Smiouvu a

Ziskal vsechny souhlasy vyZzadované :za
Océelern uzavieni této Smiouvy, jejichz, kopie
jsou piipojeny, pokud je lo relevantni, k této
Smlouvé a

Zkousejici je opravnén kvykonu siuieb v
souladu s touto Smlouvou a

Podminky (élo Smilouvy se shoduji se
soucasnymi zavazky Zdravolnického zafizeni a
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6.1.1.5

6.1.1.6

6.2

6.2.1

obligations, and

For the duration of the Study, or the duration of
this Agreement, whichever is lhe longer, the
Institution/invastigator shall not be involved in
any other study or activities which wouid hinder
his/her involvement In this Study, or otherwise
be Involved in activiies which would be in,
conilict with the conduct of t‘t;a Study.

The Investigator undertakes 1{o perform
activities and meet therewith related obligations
as determined by Act No. 378/2007 Cail., on
Drugs, as amended, and Decree No. 226/2008
Coll., on good ciinical practice and conditions
of clinical research of medicinal products, as
amended.

Unavailability of tha Investigaior

The Investigator is essential to the Sludy being
conducted under this Agreement. The
Investigator shall oversee the entire Study; in
his or her temporary absence the
Institution/Investigator shall designale these
responsiblliities to at least one qualifled sub-
investigator, who shali be identifled in writing at
the start of the Sludy at Institution and any
changes therelo during the Study shall be
prompily identilied to Sponsor or CRO. The
Institution shall ensure that when the
Investigalor's absence is anticipated to axcead
fourteen (14) days, Sponsor or CRO shall be
notified in writing of the designaied sub-
investigalor who shall assume the Study
responsibilities.  Sponsor may approve or
reject any proposad sub-investigator. Such
approval shall not be unreasonably withhsald.
Shouid a permanent substitution for the
Invesligator be required, the Institulion shall
prompily notify Sponsor In  writing, in
accordance with Seclion 14.3, and shall
caoparata, in good faith and expeditiously, to
{ind a replacement investigajor acceptable to
Sponsor (“Replacament Investigator”);
provided, hiowever, thal the Investigator shall
continue to be bound by all obligations and
conditions stipulaled in this Agreement untlt a

Heplacement Investigator acceptable to the .

Sponsor is found. [n the avenl an acceptable
Replacement [nvesligator is not found within
thirty (30) days of Sponsor's receipt of such
notice (or such longer period as mulually
agreed upon by the Parles), Spensor may
terminale this Agreement in accordance with
the torms hereof. The Instilution's cocoperation
in finding a Replacement Invaestigator dogs not
negale its ebligation to perforn its obligations
under this Agreement up to Completion (as
defined herein) or the elfeclive dale of any
termination of this Agreement. The Parties

EU Master CTA V1 Czech V1
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Zkougejiciho a

Po dobu provadéni Studie nebo trvani této
Smiouvy, podie toho, ktera 2 nich lrva déle, sa
Zdravotnické  zafizenl/ZKBuSejic!  nebude
ugastnit zadné jiné Studie, kierd by mu brénila
GEasinit se této Studie, nsbo dinnosti, jez by
mu branily GEasinit se této Sludie, ani se
nebuds jinak Gdastnit Einnaostl, kieré by byly
v rozporu s provadénim Studie,

ZkouSejici se zavazuje vykondvat Einnosti
souvisejlcl se Sludil v souladu se 2akenem &.
a78/2007 Sb., o lédivech, ve znéni pozdsgjsich
pfadpisti a vyhiaskou &. 228/2008 Sb., kterou
sa stanovuje spravna klinicka praxe a blzsi
podminky klinického hodnoceni légiv, ve znén{
pozdéjsich piedpist.

Nedostupnost Zkou3ejiciho

Pfitomnost Zkou3ejfcitho je zdsadnl pro
provadéni Studie dle 1élo Smilouvy. Zkousejici
bude dohlizet na pribéh celé Siudie: pak
v piipada dogasné nepiilomnosti Zkousejiciho
Zdravotnické zarizeni/Zkousejici deleguje tulo
odpovédnost na najmeéné iednoho
kvalifikovaného spolupracovnitka Zkousejiciho,
ktery bude urien pisemn@ pred zahajenim
Studie ve Zdravoinickém zafizenf, a jakékoii
jeho zmény v pribéhu Studie budou ihned
oznameny Zadavateli nebo CRO. Zdravotnické
zafizenl zajistl, 2e vpiipadd, kdy se
piedpoklada, Ze nepfitomnost ZkouSejiciho
piesahne ¢lmdct (14) dni, budou Zadavatel
nebo CRO informovéni pfsemnd o navrieném
spolupracevnikovi Zkousejiciho, kiery
pfevezme odpovédnost souvisejici se Studii.
Zadavate! mife schvdlit nebo odmitnout
jakéhokoliv  navrzeného  spolupracovnika
Zkousejiciho, Schvdleni nebude odepfeno
bezduvedné, Pokud bude poZadovdna stald
ndhrada Zkoudejictho, bude Zdravotnické
zafizeni neprodlené informovat Zadavatele
pisemné v souladu s clankem 14.3. a buds
spolupracovat v dobré vife a urychiené na
nalezen( nahrady Zkousejiciho piijatelného pro
Zadavalele (dale jen Nahradnl zkouiejici);
avéak za piedpokladu, Ze Zkoudelici bude
naddle vazan véeml povinnostmi a podminkami
uvedanymi viéto Smiouvé, dokud nebude
nalezen Nabradni zkousejici pfjatelny pro
Zadavalele. V pilpagd, ze piijatelny Nahradni
zhousejici nebude nalezen do tficeti {30) dni
po-piijet! takového oznameni (nebo po delsim
obdobif dle vzéjemné dohody Stran), Zadavatel
miiZze ukondit to Smlouvu v souladu s jejimi
podminkami.  Spolupraci  Zdravotnického
zafizeni na hledani Nahradniho zkousejiciho
se nerus( jeji zAvazek provadét své povinnosti
podle této Smiouvy az do Dokoncenl (jak je
definovdno v léto Smlouvé) nebo do uéinného
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herelo agree, in the event thal a Replacement
Investigator Is designated pursuant to this
Aricle 6, that such Replacement Investigator
shall be bound by all terms of this Agreement
that are applicable to the Investigalor, and to
amend this Agreement accordingly.

SITE INSPECTIONS / CRO MONITORING/
RECORDS

Site Inspections

Institution/investigator agree to  pemnit
representativas of CRO, Sponsor, and any
appropriate Regulatory Authority 10 examine at
any reasonable time during normal business
hours before the Sludy begins, during the
treatment phasa of the Study, for two (2) years
after the Study ends, or as otherwise required
by Applicable Requlations/Law (a) the facilities
where the Study is being conducted, (b) raw
Siudy Results Iincluding original subject
tecords, regardless of media, If allowed under
the terms of the Informed Consent, {¢) EDC
aquipment and/or EDC documentation sysiem,
and (d) any other relevant information (and to
make copies) necessary for CRO and Sponsor
to contirm that the Study is being conducied in
conformance with the Protocal and in
compliance with Applicable Regulations/Law.
Institution/Investigator agres to assist CRO and
Sponsor, to the extent deemed reasonable by
CRO or Spensor, in order to facilitate CRO or
other representatives of Sponsor to examine,
inspect, audit and capy materials relating to the
Study.

Institution/Investigator shall immedialely notify
Sponsor and CRO if a Regulalory Aulhorily
schedules or, without scheduling, begins an
inspection of the Study. If not prohibited by
Applicable Regulations/Law, Sponsor and CRO
shall have tha right to be present during and
particlpate in any such inspection, audit,
investigation, or regulatory action.

Institution/Investigator shall promplly, upon
issuance, provide Sponsor or CRO if so
designated a copy of any correspondence from
Regulatory Authority resulling from any such
Inspection. Institution/investigator shall provide
lo Sponsor or its designee, in writing and in an
organized manner, copies of all maledals,
correspondence, siatements, Jorms, and
records which the Institution/investigator
receives, oblains, or generates in connection
wilh any such inspection or in connection with
any inquiries, communications or
correspondence from the FDA or any other
governmental or regulatory authorities, The
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data ukonéeni télo Smiouvy. Smiuvnl strany se
dohodly, Ze je-li jmenovan Nahradni zkouejici
podle lohote dldnku 6, temto Nahradnl
Zkousejici bude vazan viemi podminkami télo
Smiouvy, které plati pro Zkousejicihe, a podle
loho bude tato Smicuva naleité upravena.

INSPEKCE PRACOVIST / KONTROLY 2E
STRANY SPOLEGNOSTI ICON / ZAZNAMY

Inspekce na Pracovisti

Zdravotnické zaiizeni/ZkouSejici souhlasi s
tim, Ze zaslpcim CRO, Zadavaiele a
jakéhokali pfisludného kontralniho dfadu povoli
vjakoukoll pfiméfenow dobu v pribéhu
béZnych ufednich hodin pfezkoumat, a o pred
zahdjenim Sludie, v pribéhu jeji 1éebné faze,
po dobu dvou (2) let po dokonéeni Sludie
anebo jak %o budou vyzadovat platngé
piedpisy/zakony), (a) zafizeni, kde bude Studie
probihat, (b} nezpracované vysledky Studie,
véstné plvodnich zaznami o subjektech,
nehled® na druh jejich nosiGe, pokud 1o
povolujf podminky informovaného souhlasu, (c)
zafizeni EDC a/nebo dokumentaéni systém
EDC a (d) jakékoli jiné podstatné informace (a
wytvofit si kople) nutné k tomu, aby si CRO a
Zadavatel mohfi ovéfit, Ze Studie je provadéna

v souladu s protokolem a platnymi
predpisy/zdakony. Zdravotnicke
zaiizeniZkoudejic! souhlasi s tim, 28

spoleénasil CRO a Zadavateli pomGze do miry,
jakou uzna CRO nebo Zadavatel za
pfimé&fenou, tim, 2e CRO nebo jakémuloli
jinému zdstupci Zadavatele umozni provarit,
zkontrolovat, provést audit nebo zkoplroval
malteridly tykajicl se Studie.

Zdravotnické  zafizenifZkousejicl! okamZitd
uvédoml Zadavatele nebo CRO v piipadé, Ze
kontrolnl ufad naplanuje anebo  zahdji
neplanovanou inspekci Sludle, CRQO a
Zadavatel budou mit pravo byt pfitomni béhem
jakékoli inspekce, auditu, $etfeni nebo opatfent
kontrolniho ufadu a podilet se na nich, pokud
lo ovSem nezakazuji platné pedpisy/zikony,

Zdravotnicke zatlzenliZkousejfcl inned
poskytne Zadavaleli nebo CRO, pokud tak bylo
uriéano, kopil jakékoll korespondence, kierou
od konirolniho ufadu obdrzi v navaznosti na
jakoukoli takovou inspekcl. Zdravolnické
zafizeni/Zkousejici poskytnou Zadavaleli nebo
osgbé jim povéfené v pisemné a uspofddané
formé kopie vSech maleridld, korespondence,
prohlaseni, formuldafd a zdznamo, kleré
Zdravolnické zafizeni/Zkousejici piijme, obdrdi
nebo vyivori v souvisiosti s jakoukoliv inspekel
nebo vsouvislosti s dotazy, sdélenimi nebo
korespondenci ze sitrany FDA nebo jinych
viddnich i regulaénich OFadd, Zdravolnicke
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7.2

7.2

7.2.1.1

7242

7213

7.21.4

7.3

7.3.1

Instilulion/Investigator will make reasonable
efiorts lo segregale, and not disclose, all
documents and materizls that are not reguired
o be disclosed during such an inspection,
including financiat dala and pricing information.

Institution/Investigator agrees 1o take any
reasonable actions requesied by Sponsor or
CRO to cure deficiencies noted during an audit
or inspection. In addition, Sponsor shall have
the right 1o review and approve any
correspondence to a Regulatory Authority
generated as a result of such Regulatory
Authority's inspeclion of the Sludy prior o
submission by Institution or Investigator. If
Institution and Investigalor do not remedy such
deficiencies within & reasonable period of being
nolified of such deficiency, then Sponsar may
at ils sole discretion, refuse to commence or
decide to discontinue the Study, and Sponsor
may lerminate this Agreement without furher
chligaticn lo the Inslitufion and Investigataor,
other than payment for services provided by
the Institulionflnvestigator up to the Study
termination date.

CRO Monitoring.

The Instilution/lnvestigatlar  shall  allow
autharized personnel of the Sponsor or CRO
and any Regulatory Authority lo:

Monitor the Study, during normal business
hours, and all records regardless of the media,
required by any and all Applicable
Regulations/Law; and

Inspect Case Report Forms for completeness
and detailed compliance with the Protocol; and

—.Review Investigational Product accountability

records lor completeness and accuracy; and

Inspect, regardless of the media, source
documents, including, but not limited to,
hospitaliclinic  records, relevant to the
preparation of the Case Report Form. Any
inspection by Sponsor or CRO ol source
documents shall be performied with dus regard
for Qualified Sludy Subjects confidentiality.

Records.

Investigator will prepare, mainiain, update, and
store complele, accurate and legible source
records,. accounts, noles, reporis, and Study

3
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zafizeni/Zkousejici vyvinou piimé&fené Osill
k oddéleni a neposkytnuli vSech dokumento a
materidld, jejichz poskytnuti nenf vyZadovano
baéhem takovych inspekel, véetné finanénich
udajis a inlormaci o cendch,

Zdravoinické zaffzeni/Zkoudejlcl souhlasi s
tim, Ze podnikne vedkeré piiméfens kroky,
vyZadané CRO a Zadavatelem, na napravu
nedostatki  zflSténych béhem auditu nebo
inspekce. Zadavatel bude mit navic pravo

piezkoumat a odsouhlasit  jakoukoli
koraspondenci kontrolnimu uradu,
vyhotovenou v disledku  jakékoli takové

inspekce Studie kontrolnim Ufadem, a lo pied
tim, nez ji Zdravotnické zafizeni nebo
Zkousejfcf odeSle. Jesllize Zdravoinlcké
zafizenf a Zkousejlci nenapravi tyto nedostatky
do piiméfané doby od obdrzeni upozornéni na
tyto nedostatky, Zadavatel miOZe dle viastniho
uvazeni odmitnout zahajit Studii, mize se
rozhodnout Studit pferusit anebo Zadavatel
mize ukondit tulo Smiouvu bez jakychkoli
dalilch zavazki viéi Zdravotnickému zaf(zeni
a Zkoulejicimu, s vyjimkou proplaceni slueb
poskytnulych Zdravotnickym
zafizenim/ZkouSejicim do data ukonéeni
Studie.

Kontroly CRO.

Zdravotnické  zailzeniZkouSejici  umaini
opravnénym osobdm Zadavatele nebo CRO a
jakéhakoliv Kontrolniho uradu

monilorovat béhem béZnych Gfednich hadin
pribéh Klinického hodnoceni a v3achny
zéznamy, nehledd na jejich nosic, kierd jsou

poZzadovany jakymikoli platnymi
pfedpisy/zdkony a:
Zhantrolovat  dplnost  Zdaznami  subjeklu

hodnoceni a podrobnou shodu s Protokolem a

Zkontrolovat uplnost a presnost dokladl o
dopoéitatelnosiVevidenci Hodnocengho lédiva
a

Zkontrolovat zdrojové dokumenty nehledé na
jelich nosi&, véetné, nikoliv viak vyluéng,
nemocniénictvkiinickych zaznama relevantnich
pro pfipravu Zaznamu subjeklu hednoceni.
Jakakoliv inspekce zdrojovych dokumentl ze
strany Zadavatele nebo CRO bude provedena
s fadnym zohlednénim zachovani divérnosti
zpUsobilého studijniha subjekiu,

Zaznamy.

Zkoudejici bude na ndklady Zdravotnického
zafizeni béhem platnosli této Smiouvy i po
jejim  vyprieni  pfipravovat,  udrZoval,

A, .
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8.1.2

8.1.3

8.2
8.2.1

Resulls related to the Study under this
Agreement (“Records”} during and after the
termn of this Agreement in compliance with the
Protacol and all Applicable Regulations/Law,
but in no event for less than seven (7) years
lollowing expiration or termination of this
Agreement, at  Institulion's  expense.
Institution/investigator will contact Sponsor in
writing at least ihily (30) days belore the
planned destruction of any Records, at which
time Sponsor may request that
Institulionvinvestigator deliver such Records o
a place designated by Sponsor, al Sponsor's
expensa. Instiution/Investigator shall naotify
Sponsor of any accidental loss or destruction of
Records. This Section shall survive the
termination of this Agrasment.
Instilution/investigator shall siore Records in
sloraga condilions appropriate for their slabllity
and protectlon.

CONFIDENTIALITY
Confidential information

The Institulion/invesligalor agrees to hold a
informalion disclosed to him or her by the
Sponsor or CRO, developed by him or her
regarding the Investigational Product, which
information is nat already in the public demain
and is deemed trade secret information by the
Sponsor or CRO, in the strictest confidenca,
and shell not disclose the same o any third
party without the express written permission of
the Sponsor.

Al proprietary or confidential information,
including, without limitation, information
contalned in the Protocol, the Clinical
Investigator Brochure, Study correspondence,
and Sludy Results that Sponsor consider(s)
confidential shall ke treated as coniidential. -

All such iniormation referred to in Sections
8.1.1 and 8.1.2 above (hereinafter collectively
callad “Confidential Informatlon™)~shall be

trealed as confidential, unless such information. .

falls within exceplions listed under Section
8.2.3 below.

- -

Agreement Nol to Disclose

The Institution/Investigaior agrees not to reveal
such Confidential Information to third panies,
other than those employees with a need to
know, e.g., members of tha IEC/ SUKL, and
physicians, nurses or employeses direclly
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aktualizovat a uchovavat Upiné, pfesné a
Citelng zdrojové zdznamy, vykazy, poznamky,
zpravy a vysledky studie ke Siudii, kterd je
predmétem télo Smiouvy (déle jen ,zdznamy")
v souladu s protckolem a viemi platnymi
pfedpisy/zakony, v kazdém pfipadd v3ak
nejméné sedm (7) let po vyprdeni platnosti
anebo ukonéeni této Smlouvy. Zdravotnické
zafizenifZkousejici pisemna uvédomi
Zadavatsle nejméné tficet (30) dnf pred
planovanou likvidaci jakychkoli zaznamd,
nadez maze Zadavalel poZadat, aby
Zdravotnické zafizeni/Zkou3ejic! dorucii dané
zaznamy na ndklady Zadavalele na misto
uréend Zadavatelem, Zdravatnické
2arlzenifZkoudejici Zadavatele uvadami o
jekémkoli nahodném zniteni nebo ztratd
zaznami. Tento élanek zUstane v platnosti i po
ukonéeni{ této  Smilouvy. Zdravotnicke
zarizeni/Zkousejlci bude 2zaznamy uchovévat v
podminkdch zarutujicich jejich stabilitu a
achranu.

MLEENLIVOST

Divémé informac

Zdravotnicke zaiizeni/Zkousejici souhlasi, Ze
bude dodrZovat naprostou micenlivost a utajeni
ohledné@ viech Informac!, kieré se
dovédélo/dovédél od Zadavatele nebo CRO,
kieré v souvislosti s Hodnacenym lééivem vysly
najevo, a jez nebyly dosud zvefgjnény a ze
sirany Zadavatele a CRO jsou povaiovany za
obchodni tajemstvi, pficemz tyto informace bez
vyslovného pisemného souhlasu Zadavatele
nesdali Zadnd tFetl sirané.

5 veskerymi majelkovymi nebo duvamymi
informacemi, véetn®, nikoliv vdak vylugné,
informaci obsaZenych v Protokolu, Souboru
informaci pro Zkousejiciho, korespondenci
souvisejici se Studli a vysledkd Studie, které
Zadavalel povazule za davémeé, bude
nakladano jako s divémymi informacem.

S veidkerymi informacemi zmin&nymi v Eldncich
8.1.1 a 8.1.2 shora (ddle souhrnné zvané
duvérné Informace*) bude nakliddano jake
s divémymi, pokud oviem tyto Informace
nepalfi mezi vyjimky vyjmenované v &anku
8.2.3 niZe.

Dohoda o mienlivosti

Zdravolnické zafizeni/Zkougejici souhlasl, e
nesdéli tyto Duvéma informace jinym tfetim
stranam ne? zaméstnancim, kiefi tylo Divérné
informace  polfebuji  znat, fj.  &lenum
NEK/SUKL, lékarim, sestram nebo
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822

8.2.3

8.2.31

8232

8233

8234

8.2.3.5

'8.2.3.6

8.24

8.24.1

involved in conducting the Study; and shail
safeguard the Confidential Information with the
degree of care normally afforded Confidential
Information, but no less than a reasonabla
degree of care.

The Institution/Investigaior agrees 1o use this
information only for fulfiling its/his or her
respective obligations under this Agreement. [f
requested by Sponsor or CRO, tha
Institution/investigalor shall promptly return all
such Confidential information to Sponsoar at the
end of the Study, (other than ilems required
under Relention/Transfer of Study Site File,
Section 3.7 above).

The obligations of nondisclosure do not apply
when:

The information s in the public domain or
becomes publicly available through no fault of
the Inslilution/investigator or any inslitution
employee,

The Instivtionlnvestigator knows the
information before receipt from Sponsor, as
evidenced by their written records,

The information is lawiully received from a third
parly that has a right to make such disclosure,
who did not obtain such information by violating
the Sponsors rights or under obligation of
canfidentiality to the Sponsor.

Applicable_Regulations/Law requires disclosure
to a cout of compelent jurisdiclion or
govermnment authority.

The Sponsor grants prior written permission for
disclosure.

The Study Resulls of the Study are disclosed
lo third parlies in accordanca with the
provisions of Section 5.3 above.

Medical Conlidentlality and Data Prolection

Without prejudice to the generality of Section
8.1 above the Instilution/investigator
specifically acknowledges their obligations
under and agrees to comply with all applicable
Privacy Regulations of the Czech Republic
relating to medical confidentiality and 1the
prolection of data capable of idenlilying
individuals including without limitation the
provisions of Council Directive 85/46/EC of the
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zaméslnancdm, Jenz se pfimo ucasinl
provadéni Klinického hodnoceni; a zabezpeéi
Ddvarné informace s takovou pedi, klerd je u
Divérnych informaci obvykla, piicemZ uroven
léto péée nesmi byt mensl nez piiméfena.

Zdravotnické 2affzeni/Zkoudeficl souhlasl, Ze
bude takové informace uzivat pouze za ucelem
pinéni  svych pfisludnych povinnaosti
vyplyvajicich z této Smlouvy. Pokud o 1o
Zadavatel nebo CRO poZdda, pfi dokoncent
Klinického hodnoceni Zdravoinické
zafizeni/Zkoudejlc! neprodlené vrdti  tyto
veskaré Divérné informace Zadavaleli (kromé
polozek pozadovanych dle &ldnku 3.7 vyse -
Uchovavéni/Pievedeni Evidence tykajicl se
Studie provadéné na Pracoviti).

Povinnosli
nevztahuji na:

zachovanl  micenlivosti se

informaca, kterd byly zvefejnény nebo se staly
vefajné  dostupnymi bez pochybeni
Zdravotnického  zaiizeni/Zkousejlctho nebo
|akéhokoliv  zameéstnance  Zdravotnického
zafizenl,

Pfipady, kdy informace jscu Zdravotnickému
zafizeni/Zkousejicimu  znamy pfed jejich
obdrienim od Zadavalele, jak dokazujl
plsemns 2aznamy Zdravotnického
zaffzeniiZkousejiclho.

Informace, které byly pravoplatné ziskény od
tfetl strany, ktera je opravnéna je sdélit a je
tyio informace neziskala porusenim prav
Zadavatela nebo povinnostli migenlivosti vaci
Zadavatsli,

Informace, |ejichz sdéleni soudum piisiudné
jurisdikce nebo viadnim orgéndm  je
vyZadovéne platnymi predpisy/zékony.

Informace, k jejichZ sdélenl Zadavatel udéli
predchozi pissmny souhlas.

Vysledky Sludie, ktereé jsou - lfetim strandm
sdéleny v souladu s uslanovenimi élanku 5.3
vyse,

Lékarska midenlivost _a gchrana osobnich

JLdaj -

Aniz by byla dotéena cbecna platnost clanku
8.1 vy3e, Zdravolnické zaf{zeni/Zkousejici bera
specialné na védomi své povinnostl z lohoto
clanku vyplyvajlel a souhlasi, Ze bude jednal
v souladu se viami plainymi pravnimi predpisy
Ceske republky o ochrand soukromi
souvisejiciml s lékaiskou micenlivosti a
ochranoy osobnich udajid  identifikujicich
jednatlivce, véeiné, nikoliv viak vyluéné,
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8.1
8.1.1

9.2

9.2

2.3
9.341

94

9.4.1

European Parliament and of the Council of 24
October 1995 on the protection of individuals
with regard to the processing of personal data
and on the free movement of such dala and
Act No. 101/2000 Coll., on Personal Data
Frotection, as amended, The
Institulion/Investigatorshall  ensure  that  all
Study Personnel wifl in particular observe any
such disciplines or obligalions valid on the
territory of (ke Czech Republic specifically
brought to the atention of the
Institution/Investigator by CRO or the Sponsar,
which ara inherent in compliance with such
Privacy Regulations of the Czech Republic.

For the duration of the Study and aller ils
termination, the [Investigator, Institulion,
Sponsor, and CRO shall take adequate
measures to protect any paersonal dala and
information of Qualified Siudy Subjects
pursuant to applicable laws of the Czech
Aepublic.

INTELLECTUAL PROPERTY

Owmership

The Sludy Resulls, shall, without further
remuneration for Instilution and/or Investigator,
be the property of the Sponsor and Sponsor
shall ba free to ulilize the Study Resulls in any
way it deems appropriate, subject to and in
accordance with Section 5.3 and any and all
Applicable Regulations/Law.

Disclosura

The Inslilution/investigalor shall promptly
disclose to the Sponsor, in writing, any Study
Results,

Cooperation

The Institution/investigator shall take all such
actions throughout the lerm of this Agreement
and thereafter as shall be necessary in order to
ensure thal the Study Results may be vested
free of encumbrance in the Sponsor in
accordance with Seclion 8.1.1 above. The
Institution/investigator shall further cooperate
wilh the Sponsor, at the Sponsor's expense, by
prompily executing any documenis or carrying
out any acts that may be required to vest the

*rights in or to Study Results in the Sponsor and

otherwise to enabie the Spaonsor fully {o protect
its intellectual property.

Backaround Righls

For the avoidance o! doubt all intellectual
properly righls and righls of a similar nalure
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ustanoveni Smémice Evropského parlamentu
a Rady 95/46/ES ze dne 24. fijna 1995 o
ochrang oschnich ddaji v souvislosti se
zpracovanim osobnich uGdajs a volnym
pohybem téchto udaji a zikon &. 101/2000 Sb.
o achrané osobnich ddajl, ve znéni pozdéjsich
predpis. Zdravolnické zaffzenifZkousejic!
zajistl, Ze vaichni pracovnici Siudle budou
zejména dodrzoval viechna takova pravidia
nebo povinnosti platnd na uzemi Ceske
republiky, na kieré CRO nebo Zadavatel
specidiné upoazomi Zdravotnické zafizenl/
Zkousejiciho, a kieré jsou v souladu s pravnimi
pfedpisy o ochrand soukromi Ceské republiky
podstatns,

Zkousejlcf, zdravotnické zafizeni, zadavalel i
CRO jsou povinni v pribéhu studie | po jejim
ukonéeni dbat podle ptislusnych prévnich
pfedpist CR o ochranu osobnich dat a
informaci o osobnich pomérech subjektd
hodnocen( zarazenych do studie.

DUSEVNI VLASTNICTVI

Viasinictvi

Vysladky Studie budou bez daldi odmeény pro
Zdravotnické zafizeni a/nebo Zkousejiciho
majetkem Zadavatele a Zadavatel bude moci
vyuZlt vysledky Studie zpOsobem, ktery uzna
podle &ldnku 5.3 a jakychkoli a veskerych
plainych pfedplsi/zdkonu a v souladu s nimi za
vhodny.

Sdélenf

Zdravolnicke zafizenl/Zkousejici naprodiend

pisemné sdéli jakékoli vysledky Studie
Zadavateli.
Souéinngst
Zdravolnické  zaflzenl/Zkoudejici  vykona

vprobéhu trvani Smiouvy | poté veskerd
takové kroky, kieré budou nezbyiné za utelem
zajisténl, Zze vysledky Studis budou moci byt
Zadavateli svéieny bez zatiZeni v souladu
s Elankem 9.1.1 vySe. Zkousejici/Zdravolnicke
zafizeni -~bude ddle se Zadavatelem
spalupracovat na Ufet Zadavatele a to tak, Ze
neprodlenéd podepiSe jakékoliv dokumenty
nebo uskutecni jakékoliv ukony, kleré mohou
byt vyzadoviny za ugelem udéleni prav
kvysledkim Studle Zadavateli & jinym
zpusobem, aby umoznil Zadavateli piné chranit
prava duevniho viastnictvl,

Daldi prava

Za ucelem wvyloudeni pochybnosti véechna
prava dudevniho viastnictvi a prava podobné

"o il ™
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10.1.1

10.2

10.2.1

10.2.2

10.3

owned by or licensed o the
inslitutioninvestigator or Sponsor prior 1o the
date of this Agreemant shall remain that Party's
property.

TERM AND TERMINATION

Temn

This Agreement enters into force and takes
eifect on the date of its signature by all
contractual parties, and shall remain vatid and
enforceable until complelion of the Study,
closeout ofi the Site, and completion of the
obligations of the Parties under this Agreement
including wilhout limitation receipt by Sponsor
or ils dasignee of all Study data and resolution
of all corresponding queries in a form
acceptable to Sponsor (*Completion™), at the
anticipated term of approximately last quarter
of year 2017 (considering the “last patiant last
visit" day scheduled for the month of August
201%7), or at earlier termination in accordance
with this Section 10, provided only if,
consistenlly with the Sonsor's decision (and as
staled above in this pargraph 10.1.1), all
pending matters in connection with Study and
relevant to the terms and condition of this
Agreemant are considered resolvad.

Terminalion by Institution

The Institution/tnvestigator may upon written
notice to Sponsor, terminate the Siudy by
notice in wrting at any time with immediate
effect, if in the Investigalor's reasonable
discretion termination is required to protect
Qualilled Study Subject safely, e.g., because
of the occurrence of an unexpected or Serious
Adverse Event.

The Institution may upon thirly (30) days'
written notice lo Sponsor ferminale the Sludy
by notice in wriling at any time with immediale
elfect it Sponsor commils a malerial breach of
this Agreement and has not remedied that
breach (it remediable) within thirty (30) days of
receipt of written notice. Such nolice (rom the
Institution shall require remedy and shall
specily the breach complained of.

Termination by Sponsor

EU Master CTA V1 Czech V1
site 013 (NI FINAL, 03Aug2015

Yhgee 4> v

povahy, klera jsou pfed datem uzavieni lélo
Smilouvy viasinéna Zdravotnickym
zafizenim/Zkousejicim nebo Zadavalelem a na
néz ma Zdravolnické zafizeni/Zkousejici ¢i
Zadavatel pfed datem uzavieni této Smiouvy
licenci, ziistanou ve viastnicivi pfisludné strany.

DOBA TRVANI SMLOUVY A UKONGENI
SMLOUVY

Daoba trvani Smiouy

Tale Smiouva vstoupl v platnost a G&innost
dnem jejiho podpisu vSemi smiuvnimi stranami
a zistane platnd a tinna az do okamziku
dokonceni Sludie, ukonéeni akiivit spojenych
s touto Studii na Pracovidti a spinéni povinnosti
Stran vyplyvajicich z1élo Smlouvy, mimo jiné
véelné phijell véech dat ze Sludie Zadavatelem
nebo subjektem jim povéfenym a vyfeseni
viech pfisiusnych dotazi ve formé piijateing
oro Zadavatele (dale jen .Dokongenl™), coZ sa
otekdvd v terminu pfiblizné do konce roku
2017 {s ohledem na den .posleni navslévy
posleniho pacienta®, klery je vypsan v mésicl
srpnu 2017), nebo do okamiiku dfivéj&iho
ukenéeni Studie v souladu s timto &lankem 10,
a lo pouze za piedpokladuy, Ze, v souladu se
stanoviskem Zadavatele (a za podminek
popsanych vyse viomto odstavei 10.1.1),
budou vechny pietrvavajici nejasnosti a
otdzky souvisejici se Studil a podstaine 2
heldiska podminek a ustanoveni dle télo
Smilouvy povaZavdny za vyfeSend.

Ukoniteni Zdravotnickym zaf(zeni;

Zdravolnické zafizenifZkouselicf mlzZe po
pisemném upozoméni Zadavatele Studii
kdykoliv  ukondit  pisemnou  vypavédi
s ckamzitlou Gfinnosti, pokud je na zdkladé
rozumnéhe uvaieni ZkouSejiciho takové
ukonéenf vyZzadovane za ucelem ochrany
bezpeénosti zplsobilych studijnich subjektd,
napi. zdavodu vzniku neofekdvané nebo
Zdvainé neZadouci piihody.

Zdravoinické zaffzenl miZe po uplynuti tiiceti
{30) dni od pisemného upozornéni Zadavalele
Studii kdykoliv ukonéit pisemnou vypovéd!
s ckamzitou Uéinnostl, jeslize se Zadavatel
dopust{ padstatného poruseni télo Smlouvy a
nepravade napravu lohoto porudeni (pokud je
napravitelng) ve |hatd tfceti (30) dni od
obdrieni pisemné wyzvy. Talo vyzva
Zdravolnického zafizeni bude vyZadovat
napravu a bude obsahovat popis vytykaného
porusent.

Ukonéeni Zadavalelem

Page: a5
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10.3.11

10.3.1.2

10.3.1.3

10.3.1.4

10.3.1.5

10.3.1.6

10.3.1.7

10.4

10.4.1

105

10.5.1

Sponsor may terminate the Study prior to
completion by providing written notice to the
Inslitulionfinvestigator with immediale effect for
any of lhe following reasons:

Sponsor chooses to terminate the Study for
any reason.

Noatification by a Requlatory Authority to the
Sponsor to terminate the Study.

Without prejudice to the generality of the rights
of Sponsor under Section 10.3.1.1 of this
Agreement, the Institution/Investigatar
acknowledges that the Study forms part of a
mulli-centra clinical trial and that the Study may
be terminated by Sponsor priar lo recruilment
ol ihe number of Qualified Study Subjects
stated in the Protocol or Appendix 1 lo this
Agreement.

Determination by the Sponsor in collzboration
with CRO that the Instilution, after reasonabla
opportunity, is unable for any reason, to
satisfactorily perform the Study as required in
the Protocol and this Agreement.

Upon CRO's thity (30) day written to
Institution, in the event that the Institulion
commits a breach of this Agreement and has
not remedied that breach (if remediable) within
such thirty {30) day notice period, Such notice
from CRO shall require remedy and shall
specify the breach complained of.

In the event of a non remediable breach under
the circumstances set out in Section 6.2.1
above.

Terminalion is required 1o protect Qualified
Sludy Subject safely, e.g., because of the
occurrence of an unexpected or Serious
Adverse Event.

Reasons for Terminalion

In the event that Sponsor wishas to exarcise its
right o terminate this Study based on Sections
10.3.1.1 or 10.3.1.2 above, written notice of
its/their decision to exercise such right shall be
given to the Institulion by registered mail,
overnight courier, or fax with immediate effect,

Temninalion of this Aqreement

In the event thal the Study is terminated then
this Agreement shall autornatically terminate
with immediate effect,

EU Master CTA V1 Czech V1

Site 013 (BRI EINAL, 02Aug2015

Zadavatel mize svym viastnim jménem ukondit
Klinickou studii pfed jejim dokonéenim
dorugenim pisemné vypovédi Zdravolnickému
zafizeni/Zkousejicimu s okam3itou GEinnosti
pro kterykoliv z ndsledujicich divodit:

Zadavaiel se rozhodne
2 jakshokoliv divodu,

ukonéit  Studii

Vyzva Kontrolniho ufadu k ukondeni Studie
adresovana Zadavatsli,

Ani2 by byla dotéena obecna platnost prav
Zadavatele dle ¢ldnku 10.3.1.1 této Smiouvy,
Zdravotnické  zafizeni/Zkousejicl bere na
védoml, Ze  Studie tvofi  soucast
multicentrického klinického hodnoceni a e
Studie mi2e byt Zadavatelem ukonéena pred
naborem takového poétu  Zplsobilych
studijnich subjekti, ktery je uveden v Protokolu
nabo pfiloze &. 1 1éto Smiouvy.

Rozhodnuti Zadavatele ve spolupraci s CRO,
2e Zkoulejici, pfestoze mu byla dana
dostateéna mo2nast, neni z jakéhokoliv divedu
schopen uspokojivé provést Studii tak, jak
pozaduje Protokol a tato Smiouva.

V pfipadé, ze po uplynuti tfcetf (30) dni od
vyzvy  Zdravolnickému  zaflzeni CRO
Zdravolnické zafizen( poruil tuto Smiouvuy a
dosud tolo poruSeni nenapravilo (pokud je
napravileingd) ve Ihiné t&chio tficeti (30) dni,
Tato vyzva CRO bude vyZadovat népravu a
bude obsahovat popis vytykaného porudent.

V  piipadd nenapraviteiného  porueni
podminek Smiouvy. Die okolnosti stanovenych
v clankuy 6.2.1 vySe.

Ukonéeni se vyZaduje sohledem na
bezpeénost zpusobilého studijniho subjekiu,
napf. kvuli vyskytu neotekavana nebo zavazné
nezadouci prihady,

Duvody k Ukonéen{

V piipadé, 2e Zadavatel hodld uplatnit svym
jménem nebo jménem Zadavatels svd prdva
na ukonceni Studie na zékladé &lénkd 10.3.1.1
nebo 10.3.1.2 vyde, doruéi Zdravotnickému
zafizeni pilsemné oznameni o svém rozhodnuti
uplatnit tato préva, a to doporuéenou posiou,
expresni  kurymi  sluzbou nebo faxem,
s okarmnZitou Uginnosti.

Ukonéeni iéta Smilouvy
V pripadé, Ze dojde k ukonéeni Studie, pak tato

Smliouva bude aulomalicky ukoncena
s ckamzitou GEinnosti.

" il
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10.6.1

10.6.2

10.6.3

11

1.4

Obligations of the Institution/investigator alter
Tarminalion

Immediately upon receipt of a nolice of
lermination, the Institution shall ensure
Investigator shall stop entering potential
Qualified Study Subjects inlo the Study and
shall cease conducling procedures, lo the
axtent medically and ethically permissible, on
Qualified Study Subjects already entered into
the Study.

In the event of early termination of this
Agreement by the Sponsor pursuant to
Sections 10.3.1.1 and 10.3.1.2 above, and
subject to an obligation on the Institution 1o
mitigate any loss, Sponsor shall pay all costs of
Institution/investigalor incurred and falling due
for payment up o the date of termination, and
also all non-cancellable expenditures of
Institulion/Investigator falling due for payment
after the date of termination which arise from
commitmenis reasonably and necessarily
incurred by ihe Inslitution/investigator for the
perormance of the Study prior to the date of
notice of tarmination, and agread upon with the
Sponsor. No further compensation shalt be
payable to Instilution/investigator.

Promplly upon Completion or termination of
this Agreement for any reason, the
Institution/investigator will fumnish to Sponsor or
its designee all CRFs, either completed or
uncompleted, up 1o the effective date of
termination, as well as ail devices, equipment
and Sponsor materials that ware fumished to
the Institution/Investigator in connection with
the perfermance of the Study, whelher the
same are in the Institution/investigator's actual
possession or under its control. Confidential
Information and materials will ba retumed, at
Sponsor's instruction, to Sponsar, except for
record copies or samples which the
Institution/investigaler Is required by Applicable
Regulations/Law to retaln, including records of:
() the receipt of shipments of Investigational
Product; (i} the disposition of Investigalional
Product, including dates, quantity and use by
subject; and (i} returns of Investigational
Product. Within thirty (30) days of termination
of this Agreement or completion of the Sludy
{whichever comes first), Investigator will submit
a final written raport of the Study to Sponsor.

DEBARMENT CERTIFICATION

Bepresentation

EU Mastef CTA V1 Czech V1
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Povinnosti Zdravolnického
zafizeni/Zkousejiciho po ukonéen{ Klinického
hodnogeni

Po obdrieni vypovadi Zdravotnické zafizeni
zajisti, aby ZkouSejici neprodieng ukonéil
zafazovani potencialnich 2pisobilych
studijnich  subjektd do Sludie a wkoncf
provadénl procedur u zplsobilych studijnich
subjektt, ket se jiz Studie uéastni, v rozsahu,
jenz je zlékaiského a elického hisdiska
pripustny.

V piipadé pfedéasného ukoncen/ této Smicuvy
Zadavatelem dle &lanka 10.3.1.1 a 10.3.4.2
vyie a  vzavislosil na povinnosti
Zdravotnickéno zafizeni 2mimit jakoukoliv
zZtrdty, Zadavatel uhradi v3echny naklady
Zdravotnickeho zaffzeni/Zkousejiciho, které
vznikly a staly se kdatu ukonéeni Smiouvy
splatnymi a rovné2 v3echny nezrusiteing
vydaje Zdravotnického zafizenifZkousejiciho,
které se stanou splatnymi po datu ukonéeni
této Smiouvy a kleré vyplyvaji ze zavazka, jen2
byly Zdravolnickym zafizenim/Zkousejlcim pfi
provadénl Studie diivodné a nezbytné pinény
pied datem ukonéeni a které byly dohodnuty
se Zadavatelem. Na Zddnou daldi kompanzaci
nema Zdravolnické zaffzeni/ zkousejicl narok.

ihned po Dokonéeni nebo ukonéenl této
Smlouvy Z jakéhokoli dilvodu pieda
Zdravotnickeé  zafizenifZkoudejic! Zadavatell
nebo osobé jim povéiené viechny formulafe
CRF, vypinéné & nevyplnéné, aZ do data
uéinnosti ukonéeni, a také vsechny nastroje,
vybaveni a materidly Zadavatele, které byly
poskytnuty Zdravotnickému
zafizeni/Zkousejicimu v souvislosti
s provadénim Studie, at jiz jsou ve skuteénem
drieni nebo pod kontrolou Zdravolnického
zaflzeni/Zkousejlctho, Davémé informace a
materialy budou Zadavaleli vraceny dle pokynu
Zadavatele, s vyjimkou kopil zdznamd nebo
vzorku, klere si Zdravotnické
zafizeni/Zkouejicl musi® podle pfislusnych
predpis/zakona ponechat, véetnd zaznamuo o:
(i) prijeti zasilek hodnocensho lééiva; (if)
vydejich hodnoceného léciva, véetné dal,
mnozstvi a podditl subjektem hodnocent; & (i)
vraceni hodnoceného 8élva. Do ticeti (30) dnd
od ukoncéeni této Smiouvy nebo dokonéeni
Studie {podie toho, kcemu dojde diive)
Zkousejici piedicZi Zadavateli zavars&nou
pisemnou Zpravu o Studii.

POTVRZENI TYKAJICI SE VYLOUCENI Z
PUSOBENI VE FARMACEUTICKEM
PRUMYSLU

Prohaseni

Pag‘am 35
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The Instilution represents that it has never
been, and, to the best of its knowledge, its
employees (including the tnvestigator) who will
be rendering services to the Sponsor have
never baen;

debarred or convicled of a crime for which a
person can be debarred under any Applicabla
Regulallons/Law;

threatened to be debarred or indicted for a
crime or otherwise engaged in conduct for
which a person can ba debarred under
Applicable Regulations/Law; or

Disciplined by and/or banned by a Regulatory
body from camying out clinical trials,

Notification of Debarment

The Institution/Investigalor agree that they shall
notify the Sponsor in the event of any such
debamment, conviction, threat or indictment,

Not to Employ

During the term of this Agreement, the
Institution agrees not to employ or olherwise
engage any individual who will be rendering
services lo Sponsar who has been debaired or
convicted of a crime for which a person can ba
debarred.

The SponsorfCRO hereby agress not to
execule any other agreement wilh any other
Institulion employee in connection with this
Study.

Certitication

Upon wrilten request by Sponsor or CRO, lhe
Institution shall cerity to Sponsor in writing the
Institution’s compliance wilh the foregoing
provisions.

INDEMNIFICATION AND INSURANCE

Sponsor Indemnification

Sponsor agrees to indemnify, defend, and hold
harmless Inslitution, its lrustees, officers,
employees, slaff, subcontractors, agents, and

A V1 Czech V1
Site 013, _ FINAL, 03Aug2015

Zdravotnické zatizeni prohlasuje, Ze ono ani,
pokud mu takova skuteénost maze byt pii
vynaloZeni pfiméfengého usili znama, jeho
Zaméstnanci (véetné Zkousejiciho), ktefi budou
poskylovat sluzby Zadavateli, nikdy nebyli:

vylougenivylougeni Z pUsobeni ve
farmaceutickém primysiu nebo odsouzeni za
trestny &in, v dusledku néhoz muze byt oscba
vylouéena zplsobeni ve farmaceutickém
primyslu platnych predpisi/zakond;

mufim nehrozilo vylouéeni 2z pascbeni ve
farmaceutickém primysiu nesbo  abvinéni
ztrestného ¢&lnu, ani nebyli jinak ucastni
jednani, pro kieré jednollivec miZe byt die
platnych pfedpisi/zakoni vylougen; nebo

potrestényi Kontrolnim Ofadem nebo vylougent
Kontrolnim ufadem 2z provadéni kiinickych
hodnacen,

Qznimeni o vylougeni 2 pisobenf ve
fammaceutickém promysiu

Zdravolnické zafizeniZkousejicf souhlasf, e
budou informovat Zadavatele v pfipadé
takoveho wvylouceni, obvinénl, odsouzeni &i
jejich hrozby.

Zavazek nezamésingvat

Béhem trvani télo Smiouvy se Zdravolnické
zafizeni zavazuje, Ze nezaméstna & jinak
smluvné nezavaie jednotiivee, klery bude
poskylovat sluiby Zadavalele, ktery byl
vylouéen zpisobeni ve (farmaceutickém
primysiu nebo odsouzen pro trestny &in,
nasledkem ného2z mize dojit k vyloudeni
jednatlivce.

Zadavatel/CRO se timto zavazuje, Ze v
souvislosti stouto Studil neuzavia Ziadnou
jinou smlouvu s Zidnym zaméstnancem
Zdravotnického zafizeni. '

Potvrzen|
Na zakladé plsemné 2adosti Zadavatele nebo
CRO Zdravoltnickeé zafizeni poskyine Zadavatel

pisemné potwzeni, e jednd v souladu
s piedchozimi ustanovenimi,

NAHRADA $KODY A POJISTEN|

Nahrada Skody Zadavalelem

Zadavatel souhlasf s tim, e odskodni
Zdravotnické zafizeni, [eho zmocnénce,
administrativni a  vedouci  pracovniky,
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investigator {*Institution Indemnitees”) against
any independent third party claim (each, a
“Claim") arising out of (a) any theory of product
liability conceming the Investigational Product;
{b) any side-elfect or adverse reaclion, lliness,
or injury directly rasulting from use of the
investigational Product in the Study; or (c)
breach of this Agreemem! by a Sponsor
Indemnitea (defined below). The foregoing
indemnity wili not apply to the extent a Claim
arises out of (i) the negligence, omission, or
willful misconduct of any Institution Indemnites
or {ii) the failure of any Institution Indemnitee 1o
adhera to the terms of this Agreement, the
Protocol or any written instructions from
Sponsor or its dasignee or 1o comply with any
applicable laws or governmental requirements.

Institution Indemnification

institution agrees io indemnify, delend, and
hold harmless the Sponsor, ils direclors,
officers, employees, staff, and agenls (the
“Sponsor Indemnitees”) against any Claim
arising out of the (a) negligence, omission, or
willful misconduct of any Institution Indemnitee
or (b) the failure of any Institution Indemnitee 1o
adhere to the terms of this Agreement, the
Prolocol or any written inslructions from the
Sponsor or its designee or to comply with any
appiicable laws or govemmental requirements.

Indemnification Procedure.

The Parly or Parlies seeking indemnification
under this Aricla 12 shall {a) give written notice
to the indemnifying Party within sevan (7) days
alter (i) receiving any Claim or {ii) leaming of
any potential Claim; {b) permit the indemnifying
Parly to assume the delense and/or disposition
of any such Claim or related litigation, provided
that counsel selected by such indemnilying
Party Is reasonably acceptable to the Party or
Parties seeking indemnification; and {c)
coorperate with the indemnilying Party in all
reasonable respects with regard to the defense
of such Claim, with reasanable out-of-pocket
costs of lhe Paty or Parties seeking
indemnification to be reimbursed by the
indemnifying Party. The indemnilying Party
under this Aricle 12 shall not enter inlo any
setilement agreement with a claimant without

NAL, 03Aug2015

zamésinance, provozni personal,
subdodavalele, zastupce/jednatele a
Zkoudejiciho (ddle jen ,Od3kodnéné oscby
Zdravoinického zaifzeni"), bude je hajit a
zajisti, aby neutrpéli 3kodu v souvislosti s
jakymikoliv naroky nezdvislych tietich stran
{ddle jednotlivé jen ,Ndarok") vyplyvajlcich 2 {a)
nespinéni nékteré ze zasad tykajiclch se
zodpovédnosti za Zkoudenou latku, (b)
jakychkoliv vedlejsich o€inkd, neZadoucich
reakci, nemoci nebo zranénifljmy na zdravi,
které vznikly v pfimém disledku uziti Zkousene
latky ve Sludil, nebo (c) porugeni téio Smiouvy
Odskodnénou asobou Zadavatele
(definavanou nize). Vyse uvedens OdSkodnéni
se neuplalnf, pokud Narok bude vypiyvat z (i)
nedbalosi, zanedbdni nebo zdmémaho
pochybeni ze strany Odskodnéné osoby
Zdravotnického zafizeni nebo (I} nedodrzeni
podminek této Smiouvy, Prolokolu &i jakychkoll
pisemnych pokyni Zadavatele nebo jim
uréenych osob nebo nedodrzen! jakychkoli
platnych zdkont nebo viadnich po2adavkis
Odgkodnénou osobou Zdravotnickeho zafizeni.

Nahrada skody zdravatnickym zatizenim

Zdravotnické zafizeni soublasi s tm, Ze
odékodni zadavatele, jeho feditele, Ufedniky,
zaméstnance, pracovniky a jednatele (dale jen
.Odékodnéné osoby Zadavatele') a bude je
hajit a zajisti, aby neutrpéli skodu v souvislosti
s jakymkoll narokem vyplyvajicim 2z (a)
nedbalosti, zanedbdni nebo zamémeho
pochybeni oddkodnéné osoby zdravoinického
zafizeni nebo {b) nedodrieni podminek této
Smiouvy, Protokolu & jakychkoll pisemnych
pokynii Zadavalele nebo jim urenych osob
nebo nedodrzeni jakychkoli platnych zékont
nebo vladnich poZadavki QOdskodnénou
osobou Zdravotnického zaifzenl.

Postup odékodnéni.

Strana nebo strany, kleré 24dajl o odskodnéni

. podle tohoto &ldnku 12 zadlou (a) plsemné

oznameni odikodiujici slran@ do sedmi (7)
dndi (i) od obdrZeni jakéhokali ndroku nebo {ii)
od doby, kdy se dozvi o jakémkoli patencidinim
naroku; {b) povoll odikodiujlci strané prevazit
obhajobu a/nebo urovnan( jakéhokoli takového
ndroku nebo s nim souviseflciho soudniho
sporu- za pfedpokladu, 2e pravni zaslupce
zvoleny takovou od§kodiiujici siranou je pro
siranu nebo strany Zadajic! odSkodnéni
dilvodné piijatelny; a (c) bude spolupracoval s
odskodiujicl stranu ve vSech odivodnénych
aspektech v souvisiosti s obhajobou proli
takavému narcku, pfi¢emZ odSkodiujici strana
uhradl pfiméfené naklady, klere vznikly strané
nebo strandm. OdSkodiufic! strana podle
toholo clanku 12 neuzavie Zidnou dohodu o
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12.5.1

i2.5.2

12.6
12.6.1

the prior wrilten permission of the Pary or
Parlies sesking indemnification, which
permission shall not be unreasonably withheld.

For the avoidance of doubt CRO shall not
provide any indemnilication on CROQ's own
account 1o the Institution/investigator or any of
their servants or agents.

Insurance

The Inslitution shall maintain the level of
insurance required by Applicabe
Regulations/taw. Upon request by Sponsor or
CRO, the institutlon/investigator shall present a
certificate of insurance showing that such
insurance is in place. The Instilution declares
that in accordance with §.45 par.2 (n) of Act
No. 372/2011 Coll., On Medical Services, it has
an exisling insurance policy covering
Insiitution’s liability for the medical services
supplied, and that such insurance coverage will
be effective throughout the duration of the
Insiitution’s participation in the Study.The
Institution will not make arrangements lor any
Clinical Trial-related insurance coverage in
connectlion with this Agreement. In accordance
with the Act On Medical Services, it Is a
Sponsor's obligation to arrange for such
insurance coverage of a Clinica) Trial.

The Parties lo the Agreement acknowledge
that the Sponsor is responsible for injury to
health of the trial subjects caused by the
specific nature of the Investigational Product.
The Sponsor represenis and warrants that in
accordance with Section 52 of Drug Act No.
378/2007, as amanded, it has taken aut a third-
party insurance policy cavering the Investigator
and the Sponsor over the whole Study period;
this insurance policy is designed to provide,
infer alia, compensation in the event of a Study
Subject’s death or an injury to a Study Subject
as a result of the conducting of the Sludy. A
copy of the insurance of the Investigator and
the Sponsor forms Appendix 2 1o this
agreement.

Disclaimer

The Institution/Iinvestigator acknowledges that
the Sponsor has engaged CRO to manage the
Sludy. CRO has performed no independant
research or analysis regarding the safety or
efficacy of the Investigational Product,
materials or lreatment procedures that are to
be administered pursuant lo the Study and
therefore CRO makes no warranties,
expressed or implled conceming the
investigalional Product, materials, treatment
procedures, resulls 1o be oblained in

EU Maslar GTA V1 Czech V1
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vyrovnani s osobou uplatiujici narok bez
pfedchoziho pisemného svolenf strany nebo
siran Zidajicich o od3kodnénl; takove svoleni
nebude necdivodnéné odmitnuto.

Aby se predeslo pochybam, CRO neposkytne
sama od sebs Zdravolinickému
zafizeni/zkoussjicimu ani jejich pracovnikam &i
zmacnéncom Zadné odskodnéni,

Polisténi

Zdravotnické zafizenl bude udrZoval pajisteni
ve wyil vyZadované platnymi Pravnimi
pfedplsy. Zdravolnické zafizeni/Zkougejic
pfedloZ{ na 2adost zadavatels nebo CRO
osvédéeni o pojisténf, Zdravolnické zafizeni
prohlasuje, Ze v souladu s § 45, adstavcem 2,
pismenem n z23kona & 37272011 Sh. o
zdravotnich sluzbdch m& a muze doloit
existujicl poji5ténl, které pokryva odpovédnost
Zdravotnického  zafizeni za poskylovans
zdravoinl stuzby. Pojistné kryil bude G&inné po
celou dobu poskytovani zdravotnich slueb
Zdravotnickym zafizenim ve Studil.
Zdravolnickeé zailzenf neuzavie v souvislosti
s touto Smiouvou Zidné pojlsténi tykajici se
klinického hodnocenl. V souladu se zakonem o
zdravolnich siuzbach pfipada povinnost uzavfit
takové pojisténi kiinického hodnoceni na
Zadavalaele.

Smiuvni strany berou na védoml, e Zadavalel
odpovidd za Skody na zdravi subjekit
hadnoceni zpisobené 2zviadini povahou
hodnocenéhe lédiva. Zadavatel prohladuje, Ze
v souladu s usl. §52 zak, &, 378/2007 Sb., o
I&€ivech, ve znéni pozdéjich predpish, zajistil
na celou dobu provadéni klinického hadnoceni

pojistén]  odpovédnosti  za  Zkodu  pro
Zkousejiciho a zadavatels, jehoz
prostfednictvim je zajiSténo | odSkodnénf

vpilpadé smri subjektu hodnoceni nebo
vpifpadé 3kody vzniklé na zdravi subjektu
hodnocenl vdisledku provadéni klinického
hodnocenl,

Kopte potvrzeni o pofi§léni Zkousejiciho a
Zadavatele je piilohou &. 2 této Smiouvy.

Odmitnuli odpovadnasti

Zdravoinické  zafizeni/ZkouSejic! bere na
védomi, 2e Zadavatel.smluvn& zavazal CRO
kiizeni Studie. CRO neuskuteénila 2adny
nezavisly vyzkum nebo analyzu tykajici se
Hodnoceného létiva, maleridli nebo lééebnych
postuptl, kleré maiji byt uskuteénény dle Studie,
a prolo CRO neposkytuje Zadné vyslovné &
skryté zdruky tykajici se Hodnoceného léciva,
maleriglt, [é¢ebnych postupu a vysledko, kleré
mohou byl ziskany v souvislosti s podavanim
Hodnoceného  [éCiva nebo  vhodnosti
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13.1.1

13.1.2

13.1.3

13.1.4

administering the Investigational Product, or
the Investigational Producl's fitness for any
particular purpose.

INSTITUTION AND INVESTIGATOR
COMPENSATION

Payments

CRO shall pay on a par Qualified Sludy
Subject basis for each Salisfaclorily Completed
Case (as defined in Saction 13.1.2 below) in
accordance with Appendix 1 to this Agraement.
Tha Insitulion/investigator shall ansure that
such invoices are sent to CRO within ninely
(90) days of the expense being incurred.

A “Satisfactarily Compisted Case” shall be one
in which a patient is a Qualified Study Subject,
has complsted the specilied Study peried, and
has been evaluated in accordance with the
Protocol.  If a Qualified Study Subject is
discontinued for reasons stipulated in the
Protocot, the Institulion/investigator shall be
paid a proraled rate for work completed in
accordance with Appendix 1.

Payments under Section 13.1.1 above will be
made within ninaty (90) days following receipt
by CRO of the CRF completed in accordance
with Section 5.2 above. Final payment will not
be made by CRO until all queries are resolved.

Payment should be made payabie lo:

Beneficlary name:

Universily Hospital Bmo
Beneliclary address:
Jihlavska 20, 625 00 8mo, Czech Republic
Business Registration No:
65269705, .

VAT 1D No.:

CZ65269705

IBAN for payments in CZK:
£Z5501000000000071234621
SWIFT:

KOMBCZP

Variable symbot:

11672015 (or invaice Nr.)

Bank name: . )
Komercni banka, a.s., branch Brno-mésié
Bank address:

namesti Svobady 21,

631 31 Brno, Czech Republic

{hereinaiter called the “Payee”).

EU Masler CTA V1 Gzech V1
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Hodnocengho lédiva pro jakykoliv konkrétn(
ucel.

ODMENA ZDRAVOTNICKEHO ZARIZENI A
ZKOUSEJICIHO

Platby

CRO bude uskute&fiovat plaiby jednotllivé 2a
kazdy zpusobily studijni subjekt, a to za kaidy
Uspésné dokonéeny piipad (ktery je definovan
v &anku 13.1.2 niZe) v souladu s Prilohau &. 1
této Smiouvy.

Zdravotnické zafizeni/Zkoudejicl zajist, aby
byly viechny tyto faktury zaslany CRO do
devadeséli (30) dni od vzniku nakladu.

Uspéané dokandeny piipad” je piipad, v némz
pacientem je Zpusobily studijni subjekl, kiery
dokon® dobu uréenou pra Studii a byl
vsouladu s Protokolemn zhodnocen. Pokud
zpisobily studijni subjekt ve Sludil nepokracuje
zdivodd uvedenych v Prolokolu, bude
Zdravotnickemu zafizeni/Zkousejicimu
uhrazen pomémy podil za dokonéenou praci
v souladu s Piflohou &. 1.

Plalby dle ¢&lanky 13.1.1 vySe budou
uskutetnény ve Ihité devadesati (90) dni oda
dne, kdy CRO obdrii Zaznam subjekiu
hodnocenl vypinédny v souladu s &lankem 5.2
vyie. CRO koneinou platbu uskuleénl, az
budou vyfeSeny viechny dotazy a nejasnosti
sohledem na (daje vzdznamech subjekid
hodnoceni.

Odména bude vypldcena:

Jméno/nazev piijemce:
Fakultnl Nemacnice Bmo
Adresa piijlemce:

ngavska 20, 625 00 Brno, Ceska republika
o]

65268705

DIC:

CZ65269705

IBAN pro platby v Ké:
CZ550100000000007 1234621
SWIFT:

KOMBCZP

Varlabilni symbol:

11672015 (nebo cislo faktury)

Nézev banky: .

Komercni banka, a.s., poboéka Brno-mésto
Adresa banky:

namésti Svobody 21,

631 31 Brno, Ceska republika

(da'le jen ,[Prijemce platby").'

m- o
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13.1.6

13.2

13.21

13.2.2

13.3

13.3.1

The Institution acknowledges and agrees that
the Payee is \he proper payee under this
Agreament. If the Institution wishes to be paid
via bank transfer it must complete the
Beneficiary Form attached at Appendix 3
hereto.

Billing address (involce should be issued
on):

Shire Human Genelic Therapies, Inc
cfo ICON Clinical Research Limitad
South County Business Park,
Leopardstown,

Dublin 18,

Ireland

VAT ID#: |E 8201978R

in the event that Institution incurs an expense
that is subject to VAT, [nstitution shall lake
necessary sleps lo recover the VAT and pass
through for payment any VAT that could nat be
recovered. All olher taxes are included in the
sums slaled in Appendix 1.

For the avoidance of doubt all intemational
bank-to-bank wire ransfers of the payments
shall be made with SHA disposition, hence the
payer's bank feas are billed 1o the payer, while
the payee's bank fees as well as fees of
intermediary banks are billed to the payee.

Non-Payment

Unless otherwise agreed in writing CRO shall
make no payment for palienis whom the
Investigator entered inte the Sludy in violation
of lthe Protocol {i.e., the patient is not a
Qualified Study Subject).

Unless otherwise agreed in wriling, no
payments shall ba made by CRO in relation to
Qualified Study Subjects wilh respect to whom
violations of the Prolocol have occurred, either
for visits at which Prolocol variations occurred
of for any subsequent visits.

Relurn of Funds Upan Eardy Termination -

If the Study is discontinued for any reason it is
agreed that the amounts paid or payable under
this Section 13 shall be prorated based on
aclual work duly performed pursuant to the
Protocol in accordance with Appendix 1 to this

EU Masler CTA V1 Czech Vi
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Zdravolnické  zafizenl/Zkousejicl bere na
védomi a souhlasi, Ze Pfijemce platby je
fadnym pifiemcem platby dle této Smiouvy.
Pokud si Zdravolnické zafizeni pieje, aby mu
platby byly poukazovany  bankovnim
pfevodem, musi vypinit formuldf Bankovni
detaily pfijemce, ktery tvofi Prilohu €. 3 této
Smtouvy,

Fakturaéni adresa bude vystavena na
platce:

Shire Human Genetic Therapies, Inc
¢/0 ICON Clinical Research Limited
South County Businress Park,
Leopardstown,

Dublin 18,

Irsko

DIC: IE 8201978R

V piipadd, 28 Zdravolnickému zafizeni
vzniknou naklady podiéhajlci DPH,
Zdravotnickeé zafizeni u€inf pfiméfend kroky ke
zngvunabytl tohoto DPH a poZida si o
proplaceni pouze toho DPH, kieré nebylo
schopné znovu nabyt. Veskerd ostalni dana
jsou zahmuty v ¢astkach uvedenych v piiloze
1.

Za uéelem vylougeni pochybnosti budou
viechny mezibankovni bezholovostni pfevody
zaddvany s SHA dispozici, na zdkladé kiera
platce hradi poplatky banky plaice, zatimco
pifjemce hradi poplatky banky pfijemce, popf.
zprostiedkujicich bank,

Neuskute¢nénl platby

Pokud neni pisemn& dohodnuto jinak, CRO
neuskuteéni Zadnou platbu za pacienty, které
ZkouSejic/ zafadil do Sludie porusenim
Prolokolu (1., pacienty, kiefi nejsou Zpisabilym
studijnim subjekiam).

Pakud neni pisemné dohodnuto jinak, CRO
neuskuteéni Zddnou platbu ykajici se
zpisobilych studijnich subjekty, v souvislosti
s nimiz doslo k poruseni Protokolu, bud pfi
vizitach, béhem nichz v Pratokolu vznikly
odchylky nebo pfAi jakychkoliv naslednych

. vizitdch,

Vréceni finanénich prostfedkd v pripadé
piedéasného Ukonceni

Pro piipad, Ze je Studle z jakéhokoliv ditvadu
prerusena, se smluvni sirany dohodly, ze
¢astiy hrazené nebo k uhrazeni die &ldnku 13
budou stanoveny pomémé na zékladé
skutecné fadné vykonané price die Protokolu

Pagelilﬁna 29 “35
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13.4.1

13.5

13.5.1

13.6

13.6.1

13.7

13.8

Agreemsnt. Any funds not due under this
calculation, but already pald, shall be relurned
o CRO, within thirty (30) days of the date of
termination of the Sludy.

Pags-through Costs

CRO agress to pay the pass-through costs set
out in Appendix 1 upon pravision of an invoice
and of adequale written evidence from the
Institution of the expenses incurred, provided
that Instilution provides CRO with such writien
evidence within ninety (90) days of the cost
being incurrad.

All costs

The payments listed above and more iully
describad in Appendix 1 represent all Sludy
cosls, and no other moneys shall be payable
upon terminalion or otherwise, unless
amended by means of a wrilten amendment
signed by afl Parties hereto.

Budget Non-Disclosure

To the extent possible under the Applicable
Regulations/Laws and other applicable law, the
institution shall considar all budget intormation
as confidential and shall discuss such
information exclusively with CRQ and/or the
Sponsor, Any discussion of this Agreement or
its budget terms by the institution/tnvestigator
with any third party may be lreated by Sponsor
as an irremediable breach for the purposes of
Section 10.3.1.5 above, unless such disclosure
Is required under applicable law or under an
order issued by a Regulalary Authority.

All Invoices pertaining to the Study should
be addressed to:

Shirs Human Genetic Theraples, Inc.
c/o VCON Clinical Research Limited
Investigator Paymenis Group

Study ralf# 238/182, Site refit 013

South County Business Park,
Leopardsiown,

Dublin 18,

Ireland

The invoices shall be issued by the Inslitution
upon receipt of the announcement provided by

EU Master CTA V1 Czech V1
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vsouladu sPfilohou & 1 télo Smlouvy.
Jakékoliv finanéni prostfedky, které dle tsto
kalkulace nejsou splaing, ale byly jiZ
zaplaceny, budou CRO vraceny ve Ihuta (30)
dni od data ukongeni Studie.

Priibé2né nakiady

CRO souhlasl, Ze bude hradit pribézné vznikié
néklady stanovené v piiloze £. 1 na zakladé
prediozenf faktury a adekvatniho pisemneho
dokladu ze strany Zdravotnického =zafizeni,
prokazujictho vznik G&tovanych nakladd, a to
za predpokladu, 2 CRO obdrzi od
Zdravoinicksého zafizen! odpovidajici plsemné
doklady o vzniku nakladi do devadesati (S0)
dnf od vaniku téchto nékladi.

Veskerd naklady

Platby uvedend wvySe, klaré jsou piesnéji
popsany v Pifloze & 1, pfedstavuji vedkeréd
naklady souvissjici s Klinickym hodnocenim a
3adné daldi finanéni prostfedky nebudou
hrazeny po jeho ukonZeni ani jinak, pokud
nebude stanoveno dodatkem k téla smlouvé,
podepsaném viemi Stranamil.

Nezvefeinéni rozpodétu

V rozsahu pfipustnam dle platnych
pfedpisi/zakon( budse Zdravotnické
zaflzenifZkousejici povaiovat veskerd

informace o rozpodtu za divémé a tyto
informace projedna vyhradné se CRO a/nebo
Zadavatelem. Jakékoliv projednani této
Smlouvy nebo podminek rozpoétu
Zdravotnickym  zafizenim/ZkouSelicim  a
jakoukoliv tfeti stranou miZe byt Zadavatelem
povaZovano pro ucely &anku 10.3.1.5 vyse za
nenapravilelné poruden, s vyjimkou pfipada,
kde povinnost zvefejndni slanovi plaine
predpisy/zakony nebo nafizeni piisiusného
kontralnfho orgénu.

Vedkeré faktury tykajici se Studie musi byt
zaslany na adresu:
Shire Human Genetic Therapies, Inc.
c/o ICON Clinical Rasearch Limited
Investigator Payments Group
Study ref# 238/182, Site rel# 013

Sauth County Business Parle,
Leopardstown,

Dublin 18,

Irsko

-

Faktury budou vystaveny Zdravotnickym
zafizenim na zakladé abdrZzeného oznamen,
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13.10

14

14.1

1414

14.2

14.2.1

the CRO / Sponsor with tha list of items, which
have been approved as eligible for invoicing
and compensatlion (the Statement of Wark),
The invoice will be created within 15 days from
the date of receipt of this notification by the
Institution (which day is also regarded to be the
date of taxable supply).

Invoices will not be processed unless lhey
reference the Sponsor name, Protocol name,
ICON study code, the Site number and
Investigator. After receipt and verification,
reimbursement for invoices will be included
wilh the next ragularly scheduled payment, In
case of delayed {past dus) payment the
Institution is entilled to charge tha late-payment
{overdue) interest at a rate as sat by law,

Fair Market Valye.
The Parties acknowledge and agree that the

compensation and support provided by
Sponsor lo  Instiution pursuant to this
Agreement reprasents the fair market value for
the services conducted by Institution, has been
negotiated in an arms-length transaction, and
has not been determined in a mannar that
takes into account the volume or value of any
referrals or other business otherwise generated
between Sponsor and Institution.  Further,
Investigalor  acknowledges that his/her
judgment wilh respect to his/her advice to, and
care of, each Qualified Study Subjects is not
affected by the compensation Instilution and/or
he/she recelves hareunder.

GENERAL PROVISIONS

Assigpment

The Institutionfinvesligator may not assign
its/his or her rights and/or delegate is/his or
her obligations under this Agreement without
Ihe prior wrilten consent of Sponsor, which
consent shall not be unreasonably withheld.
Sponsor shall have the power lo assign this
Agreement without tha Institution/investigator's
consent, but shall notify the
Institution/investigator ot this assignment in
writing.

Waiver

A waiver by eilher Parly of any lerm or
condition of this Agreement in any instance
shall nol be deemed or construed lo be a
waiver of such term or condition for any similar
instance in the fulure or any subsequent
breach hereof. All rights, remedies,
undertakings, obligations and agreements
contained in this Agreement are cumulative
and none of them shall be a limitation of any

EV Master CTA V1 Czach V1
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které poskytne CRO / Zadavalel a kterd
obsahuje seznam poZek odsouhtasenych

k fakturaci a ihradé (Sdélenl o vykonané praci)
Faktura bude vyhotovena do 15 dnii od
daruéeni toto oznamenl Zdravotnickému
zafizeni (tento den bude rovnd2 povazovan za
datum uskutecnéni 2danitelnsha pinéni).

Pokud nebudou faktury uvadét oznadeni
Zadavatele, &islo protokolu, studijnl kéd
ICONu, Eislo fesitelského centra a jméno
Zkousejiciho, nebudou zpracovany. Po piijetl a
avéieni bude fakiura proplacena v nasleduijici
pravidelng planovany den plalby. V piipadé
pozdni dhrady je Zdravotnické zaffzeni
opravnéno Uctovat urok z prodieni v zakonné
vysi.

Piimé&iend trini hodnota,

Strany berou na védoml a souhlasi s tim, Je
uhrada a podpora, kterou bude Zadavatel
poskyloval Zdravolnickému zafizenl v souladu
s foulo Smilouvou, bude pfedsiavovat
piiméfenou trzni hodnotu sluZed wvykonanych
Zdravotnickym zafizenim, kierd byla dojednana
jako objektivni transakce a nebyla stanovena
zpusobem, kiery by bral v tivahu objem nebo
hodnoiu jakéhokoli doporucen! nebo jiného
obchodu jinak smiuveného mezi Zadavatelem
a Zdravotnickym zafizenim. Zkousejici dale
bere na védomi, Ze jeho Usudek tykajici se
jeho péte a rad poskytnutych kaddému
zpisobilému studijn/mu  subjektu nenl nijak
ovlivhén uhradou, kterou Zdravotnické zafizeni
a/nebo subjekt za téchto podminek obdri,

OBECNA USTANOVEN(
Postoupen
Zdravolnické zaflzenlfZkousejici nesmi

postoupit svd prava a/nebo pievést své
povinnosti  vyplyvajici ztélo Smlouvy bez
predchoziho pisemného souhlasu Zadavatele,
piitemZ Jeho udélenl nebude bezdivodné
zamitnuto, Zadavatel je oprdvnén pievest tuto
Smlouve bez souhlasu  Zdravotnického
zafizenifZkoussjiciho, ovéem je povinen tento
pfevod pisemnd oznamit Zdravotnickému
zafizanifZkousejicimu.

Vzdani se

Vzdani se nékteré podminky této Smiouvy
kleroukoliv  strancu v jakémkoliv  pripadé
nebude povazovdno za vzdanl se lélo
podminky vjakémkoliv podobném piipadé
vbudoucnu & za nasledné porugeni této
Smlouvy. Veskera prdva, opravné prostiedky,
ujednani, povinnosti a dohody obsaZens v této
Smiouvé jsou kumulalivni a neomezuji zadny
daléi opravny prostiedek, prave, povinnost
¥ v 4
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14.3

14.3.1

14.3.11

14.3.1.2

14.4

14.4.1

14.5

14.5.1

14.6

14.6.1

other remedy, right, obligation, or agreement.
Notices

Notices under this Agreement shall be in
writing and considered sutficient if delivered
personally, sent by registered mail with retum
receipt, sent by recognized overnight courier
service, or by telefax transmission, addressed
as follows:

If to Sponsor

Shire Human Genetic Theraples, Inc.
300 Shirs Way

Lexington, MA 02421

USA

Atin: Legal Department

1 to the Institution/investigator

Fakultni nemacnice Brmo
(University Hospital Brno)

Jihlavska 20

625 00 Bmo

Czech Republic

Alteniion: Direclor
Tel: +420 532 232 000

Severabliity

The invalidity or unenforceability of any
provision of this Agreement shall in no way
afiect enforcement of any other provision of
this Agreement.

Relationship of Parties

Nolhing herein shall be construed as creating
any association, partnership, joint venture,
employment, or the relalionship of principal and
agent between the Parties, it being understood
that the Institulion/investigator is an
independent contractor, and neither Parly has
the authority to bind the other, nor the other's
representalives, in any way.

Gavernin W

This Agreement, and all disputes and/or claims
arising under this Agreement, shall be
interpreted and governed by the laws of Czach
Republic, wilhout regard to conilict of laws
principles.

Pursuant to Section 558 (2) of the Civil Code,
the Parties hereby explicitly exclude reliance
on ampwbusinesg praclices between them in

EU Master CTA V1 Czech V1
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nebo dohodu.
QOznameni

Oznameni dle 1élo Smlouvy budou uginéna
pisemné a budou povazovana za fadna, pokud
budou doruéena osobné, odeslana
doporutenou podtou s dorucenkou, expresni
kuryrni stuzbou nebo faxem na niZe uvedené
adresy:

Pakud budou adresovana Zadavatali

Shire Human Genelic Therapies, Inc.
300 Shire Way

Lexington, MA 02421

USA

Attn; Legal Depariment

Pokud budou adresovana Zdravotnickému
zafizeni/Zkouselicimu

Fakultni nemocnice Brno
Jihlavska 20

625 00 Brno

Ceska republika

K rukdam: feditele
Tel: +420 532 232 000

Casteénd neplainost

Neplatnost & nevymahatelnost jakéhokoliv
ustanoveni télo Smiouvy nebude mit v Zadném
pripada viiv na jeji dals{ ustanoveni.

Vztah smiuvnich stran

Nie viéto Smiouvéd nebude vykldddno jako
vytvofeni  jakéhokolly sdruZeni, konsorcia,
spoleéného podniku, zaméstnaneckého
peméru nebo vziahu zmocnitele a zmocnénce
mezi stranami, &m2z se rozumi, Ze
Zdravotnické zafizen(/Zkousejici je nazévisly
smiuvvnl partner a ani jedna ze siran neni
v zéddném pfipadd oprdavnéna zavazovat
druhou stranu ani jeji zastupce.

Rozhodné pravo

Tato Smlouva a vSechny spory a naroky zni
vyplyvajici budou vykladany a fizeny zakony
Ceske republiky, bez ohledu na principy kolize
pravnich norem.

Smiluvni strany timto v souladu s § 558 odst. 2
obdanského zakoniku vyslovné vyluduji pouziti
obchodnich zvyklostl ve svem pravnim styku v
souvislosti 5 touto smlouvou.
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14.7

14.7.1

14.8

14.8.1

14.9

14.9.1

14.10

14.10.1

14.11

14.11.9

connection with this Agreement.

Entire Agreement

This Agreement sels forth 1he entire
Agreement and understanding between the
Parties herslo as to the subject matter hereol.
The Parties agree fo execute this Agreement
solely in writing, and are not bound by any
covenants except for those executed in wriling.
Any prior arrangements between the Parties,
whethesr oral or written, pertaining 1o the
subject matter hereal, will not be considered
binding. None of the tarms of this Agreement
may be amended or modilied except in writing
signed by the Parties hereto.

Counlerparts

This Agreement is executed in four (4)
counterparts, of which one counterpast will
obtain Sponsor, CRO, Instilution and
Investigator.

Survival

Sections in this Agreement relating to
obligations which have accrued or are have
application beyond the ferm of this Agreament
including without limitation those relating to
confidentiality and Confidential Informaiion,
dala privacy and privacy of health information,
proposed or actual inspections by a Regulatory
Authority, publications, inteiteclual property,
indemnification and use of names and any
pravision required to interpret and enforce the
parties' rights and obligations under this
Agreement to the extent required for the full
observation and perfomance of this
Agreement shall survive any termination of this
Agreemant.

Arbitration

The Parties have agreed that the iegal
relationships arising under this agreement shall
be governed by the valid laws and regulations
of the Czech Republic. The Parties agree to
assist each other in conducting the Clinical
Study and to resolve any disputes or
dilferences of opinion aboul work procedures
and methods lhrough their usual negotiations.
The Parties take note of and agree that any
disputes which are not seltled through
cooperalion shall come wunder the sole
jurisdiction of couris of the Czech Republic.

Translation Inconsistency.

The original English version of this
Agreement has been translated into Czech. In

EU Master CTA V1 Czech Vi
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Uplnost Smiouvy

Tato smilouva vyladfuje dpiné smiuvni ujedani
a souhlas smiuvnich stan o jejim predmétu.
Smiuvn! strany se dohodly, 3a pro uzavieni
této smilouvy uZiji vyhradné pisemnou formu a
nebudou vazany, nebude-k talo forma
dodrzena. Veskaré piedchozl Gsini nebo
pisemné ujednani smluvnich stran shodujicl se
svym obsahem s obsahemn této smiouvy,
nejsou povazovany za zavazng. Podminky této
Smiouvy mohou byt dopliiovany a ménény
pouza pisemnou formou s podpisy smiuvnich
siran.
Focet vyholgven(

Tato Smilouva je vypracoviana ve &tyfech (4)
vyhotavenich, znichz po jednom paré obdr3i
zadavalel, CRO, zdravotnické zafizeni |
zkousejicl.

Trvani

Ustanovenf/ 1élo  Smlouvy  souviselici
s povinnostmi, kleré zni vyplynou nebo se
budou aplikovat po ukondeni tétc Smiouvy,
véetné, nikoliv vSak wyluénd, pavinnostl
souvisgjicich s micenlivosti a davémymi
informacemi, ochranou osobnich Gdajt a
ochranou zdravotnich Informaci, inspekcemi
Kontrolniho Gfadu, zvefejnénim informaci,
duSevnim vlastnictvim, nahradou sSkody a
uzivanim jména obchodni lirmy a jakymikol
dalsimi ustanovenimi, ktera jsou nezbyina pro
vyklad a uplatdovani prav a povinnostf
smluvnich stran dle 1éto Smlouvy v rozsahu
pozadovaném za uéelem  komplexniho
dodrzovéni a pinén této Smiouvy, budou trvat i
po ukonéeni Smiouvy.

Smirdi fizeni

Smiuvni strany se dohodly, Ze pravni vztahy a
poméry vzniklé z télo Smiouvy se fidi plainymi
zékony a predpisy Ceske republiky. Smiuvni
strany se zavazuji pfi provadéni klinického
hodnocen! si vzajemnd pomdhal a pfipadné
spory a rozdilnost ndzorl na postup a zpusob
praci fedit smimym jedndnim abvyklym u
smiuvnich stran. Smiuvni strany berou na
védomi a souhlasi, 2e projednani a
rozhodovani pfipadnych spori, kieré nebudou
vyieseny smirem, bude feSeno s pomoci
pislusnych soudnich organi Ceske republiky,

Rozpory v piekiady Smiouvy

Origindlni  anglickd verze Smlouvy byla
plelozena do ceského jazyka. V piipadé
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14.12

14.12.1

14,12.2

14.12.3

14.13

the evemt of inconsistency or discrapancy
between the English version and the Czech
language version of this Agreement, the Czech
language version shall prevail.

Anli-Bribery

The Parties acknowledge lthat CRO and the
Sponsar are bound by  Applicable
Regulations/Laws including but not limited 1o
Forelgn Corrupt Practices Act (FCPA) and UK
Bribery Act. The Sponsor and CRO agree that
their actions defined in this section will not
affect the performance of their relevant dulies
hereunder.

In performing the Sludy and or services under
this Agreement, the Institution/Investigatar (and
their employees and agents) (i) agree(s) that it
has not and shall not, directly or indirectly, ofter
io make, promise, authorize or accept any
payment or anything of value, including bribes,
gifls and/or donations to or from any pubiic
official, Regulatory Authority or anyone else for
the improper purpose of influencing, inducing
or rewarding any act, omission or decision in
order to secure an improper advaniage,
including to obtain or retain business; and (ii)
shall comply with all applicable anti-corruption
and anti-bribery laws and regulations. The
Institution/Investigator shall notify CRO and
Sponsor immediately upon becoming aware of
any breach undas this Seclion.

For the purpose of ensuring compliance with
Applicable Regulalions/Laws, the
Institution/Investigator agree(s) that Sponsor or
its designee shall have the sight to conduct an
investigation or audit of the
Institution/investigator during the lerm of this
Agreement to monilor compliance with the
terms of this Seclion. The
Institution/Investigator shall cooperale fully wilh
such investigation or audit, the timing of which
shall be at the sole discretion of Sponsor.

Force Majsure.

In the event either Parly shall be delayed ar
hindered in or prevented from the performance
of any act required hereunder by reasons of
strike, lockoutls, restriclive government of
judicial orders or decrees, riols, insurreclion,
war, Acts of God, inclement weather, or other

EU Master CTAV1 Czech' V1

Sile 013

INAL, 03Aug2015

jakychkoli rozporll mezi Zeskou a anglickou
varzi Smlouvy ma piednost ceska verze.

Protikorupéni ustanoveni

Strany berou na védomi, e CRO a Zadavatel
studie jsou povinni dodrZoval platne
piedpisy/zakony, mimo jiné americky zakon
proti korupénim praktikdm v zahraniél (Faraign
Corrupt Praclices Act (FCPA)) a britsky zakon
proti korupct a dptatkarstvi (UK Bribery Act).
Zadavatsl a CRO se zavazuji, Ze jejich jednani
vymezené v tomio oddile, nebude mit viiv na
vykondvani prisiusnych povinnosti podie této
Smilouvy.

Zdravotnické  zafizeni/ZkouSejlcf  (ajejich
zamésinanci a zastupci) potvrzujl, Ze pii
provadéni studie asluzeb sjednanych v této
Smiouvé (i} pfimo ani nepilme nenabidnou,
nepfisiibl & neschvali jakoukoli platbu ani
jakykoli hodnolny dar, tedy mimo jiné uplatky,
dary apozomosti, stdtnim  ufednikum,
regulaénim orgdnim ani komukoli jinému
s citem podvodné avlivnit, motivovat ¢i odménit
jejich jednani, rozhodnuti nebo benevolencl za
ucelem dosaZeni netesine vyhody, napiiklad
zlskani zakazky & prodiouZenl spoluprace, Ze
takovélo platby & dary od uvedenych subjekid
nepiijmou aZe se lakového jednani
vsouvislosti se sludii * nedopustii  ani
v minulosti a (i} 26 budou dodrfovat veskeré
platné protikorupéni zdkony a pfedpisy. Tyto
ostatni smiuvni strany se ddle zavazuji, Ze
budou ojakémkali poruSeni povinnosti
definovanych v tomio oddile, o némz se dozvi,
bezodkladné informovat CRO iZadavatele
studie,

Zdravotnické zaffzeni / Zkousejic! v zdjmu
zajisténi dodriovani platnych pfedpisi/zakonu
uzndvalf, Ze Zadavate! & jim povéfena osoba
jsou po celou dobu platnosti télo Smlouvy
opravnéni - provadét Seffeni &  audil
Zdravoinického  zafizeni [/ Zkou3ejiciho,
akontrolovat tak dodrzovanfi podminek
stanovenych vtomlo oddile. Ostalni smluvni
slrany budou v prubdhu 3etfeni & audity,
jejichz nagasovani je zcela vkompetenci
Zadavatele, ping spolupracovat. i

Vyasi moc.

V piipadé, fe nékiera smiuvni sirana bude
v prodleni s provedenim néklerého ukonu die
této smiouvy, jeji pinéni bude ztizeno nebo
znemoZnéno v disledku  stavky, vyluky,
omezujicich nafizeni nebo pfedpisd statnich
organt nebo soudu, nepokojt, povstani, valky,
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similar reason or a cause beyond such Party's
reasonable control and without the fault or
negligence of such Parly (“Force Majeure”),
then such delay in performance shall be
excused for the period of such Force Majeure,
Any timelines affected by such Force Majeure
shall be extended for a period equal 1o that of
the delay, provided that, should any delay
continue for more than sixty {60) days, either
Party may terminate this Agreement
immediately upon writlen notice. Written notice
of the start and stop of any such Force Majeure
shall be provided to the other Party,

IN WITNESS WHEREQF, the parties have
caused this Agreement {o be executed by their
duly authorized representatives to be effective
and valid as of the date of the signature by all
contraciual parties.

SHIRE HUMAN GENETIC THERAPIES, INC.

Date:

Name:
Title:
Sponsor Signatory

INSTITUTION:

Date:

MUD?. Roman Kraus, MBA
director
Institution Signatory

INVESTIGATOR:

Lok Epdl™

Date:

Investigator Signature

EU MasterE TA N1 Capch V1
Site 013 FINAL. 03Aug2015

Zivelni uddlosti, nepfiznd poéasl, &i z jiného
obdobného divodu & pfiginy, kterou dand
smiuvni strana nemiiZze piiméfend ovlivnit, a
bez zavinéni nebo nedbalosti télo smiuvni
slrany (dale jen .vy$sl mac’), pak bude
ZpoZdéni plnéni po dobu trvani udalosti vyssi
moci omluveno. Veskeré terminy ovlivnéna
vy551 moci budou posunuty o dobu trvanl vy3si
moci, ovdem s tim, Z2e bude-ii odkiad trvat vice
nez Sedesal (60) dnd, muZe kterdkoli smiuvni
strana od teto smlouvy s okamzitou platnosti
pisemné odstoupil. Smluvni strana postizena
vy$8l moci musi o za€atku a konci uddlosti
vy55( moci plsemné informovat druhou smiuvni
stranu,

NA DUKAZ TOHO byla tato Smlouva
podepsana adné zmocnénymi zastupci
smiuvnich stran a nabyva déinnosti a platnosti
dnem podpisu viemi smiuvnimi stranami.

SHIRE HUMAN GENETIC THERAPIES, INC.

Datum :

Jméno:
Funkce:
Zéslupce Zadavatele

ZDRAVOTNICKE ZARIZENI:

Datum: i g !, !=
7 1

MUDr. Roman Kraus, MBA
feditel
Zastupce Zdravotnického zafizeni

. ZKOUSEJiCi:

Datum: ‘7,"1'[/ ‘“‘{;/'(’

! 7

Podpis Zkousejiciho
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The Sponsor's Represenlation

With regards to the Budget incorparated herein,
based on which the Institution shall receive
compensations for services provided in
connection with the Study, and bearing in mind
the general principle of transparency pertaining
to lhe terms and conditions thereof, and as
agreed belween the Paries hersol, the
Sponsor represents that
() respecting the concerns and wishes of the
Investigator and his Study team co-
workers il has been agreed and approved
that for certain payments to the institution
an increased overhead in amount of
+113% shall be applied. This increase Is
pertaining lo  paricular  payments
stipulated in this Budget that are
considered, inter alia, to be used as a
direct source of funds intended for the
remuneration of employees of the
Institution participating in the conduct of
the Sludy according to this Agreement
{particularly assuming for compensation of
the Investigator and his co-workers, i.e.,
tha clinical study team members), and
which funds will be ulilized by (he
Institution for that intended purpose under
Institution’s closs  supervision and
consistently with ils mandatory inlernal
directive applicable for budget splitiing,
and that
(i) the Site Budget has been adapled in that
way in order to compensate for
considerable decrease of the nel payouls
of the Institution's employees, that incur 10
the employeas as result of the taxation
principles required by law and addilional
deawais o andalory deductions,
8s an emplyer
organiBSiRR oA g calculation
of its employges’ gross salaries before
they are yet to be paid out. Furthermore,
the Study-related remunerations, which
subsequenlly became part of the gross
wedge, are subject to additional taxation
upon payment to the employee.
The approach applied for the calculation of the
Site Budget has been documented in the
foliowing tables  and for reference purposes
included hersin a paymenls increased by
been agreed upon and
the Investigator as sufficient

net compensalion of the clinical study leam
upon all taxes and deductions baing imposed
on the payment prior lo its payout.

ProhiaSeni Zadavalele

Za ucelem zajidténi maximaini transpareninosti
pravidel a podminek tykajlcich se tohoto
Rozpottu, na kierych se smiuvnl strany dohodly
a na zakladé kiterych budou Zdravotnickému
zaiizeni hrazeny sluiby zajisfované v souvislosti
s louto Studii, Zadavatel pronhladuje, Ze
() bylo dojedndno a schvaleno, ze u viech
uhrad souvisejicich se Sludii uvedenych
vtiomto Rozpoéiu, kieré jsou povaZovany
mimao jiné za 2droj prostiedka bezprostiedné
uréenych  k odméfiovanl  zaméstnanci
Zdravolnického zafizeni podilgjicich se na
provadéni Sludie podie této smiouvy {lyka
sa predevsim Zkoudejiciho a jeho kolegd,
élent kinického studijniho tymu) a ktere
budou klomuto uelu za disledného
dahledu  Zdravolnického  zafizeni a
v souladu se zavaznou vnilfni smémici pro
daleni rozpodtu vramci Zdravotnického
zafizeni pouZity, byly tyto pfisludng Ghrady
Zdravolnickému  zafizenl na pfani a
vzhledem k obavam Zkoudejictho a jeho
tymovych spolupracovnikl  navyseny ©
113% (.overhead"), a Ze
() rozpogel centra byl takio upraven za ucelem
nastaveni vyse plateb tak, aby pii uplalnéni
zékonem  pozadovanych podminek a
pravidel, kterymi se musi Zdravotnicke
zatizeni fidit pfi vypoétu &istych mezd svych
zamésinancd, byl kompenzovan vyznamny
finanéni Ubylek na vypldcenych odméndch
{v ramci cisté mzdy) souvisejici
suplatnénym  zplsobem  zdanéni a
adpodtem dalsich pavinnych odvodl, které
je Zdravotnické Zafizeni jakozto
zamésinavatel povinné odvést 2 hrubé mzdy
jesteé  pieesisiic jplacenim  svému
zameéstnafiti, IO faiicl e Sludie,
kieré budou JRatSfaasts ahrnuté
do hrubé mzdy zaméstnance, padnems]l pote
dalsimu fadnému zdandn{ odvadénému
2 hrubé zaméstnanecké mzdy pii vyplaté.
Postup pouZity pii kalkulaci rozpodlu e
dokumenetovén v nasledujicich tabulkovyeh
prehledech, klerd jsou pro referenéni ucely
zafazeny mezi piilohy 180 smiouvy. NavySens
vhrady byly vzaty na védomi ZkouZejicim a’
odsouhlaseny jako postadujici k umoZnéni

piiméfeného a  odpovidajiciho cisteho
ohodnoceni pmc‘ho Studijniho
tymu po uplatnéni vych srazek a
iS5 Rk — LS i

vlastnim vyplacenim v ramci isté mzdy.




