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SMLOUVA O KLINICKEM HODNOCENI

Tato Smlouva o klinickém hodnoceni (,Smlouva®) byla
uzaviena dne [l (‘Datum platnosti’) mezi:

Chiltern International, s.r.0., Business Centrum Zvélesi,
budova A2, Pod Visfiovkou 31/1661, 140 00 Praha 4, Ceska

republika, IC: 281 78 777, zastupovana jednatelem
spoleCnosti  MUDr. Dariuszem Walachem, (dale jen
,Chiltern®);

a

Fakultni nemocnice Hradec Kralové, Sokolska 581, 500 05
Hradec Kralové — Novy Hradec Kralové, zastoupena prof.
MUDr. Romanem Prymulou, CSc., Ph.D., feditelem, IC:
00179906, DIC: CZ00179906, (dale jen ,Poskytovatel”)

a

B <inika onkologie a radioterapie Fakultni

nemocnice Hradec Kralové, Sokolska 581, 500 05 Hradec
Kralové — Novy Hradec Kralové, (dale jen ,Zkousejici®)

Jelikoz jsou spole¢nost Chiltern, Poskytovatel a ZkouSejici
zde déle oznacovani jednotlivé jako ,Strana“ a spole¢né jako
,Strany*;

Jelikoz spolecnost Chiltern jedna jakozto smluvni vyzkumna
organizace, jak je stanoveno ve smérnicich ICH-GCP 1.20,
jako nezavisla smluvni strana spolecnosti SOTIO a.s.,
Jankovcova 1518/2, Praha 7, Ceska republika, 17000,
registrani Cislo 24662623, zapsana v obchodnim rejstfiku
vedeném u Méstského soudu v Praze, oddil B, vlozka &.
16136 (,Zadavatel”), aby Zadavateli poskytla pomoc pfi
provadéni klinické vyzkumné studie (,Studie”) popsané nize:

CLINICAL TRIAL AGREEMENT

This Clinical Trial Agreement (“Agreement’) is made on
(“Effective Date”) by and among:

Chiltern International, s.r.0., Business Centrum Zalesi,
Building A2, Pod Visnovkou 31/1661, 140 00 Praha 4, Czech
Republic, Company No.: 281 78 777, represented by the
Executive Manager of the company MUDr. Dariusz Walach,
(hereinafter referred to as “Chiltern”);

and

University Hospital Hradec Kralové, Sokolska 581, 500 05
Hradec Kralové — Novy Hradec Kralové, represented by prof.
MUDr. Roman Prymula, CSc., Ph.D., director, Identification
No.: 00179906, VAT No.: CZ00179906, (hereinafter referred
to as “Provider”)

and

B Cinic of Oncology and Radiotherapy,

University Hospital Hradec Kralové, Sokolska 581, 500 05
Hradec Kralové — Novy Hradec Kralove, (hereinafter referred
to as “Investigator”)

Whereas, Chiltern, Provider and Investigator are hereinafter
referred to individually as “Party” and collectively as
“Parties”;

Whereas, Chiltern is acting in its capacity as a contract
research organization as defined in ICH-GCP 1.20 as an
independent contractor of SOTIO a.s., Jankovcova 1518/2,
Prague 7, Czech Republic, 17000, registration number
24662623, registered by Municipal Court in Prague, Part B,
Insert No. 16136 (“Sponsor’) to assist Sponsor in
conducting the clinical research study (“Study”) detailed
below:

Studijni lék: DCV AC/PCa (dale jen ,Studijni lék®)
Nazev Randomizovana, dvojité zaslepena,
protokolu: multicentricka klinicka studie faze Il s

paralelnimi skupinami ovefujici
Ucinnost a bezpeénost DCV AC/PCa
ve srovnani s placebem u pacientll s
metastazujicim kastracné rezistentnim
karcinomem prostaty indikovanym k
chemoterapii prvni linie (Upiné znéni,
jak vyplyva z pozdéjSich zmén,
dopinéni a Uprav, a uvadéném zde

Study DCV AC/PCa (hereinafter referred to as
Drug: “Study Drug’)
Protocol | A Randomized, Double Blind, Multicenter,
Title: Parallel-group, Phase Il study to evaluate
efficacy and safety of DCV AC/PCa versus
Placebo in Men with metastatic Castration
Resistant Prostate Cancer eligible for |" line
chemotherapy as amended from time to time
and incorporated herein by reference
(hereinafter referred to as the “Protocol”)
Protocol | SP005 known as “Viable”
Number:
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odkazem (déale jen ,Protokol)
SP005 pod nazvem ,Viable*

Cislo
protokolu:
Jelikoz ma Poskytovatel prostory, vybaveni a zdroje k
provedeni Studie, a spoleCnost Chiltern si preje zapoijit
Poskytovatele do Studie za Uéelem zhodnoceni Studijniho
léku;

Jelikoz je ZkouSejici podrobné obeznamen se smérnicemi
ICH GCP a ma znalosti a zkuSenosti k provedeni Studie a
spolecnost Chiltern si pfeje, aby byl ZkouSejici zapojen do
Studie;

Jelikoz ma Poskytovatel a ZkouSejici zajem na U&asti ve
Studii za Ucelem jejiho provedeni;

Nyni proto zde Strany dohodly nasledujici:

1. PROVADENI STUDIE

(a) Poskytovatel a ZkouSejici prohladuji, Ze maji
zkuSenosti, schopnosti, vybaveni a dostateCnou populaci
subjektl a zdrojl, véetné, ale bez omezeni, dostatetného
poctu vySkoleného personalu se zkuSenostmi v provadéni
klinickych  hodnoceni a se sméricemi ICH-GCP
(,Vyzkumny personal, pficemz tento vyraz bude za Ucelem
vyhnuti se jakymkoli pochybnostem zahrnovat zkou$ejiciho
a vSechny spolupracujici osoby, které jsou zapojeny do
Studie a jsou zaméstnanci Poskytovatele, mimo jiné vcetné
personalu lékarny, radiologie, patologie, kardiologie a
oSetfovatelského personalu), k pfesnému, efektivnimu a
véasnému provedeni Studie profesionalnim a Ffadnym
zplisobem, a po celou dobu vynalozi nalezitou pééi a
poskytnou potiebny personal a vybaveni k provedeni Studie
uvedené v této Smlouvé takovymto zplisobem.

(b) ZkouSejici a Poskytovatel prohladuji, Ze spolu s
Vyzkumnym personalem Poskytovatele provedou Studii v
prostorach Poskytovatele a budou nélezité plnit zavazky
plynouci z této Smiouvy.

(c) Poskytovatel a ZkouSejici prohladuji, ze se
nezucastni zadné jiné studie, ktera by jim svou povahou
zabrafovala v pinéni zavazkd plynoucich z této Smlouvy.
Poskytovatel a ZkouSejici souhlasem s podminkami této
Smlouvy a poskytovanim sluzeb pro spolecnost Chiltern
prohladuji a zaruCuji, Ze nejsou v rozporu s zadnymi
podminkami jakékoli smlouvy o poskytovani sluzeb ¢i pracovni
smlouvy s Zadnou jinou osobou ¢&i entitou.

(d) Pokud jsou podminky této Smiouvy a Protokolu v
rozporu, budou rozhodujici podminky Protokolu, co se tyCe

Whereas, the Provider has the facilities, equipment and
resources to undertake the Study and as such Chiltern
wishes to engage the Provider to conduct the Study to
evaluate the Study Drug;

Whereas, the Investigator has a detailed understanding of
ICH GCP Guidelines, the knowledge and experience to
undertake the Study and Chiltern wishes to engage the
Investigator to conduct the Study;

Whereas, Provider and Investigator desire to participate in
conducting the Study;

Now, therefore, the Parties hereto agree as follows:

1. CONDUCT OF THE STUDY

(a) Provider and Investigator represent that it’he/she
has the experience, capabilities, equipment, and adequate
subject population and resources, including but not limited to
sufficient appropriately trained personnel with experience in
clinical trials and ICH-GCP (“Research Staff’, which term,
for the avoidance of doubt shall include all persons who have
involvement in the Study and who are employees of the
Provider including but not limited to pharmacy, laboratory.
radiology, pathology, cardiology and nursing staff) to
accurately, efficiently and expeditiously perform the Study in
a professional and competent manner and will utilize due
diligence and devote the necessary personnel and
equipment at all times to perform the Study hereunder in
such manner.

(b) The Investigator represents that he/she, and the
Provider represents that it, along with the Provider's
Research Staff, will conduct the Study at the Provider and
will fulfill the obligations hereunder as appropriate.

(c) Provider and Investigator represent that neither shall
participate in any study which by its nature will prevent
it/him/her from fulfilling its/his/her obligations hereunder. By
agreeing to the terms and conditions of this Agreement and
performing the services for Chiltern, Provider and Investigator
represent and warrant that it/he/she is not in violation of any
terms and conditions of any agreement for services or
employment with any other individual or entity.

(d) To the extent terms and conditions in this Agreement
and the Protocol conflict, the terms and conditions of the
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védeckych a lékafskych otazek, souhlasu subjektt a jakychkoli
jinych zaleZitosti pfimo souvisejicich s provadénim Studie a
vedenim zéznam( (napf. formulafe pro zéznamy subjektl
hodnoceni) vztahujicich se k vySe uvedenému, a ustanoveni
hlavni ¢asti této Smlouvy budou rozhoduiici, co se tyce vSech
dalSich zalezitosti.

(e) Jakékoli zmény ¢&i dodatky Protokolu musi byt
Zkousejicim, Poskytovatelem, Zadavatelem a pfislusnym
organem odpovédnym za schvalovani provedeni Studie (,EK")
schvéleny pisemné predtim, nez takové zmény ¢&i dodatky
vstoupi v platnost. Bez ohledu na vySe uvedené, pokud budou
obecné platné normy klinického vyzkumu a lékarské praxe
tykajici se vyhod, télesného i dusevniho zdravi a bezpe¢nosti
subjektli béhem pinéni této Smlouvy vyzadovat odchyleni od
Protokolu, budou dodrzovany tyto normy. V takovém pfipadé
musi Strana, kterd si je védoma faktl, jez podporuji vySe
uvedené odchyleni, poskytnout druhé Strané nejprve Ustni
vyrozumeéni a poté pisemné potvrzeni, jakmile si bude vyse
uvedena Strana téchto faktdl védoma.

(f Poskytovatel souhlasi stim, ze vramci Klinického
hodnoceni provede oficialni screening a randomizaci subjektd
pouze poté, co spoleCnost Chiltern Poskytovateli pisemné
potvrdi (coZ Ize provést prostfednictvim e-mailu), Ze jsou k
dispozici veskeré nezbytné dokumenty, jak je stanoveno ve
smérnicich ICH-GCP nebo odpovidajicich norméach.

2. PLATNY ZAKON
Poskytovatel a ZkouSejici budou Studii provadét v souladu s:

(a) Protokolem;

(b) touto Smlouvou;

(c) pisemnymi pokyny od Zadavatele nebo spole¢nosti
Chiltern (,Pokyny*);

(d) pFislusnymi profesnimi normami lékafské praxe;

(e) vSemi platnymi mezinarodnimi, federalnimi, statnimi
a mistnimi zakony, zejména zak. & 3782007 Sh., ¢.
372/2011 Sb., smérnicemi, pravidly a pfedpisy véetné, ale
bez omezeni:

(i) smérmic ICH-GCP (CPMP/ICH/135/95) spolu s
dalSimi poZadavky spravné klinické praxe, které
jsou stanoveny ve vnitrostatnim pravu dané zemé,
ve které je Studie provadéna;

(i)  doporuceni Helsinské deklarace Svétové lékarské
asociace poskytujici smérnice lékarfim zapojenym
do biomedicinského vyzkumu zahrnujiciho lidské
U¢astniky, v platném znéni;
vSech platnych mezinarodnich a federalnich
zakon(l, zakonik(, pravidel a predpisd tykajicich
se soukromi a bezpecnosti osobnich informaci;
zakona ¢. 101/2000 Sb., o ochrané osobnich
udaju

(i)

(v)

Protocol shall control with respect to scientific, medical, subject
consent, and any other issues directly relating to the conduct of
the Study and keeping of records (e.g. case report forms)
associated therewith, and the provisions of the main body of
this Agreement shall control with respect to all other issues.

(e) Any alterations of, or amendment to, the Protocol
must be approved in writing by Investigator, Provider,
Sponsor, and the appropriate body responsible for approving
the implementation of the Study (“EC/IRB”) prior to such
alteration or amendment becoming effective. Notwithstanding
the foregoing, if in the course of performing this Agreement,
generally accepted standards of clinical research and medical
practice relating to the benefit, well-being and safety of the
subjects require a deviation from the Protocol, such standards
will be followed. In such case, the Party aware of the facts
supporting said deviation shall notify the other Party by verbal
notification followed by written confirmation, as soon as the
facts are known to said Party.

(f) Provider agrees to perform formal subject screening
and randomisation for the Study only after Chiltern has
confirmed in writing (which could be via email) to Provider
that all essential documents, as defined by ICH/GCP or
equivalent standard, are in place.

2. APPLICABLE LAW
Provider and Investigator shall conduct the Study in
accordance with:

(a) the Protocol;

(b) this Agreement;

(c) written instructions from Sponsor or Chiltern
(“Instructions”);

(d) relevant professional standards of medical practice;

(e)  all applicable international, federal, state and local
laws, especially Law. No. 378/2007 Coll. and 372/2011 Coll.
guidelines, rules and regulations including but not limited to:

() ICH-GCP  Guidelines  (CPMP/ICH/135/95)

together with such other good clinical practice
requirements as are specified in local national law
where the Study is being performed;

(i) the Declaration of the Helsinki World Medical
Association Recommendations Guiding
Physicians in Biomedical Research Involving
Human Subjects, as amended;
all applicable international and federal laws,
codes, rules and regulations concerning the
privacy and security of personal information;

Act No. 101/2000 Coll., on the Protection of
Personal Data
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Na konci Studie, bez zbytecné prodlevy, ucini Poskytovatel a
ZkouSejici pisemné prohlaseni o dodrzovani smérnic GCP,
zplisobem, na kterém se vechny Strany dohodnou, ve
kterém se zavadZou, Ze budou dodrzovat platné zakony,
pravidla a pfedpisy (véetné smérnic ICH GCP).

3. SOUHLAS ETICKE KOMISE

Poskytovatel a ZkouSejici nezahdji Studii, ani neprovedou
nabor Zadného subjektu, dokud pfislusny organ a pfislusna
EK neschvali Protokol, Formulaf informovaného souhlasu
(,ICF*) a materidly tykajici se naboru subjektl, pokud je
potfeba, a spoleénost Chiltern neobdrzi pisemnou kopii
tohoto souhlasu. Jakékoli zmény nebo dodatky Protokolu
musi byt schvaleny Poskytovatelem, ZkouSejicim, EK a
Zadavatelem predtim, nez takové zmény ¢&i dodatky vstoupi
v platnost. Poskytovatel ani Zkou3ejici nesmi provadét Studii
podle Zadného dodatku Protokolu, dokud tento nebude
schvalen pfisluSnymi organy a EK.

4, POVINNOSTI

(a) Podplaceni a korupce

Poskytovatel ani Zkou3ejici nesméji pfimo & nepfimo
zaplatit nebo slibit, Ze zaplati, nebo schvalit platbu jakékoli
Castky nebo poskytnout nebo slibit, Ze poskytne nebo
schvali poskytnuti ¢ehokoli cenného, Z&dné osobé nebo
entité, at' jiz vl&dni, kvazivladni nebo soukromé, za ucelem
ziskani nebo udrZzeni zakazky nebo zajiSténi nezakonné
vyhody pro spole¢nost Chiltern nebo Zadavatele. Zkousejici
ani Poskytovatel nesméji pfimo Ci nepfimo pfijimat nebo
Zadat o penize nebo o nic cenného od Zadné osoby nebo
entity, at jiz vladni, kvaziviadni nebo soukromé, za ucelem
zajisténi nezakonné vyhody pro takovou osobu nebo entitu.
ZkouSejici ani Poskytovatel neucini Zadné kroky, které by
mohly spoleCnost Chiltern nebo Zadavatele v souladu
s jakymkoli  platnym zékonem u€init odpovédnou za
zabranéni podvodu, korupce, vydirdni, prani Spinavych
penéz a/nebo terorismu.

(b) Povinnosti Zkousejiciho

ZkouSejici souhlasi s tim, Ze vynaloZi své nejlepsi Usili na to,
aby pfesné a efektivné vykonaval praci vyplyvajici z této
Smlouvy, pfiemz tyto &innosti budou zahrnovat, ale
nebudou omezeny na nasledujici:

(i) uplatiiovani nezavislého Iékarského posudku, co se
tyCe dodrzovani pozadavki Protokolu vSemi
Subjekty hodnoceni;

(i) nezahajovani Studie v prostorach Poskytovatele ani
na Zadném jiném pracovisti, dokud provedeni
Studie nebude pisemné schvaleno pfisluSnou EK;

(iii)ziskéni od vSech vhodnych Subjektt hodnoceni

At the end of the Study, Provider and Investigator without
undue delay will declare its compliance to applicable laws,
rule and regulations (including ICH GCP) by a written GCP
Compliance Statement, in a form to be agreed to between
the Parties.

3. ETHICS APPROVAL

Provider and Investigator will not initiate the Study or enroll
any subject until after the competent authority and the
relevant EC/IRB has approved the Protocol, Informed
Consent Form (“ICF”), subject recruitment materials, as
applicable, and Chiltern has received a written copy of such
approval. Any alterations of, or amendments to the Protocol
must be approved by Provider, Investigator, EC/IRB and
Sponsor prior to such alteration or amendment becoming
effective. Neither the Provider nor the Investigator shall
implement any Protocol amendment until it is approved by
the relevant authorities and the EC/IRB.

4, OBLIGATIONS

(a) Anti-Bribery & Anti-Corruption

Investigator and Provider shall not directly or indirectly pay or
promise to pay, or authorize the payment of any money, or
give, promise to give or authorize the giving of anything of
value to any person or entity, whether governmental, quasi-
governmental or private, to obtain or retain business or
secure improper advantage for Chiltern or for Sponsor.
Investigator and Provider shall not directly or indirectly
receive or solicit any money or anything of value from any
person or entity, whether governmental, quasi-governmental
or private, in order to secure an improper advantage to such
person or entity. Investigator and Provider will not take any
action which could render Chiltern or Sponsor liable under
any other applicable laws for the prevention of fraud,
corruption, racketeering, money laundering and/or terrorism.

(b) Investigator Obligations

Investigator agrees to devote histher best efforts to
accurately and efficiently perform the work required under
this Agreement, which efforts shall include by are not limited
to the following:

(i) exercise of independent medical judgment as to
the compatibility of each Study subject with the
Protocol requirements;

(i) notinitiating the Study at the Provider or any other
site until the implementation of the Study has
been approved in writing by the applicable
EC/IRB;
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5.

HODNOCEN

pfed jejich naborem do Studie (a/nebo dle potfeby
od jejich zakonnych zastupcl) nejaktualngjsi
formulaf ICF, opatieny podpisem a datem, ktery
1) byl schvalen EK a Zadavatelem; 2) obsahuje
text, ktery umozni regulatornim organim a EK,
které mohou pUsobit v dané zemi nebo mimo ni,
Zadavateli, spoleCnosti  Chiltern a  jejim
pfidruZzenym spoleénostem a/nebo zastupcim
Uplny  pfistup ke chranénym  zdravotnim
zaznamim a jejich pouziti véetné opravnéni ke
sbéru, pouziti, pfenosu a zvefejnéni vysledk{
Studie pro Ucely, které jsou v souladu s
informacemi  uvedenymi v informacich pro
pacienta; a 3) vysvétluje spravné pouziti
Studijniho léku pro jednotlivy Subjekt hodnoceni a
ve vyhovujicich intervalech posuzuje, zdali
Subjekt hodnoceni Fadné dodrzuje pokyny;

(iv) sbér dat za ucCelem vypInéni formulaili pro
zaznamy subjektt hodnoceni (,CRF*) v souladu s
Protokolem a ucinéni pfislusnych opatfeni k
zajisténi jejich spravnosti a Upinosti;

(v) informovani Zadavatele, spole¢nosti Chiltern a EK o
jakémkoli odchyleni se od Protokolu nebo jeho
nedodrZovani;

(vi) poskytovani véasné odpovédi na jakékoli otazky
od spole¢nosti Chiltern nebo Zadavatele ohledné
jakychkoli zaleZitosti spojenych se Studii;

(vii) v€asného informovani spoleénosti Chiltern o
jakychkoli vyznamnych zménach, ke kterym dojde
kdykoli béhem Studie, které by mohly ovlivnit
schopnost  Zkou$ejiciho nebo  Poskytovatele
provadét Studii, vCetné, ale bez omezeni, zmén v
personalu zapojeného do Studie.

Povinnosti Poskytovatele

() Poskytovatel souhlasi, ze jeho Vyzkumny
personal vynaloZi své nejlepsi usili na to, aby
pfesné a efektivné vykonaval praci vyplyvajici z
této Smlouvy, pfiCemZz tyto Einnosti budou
zahrnovat, ale nebudou omezeny na body (i) az
(vi) uvedené v Casti 4(a) vyse.

(i) Poskytovatel zajisti, aby bylo odpovidajici
pracovisté (vCetné veSkerého vybaveni, ale s
vyjimkou toho, které bude Poskytovateli
poskytnuto  spolecnosti ~ Chiltern ~ jménem
Zadavatele), nezbytné a vhodné k provedeni
Studie k dispozici.

HARMONOGRAM A POCET _ SUBJEKTU

(iii) obtaining from each eligible Study subject prior to
being enrolled in the Study (and/or from his/her
legal representatives as appropriate) the most
current signed and dated ICF which 1) has been
approved by EC/IRB and Sponsor; 2) contains
language necessary to permit regulatory agencies
and the EC/IRB, which may exist in or outside the
local country, Sponsor, Chiltern and their affiliates
and/or agents to have full access to and use of
protected health information including the
authorization to collect, use, transfer and disclose
the results of the Study for purposes consistent
with the information contained in the patient
information sheet; and 3) explains the appropriate
use of the Study Drug to each Study subject and
to review at suitable intervals whether the Study
subject is following instructions appropriately;

(iv) collecting the data to complete the case report
forms (“CRFs”), in accordance with the Protocol
and taking reasonable steps to ensure accuracy
and completeness;

(v) notification of Sponsor, Chiltern and EC/IRB of
any deviations from or failure to comply with the
Protocol;

(vi) promptly replying to any questions from Chiltern
or Sponsor regarding any matter related to the
Study;

(viiy promptly notifying Chiltern of any significant
changes that occur at any time during the Study
which may affect the Investigator or Provider's
ability to conduct the Study, including but not
limited to, changes in personnel involved in the
Study.

(b) Provider Obligations

()  Provider agrees that its Research Staff will devote
their best efforts to accurately and efficiently
perform the work required under this Agreement,
which efforts shall include but are not limited to
items (i) through (vi) listed in section 4(a) above.

(i)  Provider guarantees that the appropriate facilities
(including any equipment, but excluding those to
be provided by Chiltern on behalf of Sponsor to
the Provider) necessary and adequate for
conducting the Study are available at the
Provider.

5. SCHEDULE AND NUMBER OF STUDY
SUBJECTS
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Poskytovatel a Zkou$ejici mohou do Studie zapojit vicé

Subjektl, nez je uvedeno v tomto ustanoveni, za
predpokladu, zZe:

(a) celkovy podet Subjektli hodnoceni zapojenych do
Studie na vSech Ucastnicich se pracovistich jesté nedosahl
celkového poctu Subjektli hodnoceni planovaného podle
Protokolu;

(b) Poskytovatel a ZkouSejici maji k dispozici
dostate¢né prostory a vybaveni a kapacitu k provedeni
Studie s dalSimi subjekty zapojenymi do Studie;

(c) spolecnost Chiltern s vySe uvedenym souhlasila
pisemné;
(d) Strany souhlasi s tim, Ze veSkeré podminky této

Smlouvy se budou vztahovat i na zapojeni dalSich subjektd
do Studie Poskytovatelem a ZkouSejicim.

6. OCHRANA UDAJU
Se v8emi informacemi vSech Stran obsahujici osobni Udaje
bude zachazeno v souladu s platnymi zakony, pravidly a
pfedpisy o ochrané soukromi.

1. OSOBNi UDAJE ZKOUSEJiCiHO A
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provided that:

(a) the total number of Study subjects enrolled in the
Study among all participating sites has not reached the total
number of Study subjects to be enrolled as planned in the
Protocol

(b) the Provider and Investigator have sufficient
facilities and the capacity to perform the Study with the
additional subjects;

(c) Chiltern has agreed thereto in writing;

(d) the Parties agree that any and all terms and
conditions of this Agreement shall apply to the Provider and
Investigator’s enrollment of the additional subjects.

6. DATA PROTECTION

All information of each Party containing personal data shall
be handled in accordance with all applicable privacy laws,
rules and regulations.

1. PERSONAL DATA OF THE INVESTIGATOR AND
RESEARCH STAFF

VYZKUMNEHO PERSONALU

(a) ZkouSejici dobrovolné souhlasi se shérem a
zpracovanim osobnich dat a Udajd spojenych s jeho
odbornymi  &innostmi  (souhrnné ,Osobni informace®)
Zadavatelem a spoleCnosti Chiltern (v&etné tretich stran) pro
tyto Ucely:

() uCinit je dostupnymi pro pfidruzené spoleCnosti
Zadavatele a/nebo spole¢nosti Chiltern, narodni,
zahraniéni  a/nebo  mezinarodni  organy,
organizace specializujici se na monitorovani,
hodnoceni, audit a kontrolu klinickych hodnoceni
a/nebo registraci hodnoceného 1é€iva;

(i) identifikaci ZkouSejiciho v€etné uchovavani jeho
informaci v databazi zkouSejiciho pro Ucely
souCasnych a vybéru budoucich klinickych
hodnoceni;
dalSi souvisejici Ucely a/nebo ucely poZadované
zakonem;

(i)

(a) The Investigator freely consents to the Sponsor’s
and Chiltern’s collection (including provided by third parties)
and processing of the Investigator's personal data and
details relating to his/her professional activities (collectively
“Personal Information”) for the purposes of:

()  making them available to affiliated companies of
the Sponsor and/or Chiltern, national, foreign
and/or international authorities, organizations
specializing in the supervision, evaluation, audit,
and control of clinical trials and/or registration of
investigational product;

(i)  identification of Investigator including storing in an
investigator database, for the purposes of the
current and the selection of future clinical trials;

(i) other related purposes and/or as required by law;
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(iv) dalsi souvisejici Ucely a/nebo Ulely poZzadované
zakonem, vCetné, ale bez omezeni, zajiSténi
dodrZovani platnych zakond souvisejicich s
moznymi konflikty ohledné finanCnich otazek.

(b) ZkouSejici dale dobrovolné souhlasi s prenosem,
pouzitim a uchovavanim Osobnich informaci Zadavatelem a
spole¢nosti Chiltern pro vySe zmifiované ucely do jinych
statl a zemi, ve kterych plati méné pfisné zakony o ochrané
dat, neZ kterymi se fidi tato Smlouva.

(c) Poskytovatel potvrzuje, Ze od Vyzkumného
personalu obdrzelo veSkera nutna opravnéni v souladu s
platnymi zakony o ochrané dat za U¢elem sbéru, zpracovani,
pouziti a uchovavani Osobnich informaci pro vySe
zminované Ucely ve spojeni s touto Studii.

(d) ZkouSejici a Vyzkumny personal maji pravo

() pozadat o ziskani kopie poskytnutych Osobnich
informaci;

(i) opravit své informace;

(i) odvolat souhlas s dalSim sbérem a zpracovanim
svych Osobnich informaci, v takovém pfipadé
nebude spolecnost Chiltern a/nebo Zadavatel moci
pokraCovat v zadné Cinnosti, pro kterou byly Osobni
informace ziskany (a nasledné ucely);

zabranit dalSimu pfenosu svych informaci tfetim
stranam, u kterych maji obavy, ze nemaji
dostate¢na opatfeni na ochranu Udaji poté, co
poskytli pisemné vyrozuméni.

8. ZACHOVANi DUVERNOSTI
(a) Poskytovatel a ZkouSejici nesmi zvefejnit a
Poskytovatel musi zajistit, aby Vyzkumny personal
nezvefejnil Zadnym tfetim strandm nebo nepouZil pro zadné
jiné ucely neZ pro ucely Studie Zadné udaje, zaznamy nebo
jiné informace (dale jen souhrnné ,Informace®) poskytnuté
Poskytovateli a ZkouSejicimu  spoleCnosti  Chiltern,
Zadavatelem, Zadavatelovymi nezavislymi  smluvnimi
stranami nebo zjisténé, vytvofené nebo jinak ziskané v
disledku Studie bez pfedchoziho pisemného souhlasu
Zadavatele. Takové informace zlstanou i nadale dGvérnym
a soukromym majetkem Zadavatele a budou zpfistupnény
pouze Vyzkumnému personalu vazanému zavazkem
micenlivosti v souladu s touto Smlouvou, ktery ma pfistup k
informacim potfebnym k provedeni Studie. Zavazek
micenlivosti se nebude vztahovat na nasledujici informace:
() Informace, které jsou nebo se stanou vefejné
dostupnymi  bez  zavinéni  Poskytovatele,

(iv) other related purposes and/or as required by law,
including but not limited to, ensuring compliance
with applicable laws related to possible conflicts
with respect to financial issues.

(b) Furthermore, the Investigator freely consents to the
Sponsor's and Chiltern’s transfer, use and storing of
Personal Information, for the above mentioned purposes, to
other states or countries with less stringent data protection
laws as governed by this Agreement.

(c) The Provider warrants that it has obtained the
necessary consents, in accordance with applicable data
protection laws, of the Research Staff for the collection,
processing, transfer, use and storing of Personal Information
for the above mentioned purposes in connection with this
Study.

(d) The Investigator and the Research Staff have the
right to;

(i) request a copy of their Personal Information

provided;

(i) correct their information;

(i) withdraw consent to further collection and
processing of their Personal Information, in which
case Chiltern and/or Sponsor may be unable to
continue any function for which the Personal
Information was obtained (and consequential
effects); and
prevent the further transfer of their information to
third parties where they may be concerned there
are inadequate data protection arrangements after
they have given written notice.

(iv)

8. CONFIDENTIALITY
(a) Provider and Investigator shall not, and Provider
shall ensure that Research Staff shall not disclose to any
third party or use for any purposes other than for the
performance of the Study any data, records or other
information (hereinafter, collectively "Information") disclosed
to Provider and Investigator by Chiltern, Sponsor, Sponsor’s
independent contractors or learned, generated or otherwise
acquired as a result of this Study without the prior written
consent of Sponsor. Such Information shall remain the
confidential and proprietary property of Sponsor and shall be
disclosed only to Research Staff bound by obligations of
confidentiality consistent with this Agreement who have a
“need to know” for the performance of the Study. The
obligation of nondisclosure shall not apply to the following
Information:
()  Information that is or becomes publicly available
through no fault of Provider, Investigator or
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Zkousejiciho nebo Vyzkumného personalu;
(i) Informace, které jsou zpfistupnény Poskytovateli,
ZkouSejicimu a/nebo Vyzkumnému personalu tfeti
stranou, ktera je opravnéna zvefejnit takové
informace neutajovanym zpUsobem;
Informace, které jsou jiz  Poskytovateli,
ZkouSejicimu a/nebo  Vyzkumnému personalu
znamy, jak lze prokazat prostfednictvim jejich
pfedchozich sou¢asnych pisemnych zaznama;
Informace, které je nutno zpfistupnit viadnim
organ0m nebo na zakladé soudniho pfikazu
pfislusné jurisdikce za pfedpokladu, ze v rozsahu
povoleném zakonem (i) takové zpfistupnéni
informaci bude podléhat veSkeré platné viadni a
soudni ochrané, ktera je k dispozici pro takovy
materiadl, a Poskytovatel a ZkouSejici budou
spolupracovat se Zadavatelem za uéelem ziskani
takové ochrany, ktera bude vyzadovana; (i) Ze
Zadavatel obdrZi pfijatelné vasné vyrozuméni; a
(i) Poskytovatel, ZkouSejici a/nebo Vyzkumny
personal ucini pfijatelnd opatfeni k omezeni
rozsahu takového zvefejnéni informaci.

9. STUDIJNI LEK

(a) Nemocniéni |ékarna Poskytovate a ZkouSejici
obdrzi zdarma dostate¢né mnozstvi Studijniho léku pro ucely
Studie. Rovnéz budou poskytnuty dostupné informace o
Studijnim léku, které Zadavatel bude povazovat za potfebné
nebo uZite¢né k provedeni Studie, napfiklad pozadavky na
jeho uchovavani a manipulaci.

(b) Po skonceni Studie nebo jejiho pfedCasného
ukonCeni musi byt veSkeré nepouzité Studijni Iéky,
preparaty, zafizeni, vybaveni poskytnuté spole¢nosti
Chiltern nebo Zadavatelem a materialy spojené se Studii
poskytnuté Poskytovateli a ZkouSejicimu Zadavatelem nebo
spolecnosti Chiltern nebo jejich jménem odevzdany dle
pokyn(i spolecnosti Chiltern na naklady spoleénosti Chiltern.
Prestoze se to u této Studie neolekava, pokud Zadavatel
a/nebo spoleCnost Chiltern umozni znieni nebo likvidaci
Studijniho léku, Poskytovatel a ZkouSejici musi dodrzet
v3echny zakony a pfedpisy tykajici se takového zniceni nebo
likvidace.

(c) Poskytovatel a ZkouSejici berou na védomi, Ze
Studijni 1€k je experimentalni IéCivo, a proto musi postupovat
obezietné a opatrné a dodrzovat vSechny Pokyny tykajici se
pouziti, zachazeni, bezpeného uchovavani, prenosu,
likvidace a ochrany Studijniho 1éku, véetné jeho derivatd.
Poskytovatel souhlasi s tim, Zze umozni pfistup ke Studijnimu
léku pouze Vyzkumnému personalu, ktery, pod pfimym
dozorem ZkousSejiciho, bude pracovat se Studijnim 1ékem

Research Staff;

(i) Information that is disclosed to Provider,
Investigator, and/or Research Staff by a third
party legally entitled to disclose such information
in a non-confidential fashion;

Information that is already known to Provider,
Investigator, and/or Research Staff as shown by
its prior contemporaneous written records;
Information required to be disclosed to a
government authority or by order of a court of
competent jurisdiction, provided that to the extent
permissible by law (i) such disclosure is subject
to all applicable governmental or judicial
protection available for like material and Provider
and Investigator cooperates with Sponsor in
seeking such protection as reasonably requested
thereby; (ii) reasonable advance notice is given to
Sponsor; and (iii) Provider, Investigator, and/or
Research Staff shall take reasonable steps to limit
the scope of such disclosure.

9. STUDY DRUG

(a) Provider's pharmacy and Investigator will be
provided with sufficient amounts of the Study Drug for the
purposes of the Study, free of charge. Available information
on the Study Drug, which Sponsor considers necessary or
useful for conducting the Study for example storage and
handling requirements, will also be provided.

(b) Upon completion of the Study or early termination
thereof, all unused Study Drug, compounds, devices,
Chiltern or Sponsor provided equipment, and related Study
materials furnished to Provider and Investigator by or on
behalf of Sponsor or Chiltern shall be returned as directed by
Chiltern at Chiltern’s expense.  Althoughnot anticipated
forthis Study, if Chiltern and/or Sponsor permit the
destruction or disposal of the Study Drug, Provider and
Investigator will comply with all laws and regulations
pertaining to such destruction or disposal.

(c) Provider and Investigator acknowledge that the
Study Drug is experimental in nature, and therefore shall
exercise prudence and reasonable care in, and comply with
any Instructions regarding, the use, handling, secure
storage, transportation, disposition and containment of the
Study Drug, including any derivatives thereof. Provider
agrees to limit access to the Study Drug to only Research
Staff who, under Investigator’s direct control, will be engaged
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podle Protokolu. Poskytovatel a ZkouSejici budou pouZivat a
Poskytovatel =zajisti, aby Vyzkumny personal pouZival
Studijni lék vyhradné za (celem provedeni Studie a v
souladu s Protokolem, a budou vést zaznamy o pfijmu a
vydeji Studijniho léku.

(d) Poskytovatel a ZkouSejici se timto zavazuii, Ze:

(i)  vyuZiji sluzeb nemocnicni lékarny Poskytovatele
(dale jen ,Lékarna®), kontaktni osoba PharmDr.
Zuzana Woidigovd Duchaova (dale jen
,Lékarnik"), za UCelem obdrZeni, skladovani a
distribuce Studijniho léku;

(i) se Studijnim Iékem bude zachazeno v souladu se
spravnou lékarenskou, skladovaci a distribucni
praxi podle zakona €. 378/2007 Sb., o Iécivech,
upraveny predpisem ¢&. 226/2008 Sb., o spravné
klinické praxi a blizSich podminkach klinického
hodnoceni 1éCiv a v souladu s pFedpisem ¢&.
229/2008 Sb., o vyrobé a distribuci 1é€iv vietné
soucasnych vyjimek.

10.  DOKUMENTOVANi BEZPECNOSTI STUDIJNIHO
LEKU

Poskytovatel a/nebo ZkouSejici musi v souladu s Protokolem
spolecnost Chiltern informovat o jakychkoli nepfedvidanych
zavaznych nezadoucich pfihodach a/nebo zavaznych
nezadoucich reakcich na Studijni 1€k, které se objevi u
jakéhokoli Subjektu hodnoceni béhem Studie. Poskytovatel
a/nebo ZkouSejici neprodlené, ale v kazdém pfipadé
nejpozdgji do Ctyfiadvaceti (24) hodin od vyskytu takové
pfihody nebo reakce, telefonicky nebo zaslanim faxu
vyrozumi spoleCnost Chiltern a/nebo dle potfeby i EK a
pfislusné orgény o vyskytu takové pfihody ¢i reakce
zpusobem, ktery bude v souladu s Protokolem. Poskytovatel
a/nebo ZkouSejici musi zaznamenavat vSechny dalSi
nezadouci pfihody a nezadouci reakce do formulafi CRF
dle pokynl. Poskytovatel a/nebo ZkouSejici zajisti ziskani
dodatenych  informaci a  Iékafskych  hodnoceni
pozadovanych v souvislosti se v8emi pfipady uvedenymi
vySe, bude-li to nutné a dulezité z lékarského hlediska.

11. VYLOUCENI Z VYKONU PROFESE

Poskytovatel svym jménem a jménem Vyzkumného
personalu a ZkouSejici prohladuji a zaruCuji, ze oni ani
Zadnd jind osoba, kterou maji k dispozici za UCelem
provedeni Studie v souladu s touto Smlouvou, (i) nebyla
nikdy v minulosti vylou¢ena z vykonu profese, nebyla ji
pozastavena ¢innost, nebyla deregistrovana ani ji nebylo

in using the Study Drug as contemplated by the Protocol.
Further, Provider and Investigator shall use, and Provider
shall ensure that Research Staff uses, the Study Drug solely
for the conduct of the Study and in accordance with the
Protocol and maintain a record of receipt and dispensing of
the Study Drug.

(d) The Provider and Investigator hereby undertakes:

() that they will use the Provider's pharmacy
(hereinafter the “Pharmacy”), contact person
PharmDr. Zuzana Woidigovd Duchadova,
(hereinafter “Pharmacist”) for receipt storage and
distribution of the Study Drug

(i) that the Study Drug shall be handled in
accordance to good pharmacy, storage and
distribution  practice according to Act No.
378/2007 Sb., Collection of Laws, on therapeutic
agents amended by Regulation No. 226/2008 Sb.,
Collection of Laws, on good clinical practice and
the detailed conditions of the clinical assessment
of therapeutic agents and in accordance to
Regulation No. 229/2008 Sb., Collection of Laws,
on the manufacture and distribution of therapeutic
agents including current exceptions

10. REPORTING STUDY DRUG SAFETY

In accordance with the Protocol, the Provider and/or
Investigator shall notify Chiltern of any and all unanticipated,
serious adverse event(s) and/or serious adverse reaction(s)
to the Study Drug which occur(s) on any Study subject(s)
during the Study. The Provider and/or Investigator shall
deliver such a notification to Chiltern and/or, if applicable, to
the EC/IRB, and the relevant authorities, as appropriate,
immediately but in any event within twenty-four (24) hours
from the occurrence of such an event or reaction, by
telephone or facsimile in accordance with the manner
provided in the Protocol. The Provider and/or Investigator
shall record all other adverse events and adverse reactions
in the CRFs in the form requested there. The Provider
and/or Investigator shall obtain any follow-up information and
medical assessment required in respect of any case
mentioned above, if this is necessary and medically relevant.

1. DEBARMENT

Provider, on behalf of itself and its Research Staff, and
Investigator each represent and warrant that neither
itthe/she, nor any other person retained by it’he/she to
perform the Study pursuant to this Agreement (i) has
previously been “struck-off’, debarred, deregistered or
otherwise had it/his/her right to conduct clinical studies
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jinym zplsobem odejmuto opravnéni k provadéni klinickych
studii jakymkoli narodnim, zahrani¢nim nebo mezinarodnim
organem/organizaci, (ii) si neni védoma zahajeni Zadného
Fizeni tykajiciho se jeji nezplsobilosti, deregistrace Ci
vylouéeni z vykonu profese, nebo (iii) nebyla obvinéna ze
Zlo¢inG majici za nasledek odejmuti takového opravnéni.
Poskytovatel svym jménem a jménem Vyzkumného
personalu a ZkouSejici musi neprodlené informovat
spolecnost Chiltern, pokud by mélo dojit k oznameni
jakéhokoli odejmuti opravnéni, deregistrace Ci vylouceni z
vykonu profese béhem Studie.

12. FINANCNi PROHLASENI

ZkouSejici nebo Poskytovatel poskytnou dle potfeby na
Zadost spoleénosti Chiltern prohlaseni, Zze ZkouSejici ani
Viyzkumny personal nemaji zadny financni, vlastnicky nebo
jiny vyznamny zajem na Studijnim léku, spolecnosti Chiltern
nebo Zadavateli, ktery by mohl byt ovlivnén ziskanim
konkrétnich vysledk(i ze Studie nebo jinych podobnych
finanCnich prohlasenich poZzadovanych spole¢nosti Chiltern.

13.  AUDIT, MONITOROVANI A INSPEKCE
(a) Poskytovatel a ZkouSejici musi spolupracovat se
spole¢nosti Chiltern, Zadavatelem a jakymikoli viadnimi i
regulatornimi organy ve snaze monitorovat, provést audit
nebo inspekci pribéhu Studie v prostorach Poskytovatele.
Opravnéni zastupci spole¢nosti Chiltern a Zadavatele budou
mit pravo, po ziskani pfijatelné véasného oznameni a béhem
bézné pracovni doby:
(i) prohlédnout si a zkontrolovat Poskytovatele a
pracovisté ZkouSejiciho pouzivané k provedeni
Studie;
(i) zkontrolovat a provést kopie vSech Udaj0 a
pracovnich produktl spojenych se Studii; a
(iii) prohlédnout  si zdrojovou dokumentaci a dalSi
zdravotni zaznamy Subjektd hodnoceni pfiméfené
nutné k monitorovani Studie.

(b) V pfipadé, Ze Poskytovatel ¢i ZkouSejici obdrzi
oznameni, ze Poskytovatel ¢i ZkouSejici budou podiéhat
inspekci ¢ auditu provadénym vladnim &i regulatornim
organem, Strana, ktera obdrzi takové oznameni, o tom musi
urychlené uvédomit spolecnost Chiltern. V pfipadé, ze
Strana neobdrZi pfedchozi ozndmeni o vySe zmifované
inspekei i auditu, Strana musi spole¢nost Chiltern uvédomit
hned poté, co se dozvi o vySe uvedené inspekci nebo auditu.
Poskytovatel a ZkouSejici poskytnou spolecnosti Chiltern a
Zadavateli kopie materidld, externi korespondence,
prohlaseni, formulafi a zaznam( spojenych se Studii, které
Poskytovatel ¢i ZkouSejici obdrzi, ziska ¢i vytvofi na zakladé
inspekce, v&etné poskytnuti spolecnosti Chiltern a Zadavateli
vhodnou pfileZitost vyjadiit se pfedem k veSkeré

revoked by any national, foreign or international
authority/organization, (i) is aware of the initiation of any
proceedings involving his/her disqualification, deregistration
or debarment, or (iii) has been charged with crimes resulting
in the revoking of such right. The Provider, on behalf of itself
and its Research Staff, and Investigator shall inform Chiltern
without delay should any revocation, deregistration or
debarment be announced during the Study.

12. FINANCIAL DISCLOSURE

Investigator or Provider, as applicable will provide, at the
request of Chiltern, a statement that neither the Investigator
nor Research Staff have any financial, ownership, or other
significant interests in the Study Drug, Chiltern or Sponsor
which could be influenced by obtaining specific results from
the Study or other similar financial disclosure statements
requested by Chiltern.

13. AUDIT, MONITORING AND INSPECTION

(a) Provider and Investigator shall cooperate with
Chiltern, Sponsor, and any governmental or regulatory
authorities in their efforts to monitor, audit, or inspect the
progress of the Study at the Provider.  Authorized
representatives of Chiltern and Sponsor shall have the right,
upon reasonable advance notice, and during regular
business hours, to:

() examine and inspect the Provider and
Investigator's facilities used for the performance
of the Study;

(i) inspect and copy all data and work products
related to the Study; and

(i) examine source documents and other medical
records of Study subjects reasonably necessary
to monitor the Study.

(b) In the event Provider or Investigator receives notice
that the Provider or the Investigator shall be the subject of an
investigation or audit by any governmental or regulatory
authority, the Party receiving such notice shall notify Chiltern
immediately. In the event the Party does not receive prior
notice of said investigation or audit, the Party shall notify
Chiltern as soon as practicable after receiving knowledge of
said investigation or audit. Provider or Investigator will
provide Chiltern and Sponsor copies of all Study specific
materials, external correspondence, statements, forms and
records that Provider or Investigator receives, obtains or
generates pursuant to any such investigation, including
providing Chiltern and Sponsor a reasonable opportunity to
comment in advance on any correspondence generated by
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korespondenci vytvofené Poskytovatelem nebo ZkouSejicim
uréené pfisluSnému organu.

(c) Poskytovatel a/nebo ZkouSejici musi v€as opravit
vSechny chyby rozpoznané Zadavatelem, spoleCnosti
Chiltern nebo jejich zastupci béhem auditu, jakozto i
jakychkoli poloZek, které budou oznadeny jako nesplfiujici
Protokol, smérnice ICH-GCP nebo povinnosti Zkousejiciho
plynouci z této Smiouvy.

14.  PUBLIKOVANI

(a) V8echny (daje nebo vysledky vyplyvajici z
provedeni Studie budou povaZovany za vySe definované
Informace a nebudou pouzity za uCelem zisku Poskytovatele
nebo Zkousejiciho.

(b) Poskytovatel a ZkouSejici souhlasi, ze Zadavatel
bude opravnén k prvnimu publikovani vysledk( Studie, které
pfedstavuje spolecné, multicentrické publikovani vysledki
Studie u¢inéné Zadavatelem ve spolupraci se zkousejicimi a
zdravotnickymi zafizenimi ze vSech pfisluSnych pracovist,
ktefi pfisp&ji udaji, analyzou a pfipominkami. Bez ohledu na
vySe uvedené po prvnim publikovani vysledkli mlze
Poskytovatel a/nebo ZkouSejici publikovat Udaje nebo
vysledky ze Studie za pfedpokladu, Ze Poskytovatel a/nebo
ZkouSejici pfedloZi navrhované udaje k publikovani
Zadavateli k posouzeni nejméné Sedesat (60) dni pfed dnem
planovaného publikovani. Zadavatel bude opravnén vyjmout
z navrhovanych Udaju k publikovani jakékoli informace, které
budou povazovany za d(vémé alnebo soukromé. V
pfipadé, ze takové publikovani mulZze  ovlivnit
patentovatelnost jakéhokoli vynalezu, na které mé Zadavatel
prava, Zadavatel bude oprdvnén pozadat o dalsi pozdrZeni
planovaného zvefejnéni (daji na maximalni dobu
devadesati (90) dni, aby bylo Zadavateli umoznéno
zachovani jeho dusevniho vlastnictvi.

(c) V pfipadg, ze multicentrické Udaje k publikovani
nejsou predlozeny béhem dvanacti (12) mésicli po skonceni,
odstoupeni i ukonéeni Studie na vSech pracovistich, nebo
pokud Zadavatel potvrdi, Ze k Zadnému multicentrickému
publikovani Studie nedojde (cokoli nastane dfive),
Poskytovatel a/nebo ZkouSejici mohou publikovat vysledky
Studie v souladu s pravy Zadavatele uvedenymi v této
Smilouvé. Poskytovatel a ZkouSejici souhlasi s tim, Ze
nebudou publikovat Zadny material spojeny se Studii, ktery
nebude v souladu s touto €asti Smlouvy.

(d) Poskytovatel a ZkouSejici nepouzije ani nepfeda
tfetim stranam Zadné nepublikované vysledky Studie a/nebo
Sluzby poskytované podle této Smlouvy bez predchoziho
pisemného souhlasu Zadavatele.

Provider or Investigator to the appropriate authority.

(c) Provider and/or Investigator shall promptly correct
all errors identified by Sponsor, Chiltern or their
representatives during any audit, as well as any items that
are identified as being non-compliant with the Protocol, ICH-
GCP Guidelines or with Investigator’s obligations under this
Agreement.

14, PUBLICATION
(a) All data or results arising out of the performance of
this Study shall be considered Information as defined above
and shall not be used for the commercial benefit of the
Provider or Investigator.

(b) The Provider and Investigator agree that the
Sponsor shall have the right to the first publication of the
results of the Study which is intended to be a joint, multi-
center publication of the Study results made by Sponsor in
conjunction with the investigators and Providers from all
appropriate sites contributing data, analysis and comments.
Notwithstanding the foregoing, following the first publication,
the Provider and/or Investigator may publish data or results
from the Study; provided, however, that the Provider and/or
Investigator submits the proposed publication to Sponsor for
review at least sixty (60) days prior to the date of the
proposed publication. Sponsor shall have the right to remove
from the proposed publication any information that is
considered confidential and/or proprietary. In the event that
such publication may affect the patentability of any invention
to which Sponsor has rights, Sponsor shall have the right to
request an additional delay to the proposed disclosure of no
more than ninety (90) days so as to allow Sponsor to
preserve its intellectual property.

(c) In the event a multi-center publication is not
submitted within twelve (12) months after conclusion,
abandonment or termination of the Study at all sites, or if
Sponsor confirms there will be no multi-center Study
publication (whichever comes first), the Provider and/or
Investigator may publish the Study results subject to
Sponsor’s rights as set forth herein. The Provider and
Investigator agree not to publish any Study related material
other than in accordance with this section.

(d) Provider and Investigator will not use or pass on to
third parties any unpublished results of the Study and /or the
Services performed under this Agreement without the prior
written permission of the Sponsor.
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15. UDAJE A ZPRAVY

Poskytovatel a/nebo ZkouSejici predloZi vSechny udaje,
zpravy, dotazy a dalSi poZzadované informace véas.
Poskytovatel a/nebo ZkouSejici musi vést zaznamy o Studii
v souladu s Protokolem a Pokyny. Poskytovatel a Zkou$ejici
souhlasi s tim, Ze spoleCnosti Chiltern poskytnou Udaje
pozadované Protokolem prostiednictvim  pfisluSného
systému pro elektronicky sbér dat podle planu poskytnutého
spoleénosti Chiltern a v souladu s Podminkami pro pfistup k
elektronickym Udajim pfilozenym k této Smlouvé jakozto
Pfiloha A a uvadéném zde odkazem.

16. DUSEVNi VLASTNICTVi

(a) Jakékoli vynalezy ¢i objevy (at jiz patentovatelng, i
nikoli), zlepSovaci navrhy, naméty, népady, pracovni
produkt, vysledky a zpravy ucinéné nebo vyvinuté
Poskytovatelem,  ZkouSejicim  a/nebo  Vyzkumnym
personalem b&hem trvani Studie (,Vynalezy*) musi byt v¢as
poskytnuty Zadavateli a stanou se, budou a zUstanou
jedinym a vyhradnim majetkem Zadavatele. Poskytovatel a
ZkouSejici timto postupuji a zajisti, aby vSichni Clenové
Vyzkumného personalu postoupili vSechna prava, opravnéni
a zajem na takovych vynalezech nebo objevech (at jiz
patentovatelnych, ¢ nikoli), zlepSovacich  navrzich,
namétech, napadech, pracovnim produktu, zpravach a
veSkerém duSevnim vlastnictvi ve spojeni s vySe uvedenym,
Zadavateli, odpro$ténych od retenéniho prava, narokd a
vécného bfemene. VeSkery takovy majetek predstavuje
vysledek ,prace najatym autorem* ve prospéch Zadavatele.
Na Zadost a naklady Zadavatele Poskytovatel a ZkouSejici
uéini (a zajisti, aby Vyzkumny personal uéinil) takova
opatfeni, ktera bude Zadavatel povazovat za nutna Ci
vhodna k dosazeni vyluéného vlastnictvi takového majetku
Zadavatelem a obdrzeni patentu ¢&i jiné ochrany viastnictvi
jménem Zadavatele ve vztahu k vySe uvedenému, véetné
toho, ze

() Uzavie, potvrdi a doru¢i Zadavateli na naklady
Zadavatele takové pisemné dokumenty a instrumenty a
vykona takové Ciny, jako je podani svédectvi na podporu
vynalezcovstvi Poskytovatele nebo ZkouSejiciho tak, jak
bude podle Zadavatele nutné, za (¢elem ziskani a udrzovani
patentové listiny po vzniknuti takovych Vynalez a udéleni
prav a opravnéni knim Zadavateli a potvrzeni Uplného
vlastnictvi takovych Vyndlezl, patentovych pfihlasek a
patent(i Zadavatelem.

(b) Spole¢nost Chiltern ani Zadavatel nesmi postoupit
Poskytovateli nebo  ZkouSejicimu  (¢i  Vyzkumnému
personalu) plsobenim této Smlouvy nebo jakymikoli jinymi

15. DATA AND REPORTS

Provider and/or Investigator shall submit all data, reports,
queries, and other requested information in a timely manner.
Provider and/or Investigator shall maintain Study reports as
required by the Protocol and Instructions. Provider and
Investigator agree to provide Chiltern with the data called for
in the Protocol via the appropriate electronic data capture
system in accordance with the schedule communicated by
Chiltern and in compliance with the Electronic Access Terms
and Conditions attached hereto as Exhibit A and
incorporated by reference into this Agreement.

16. INTELLECTUAL PROPERTY

(a) Any inventions or discoveries (whether patentable
or not), innovations, suggestions, ideas, work product,
results and reports made or developed by Provider,
Investigator and/or Research Staff during the course of this
Study (“Inventions”) shall be promptly disclosed to Sponsor
and shall become, be and remain the sole and exclusive
property of Sponsor.  Provider and Investigator hereby
assign and shall ensure all Research Staff assign all right,
title, and interest in and to such inventions or discoveries
(whether patentable or not), innovations, suggestions, ideas,
work product and reports, and all intellectual property rights
with respect thereto, to Sponsor, free and clear of all liens,
claims, and encumbrances. All such property is intended to
be the result of “work for hire” for the benefit of Sponsor.
Upon Sponsor's request, and at Sponsor's sole cost and
expense, Provider and Investigator shall take (and will cause
Research Staff to take) such actions as Sponsor deems
necessary or appropriate to perfect Sponsor's exclusive
ownership of such property and obtain patent or other
proprietary protection in Sponsor's name with respect to any
of the foregoing, including

(i) Execute, acknowledge, and deliver to the Sponsor
at the Sponsor's expense such written documents and
instruments, and do such other acts, such as giving
testimony in support of Provider or Investigator's
inventorship, as may be necessary in the opinion of the
Sponsor, to obtain and maintain Letters Patent upon such
Inventions and to vest the entire rights and title thereto in
the Sponsor and to confirm the complete ownership by the
Sponsor of such Inventions, patent applications, and
patents.

(b) Neither Chiltern nor Sponsor shall transfer to
Provider or Investigator (or Research Staff) by operation of
this Agreement or by any other means any patent right,
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zplisoby zadna prava k patentim, autorska prava nebo jina
vlastnicka Ci majetkova prava Zadavatele.

(c) Studijni 1€k je a zlstane i nadale vyhradnim
majetkem Zadavatele. Pfevedeni fyzického drZeni Studijniho
léku podle této Smlouvy a/nebo drzeni nebo pouzivani
Studijniho Iéku Poskytovatelem a ZkouSejicim nebude
pfedstavovat ani nebude vykladano jako prodej &i propdjceni
nebo nabidka prodeje nebo propljéeni Studijniho Iéku nebo
jiného pievedeni opravnéni ke Studijnimu léku.

17. NAHRADA ODPOVEDNOST A
POJISTENI

(a) Spole€nost Chiltern a Zadavatel nebudou nést
odpovédnost a Poskytovatel a ZkouSejici odSkodni, obhaji a
ochréni spolecnost Chiltern a Zadavatele pfed jakoukoli
Skodou nebo nérokem ucinénym tfeti stranou vyplyvajicim z
nedbalosti, Umysiného nespravného jednani nebo poruseni
této Smlouvy ze strany Poskytovatele, ZkouSejiciho Ci
Vyzkumného personalu.

SKODY,

(b) Poskytovatel a ZkouSejici se zavazui, Ze:

()  spoleCnost Chiltern a Zadavatele v€as, v kazdém
pfipadé vSak nejpozdéji do péti pracovnich dni,
pisemné uvédomi o jakémkoli jednani (i
nedbalosti, které mohou mit za nasledek
uplatdovani naroku vici Zadavateli, spole€nosti
Chiltern,  Poskytovateli, ~ZkouSejicimu  nebo
Vyzkumnému personalu ve spojeni se Studii nebo
podani takové naroku k soudu;

(i) v pfipadé uvedeném v bodé (i) vySe bude takové
oznameni uvadét povahu a diivod naroku, fizeni
nebo vysetfovani; a

(i) budou plné spolupracovat se Zadavatelem a/nebo
spoleénosti Chiltern ke zvoleni opatieni ve
spojeni s vySe uvadénymi pfipady a Ze neucini
Zadna opatfeni, ktera by mohla poskodit zajmy
Zadavatele nebo spole¢nosti Chiltern.

(c) Zadavatel musi mit uzaviené zakonné pojisténi
odpovédnosti za Skodu podle zakona v dané zemi. Dikaz o
uzavieni takového pojisténi je k dispozici na vyzadani.

(d) Poskytovatel, ZkouSejici a veSkery Vyzkumny
personal musi mit pozadovana platna opravnéni a povoleni
k provadéni klinickych studii.

(e) Poskytovatel a ZkouSejici musi mit po celou dobu
provadéni Studie v plné platnosti a Ucinnosti pojisténi
profesni odpovédnosti za Skodu a pojisténi obecné
odpovédnosti za Skodu v pfislusné Castce k pokryti

copyright or other proprietary or property right of Sponsor.

(c) The Study Drug is and shall remain the sole
property of Sponsor. The transfer of physical possession of
the Study Drug hereunder, and/or the possession or use of
the Study Drug by the Provider and the Investigator, shall
neither constitute nor be construed as a sale, lease, or offer
to sell or lease the Study Drug or other transfer of title in or
to the Study Drug.

17. INDEMNITY, LIABILITY AND INSURANCE

(a) Chiltern and Sponsor shall not be responsible for,
and the Provider and Investigator shall indemnify, defend
and hold Chiltern and Sponsor harmless from any loss or
third party claim resulting from the Provider, Investigator or
Research Staff's negligence, willful misconduct, or their
breach of this Agreement.

(b) Provider and Investigator undertake to:

(i) notify Chiltern and Sponsor promptly and in any
event no later than 5 working days, in writing of
any action or negligence which can result in
claims against the Sponsor, Chiltern, the Provider,
Investigator or Research Staff, in relation to the
Study, or of filing of such claim;

(i) in the event of (i) above in such notification shall
indicate the nature and basis of the claim,
proceeding or investigation; and

(ii) ~ fully cooperate with Sponsor and/or Chiltern to
determine the actions in the cases referred to
above, and take no action that could harm the
interests of Sponsor in Chiltern.

(c) Sponsor maintains liability insurance as required by
national law. Proof of such insurance is available upon
request.

(d) Provider, Investigator and all Research Staff have
such current licenses and permits as may be required to
perform clinical studies.

(e) Provider and Investigator shall maintain in full force
and effect throughout the performance of the Study
professional and general liability insurance in amounts
appropriate to cover its liability for any damage which may
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jakychkoli $kod, které mohou byt zplsobeny v dusledku
zavinéni nebo nedbalosti ze strany Poskytovatele,
ZkouSejiciho nebo Vyzkumného personalu pfi provadéni
Studie. Dlkaz o uzavfeni takového pojisténi bude poskytnut
spolecnosti Chiltern nebo Zadavateli na vyZzadani.

18. PLATBY

(a) V8echny platby budou ucCinény: Poskytovateli
(,PFijemce plathy) a zaslany na adresu: Fakultni
nemocnice Hradec Kralové, Sokolska 581, 500 05 Hradec
Kralové — Novy Hradec Kralové.

(b) Schvalené platby za provedeni Studie a souvisejici
sluzby, které budou poskytnuty Poskytovatelem a
ZkouSejicim, jsou zminény v RozpoCtu pfilozeném k této
Smlouvé jakozto Pfiloha B a uvddéném zde odkazem
(,PFiloha B"). Platby uvadéné v Pfiloze B, pfimé i vedlejsi
naklady, jsou omezené a zahrnuji vSechny pfislusné rezijni
naklady splatné kterékoli Strané nebo entité v dlisledku nebo
ve spojeni se Studii a jsou uvedeny bez DPH. Poskytovatel
a Zkousejici berou na védomi, Ze za veSkeré platby splatné
za sluzby poskytnuté podle této smlouvy nese odpovédnost
Zadavatel, a spoleCnost Chiltern nebude odpovédna za
Zadné platby, dokud nebudou uhrazeny Zadavatelem ve
formé& odmény splatné zkouSejicimu. Spole¢nost Chiltern
vynaloZi své nejlepSi Usili na to, aby ziskala potfebné
finanéni prostfedky od Zadavatele v€as k zajiSténi v€asné
platby Pfijemci platby.

(c) Platby jsou zavislé na fadném provedeni postupli
podle Protokolu a této Smlouvy i v€asné a uspokojivé
pfedloZeni Uplnych a spravnych Udaju ve formulafich CRF.
Pfijemce platby nebude vyplacen za zadné Subjekty
hodnoceni, ktefi byli do Studie zapojeni bez Fadné
vypinéného a podepsaného Formuldfe informovaného
souhlasu, ktefi nesplfiuji vstupni/vyluéovaci kritéria nebo u
kterych doSlo k poruSeni nebo odchyleni se od Protokolu
nebo této Smlouvy. Platby jsou zavislé na zpravach a
dalSich informacich poZadovanych podle této Smlouvy a
Protokolu, které jsou spolenosti Chiltern pfedkladany fadné
a v€as. Platba za ¢aste¢né dokoncené pfipady, tj. pfed€asna
odstoupeni, bude ucinéna proporcionalné za Sluzby
poskytnuté v souladu s Rozpoétem. Bez ohledu na vySe
uvedené, bude-li tato Smlouva spole€nosti Chiltern nebo
Zadavatelem ukonéena v dusledku nelspéS$ného naboru
Subjektd hodnoceni do Studie ze strany Poskytovatele nebo
ZkouSejiciho, veSkeré platby pfedem (kromé nevratnych)
budou v€as spole¢nosti Chiltern vraceny.

(d) Pfijemce platby bude odpovédny za veSkeré platby
v8em 0sobam nebo entitdm zapojenym do provadéni Studie.

be caused as a result of fault or negligence of the Provider,
Investigator or Research Staff in the performance of the
Study. Proof of such insurance shall be provided to Chiltern
or Sponsor upon request.

18. PAYMENTS

(a) All payments will be made payable to: Provider
(“Payee”) and sent to: University Hospital Hradec Kralové,
Sokolska 581, 500 05 Hradec Kralové — Novy Hradec
Kralové.

(b) The approved payments for the Study and related
services to be conducted by Provider and Investigator are
provided for in the Budget attached hereto as Exhibit B and
incorporated by reference herein (“Exhibit B”). The
payments noted in Exhibit B both direct fees and pass-
through costs are capped and include all applicable
overheads due to any Party or entity as result of or in
connection with the Study and are exclusive of VAT,
Provider and Investigator acknowledge that all payments due
for services performed under this contract are the
responsibility of Sponsor and Chiltern will not be held liable
for payments until they have been paid by Sponsor for the
investigator fees due. Chiltern will use its best efforts to
collect funds from Sponsor in a timely manner to ensure
prompt payment to Payee.

(c) Payments are dependent upon the performance of
procedures in full compliance with the Protocol and this
Agreement, as well as the timely and satisfactory submission
of complete and correct data on the CRFs. The Payee will
not be compensated for any Study subjects who were
enrolled without a properly executed ICF, who do not meet
the inclusion/exclusion criteria, or that are deemed violations
of or deviations from the Protocol or this Agreement.
Payments are dependent upon the reports and other
information required by this Agreement and the Protocol
being submitted to Chiltern in a timely and satisfactory
manner. Payment for partially completed cases, i.e., early
withdrawals, shall be made on a pro-rata basis for Services
performed according to the Budget. Notwithstanding the
foregoing, if this Agreement is terminated by Chiltern or
Sponsor due to the Provider or Investigator’s failure to enroll
a Study subject, all advance payments (unless non-
refundable) shall be promptly returned to Chiltern.

(d) The Payee shall be responsible for compensating
all persons or entities involved in the conduct of the Study.
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(e) Poskytovateli, ZkouSejicimu nebo jakékoli dalsi
osobé nebo entité zapojené do Studie nebudou ucinény
zadné jiné platby, s vyjimkou, kde je jinak vyslovné
stanoveno v Rozpodétu nebo v této Smlouvé. Platba za
jakékoli naklady vynalozené mimo RozpoCet nebo tuto
Smlouvu musi byt spolecnosti Chiltern pfedem pisemné
schvélena.

() Pokud dojde k rozporu mezi Stranami v souvislosti
s jakoukoli asti faktury, spoleénost Chiltern musi Pfijemce
platby v€as uvédomit o spornych Udajich, pficemz
spoleénost Chiltern mlZe pozdrZet poskytnuti platby za
spornou ¢ast faktury s podminkou, Ze se spole¢nost Chiltern
a Pfijemce platby pokusi v€as a v dobré vife spor vyfesit.

(9) Poskytovatel a/nebo ZkouSejici nebudou zadné treti
strané uctovat za zadny Studijni lék nebo jiné polozky &i
sluzby poskytnuté Zadavatelem prostfednictvim spoleénosti
Chiltern ve spojeni se Studii nebo za sluzby poskytnuté
subjektim hodnoceni ve spojeni se Studii, které jsou
hrazeny v ramci Studie, s vyjimkou vyslovného opravnéni
podle Pfilohy B.

19. DOBA TRVANi A UKONCENi SMLOUVY
Pfedpokladana délka trvani Studie je od bfezna 2014 do
prosince 2017.

(a) Tato Smlouva vstoupi v platnost ve Dne platnosti a
jeji platnost potrva, nebude-li pfedéasné ukonéena v souladu
s touto Smlouvou, aZ do doby, dokud

() spoleCnost Chiltern neobdrZi vSechny vypinéné
formulafe CRF;

(i) Poskytovatel a/nebo ZkouSejici nevyfesi vSechny
dotazy ohledné Udaji a predlozenych zavéreénych
zprav pro EK a spole¢nost Chiltern (dle potieby);

(i) Cinnosti v souvislosti s uzavienim centra Studie
nebudou dokonéeny;

(iv) spole€nost Chiltern neprovede vSechny platby a
neobdrZi Uhradu za platby ucinéné Pfijemci platby,
ale nezaslouzené Poskytovatelem/ZkouSejicim
podle této Smiouvy.

(b) Spole¢nost Chiltern, s pisemnym opravnénim od
Zadavatele, si vyhrazuje pravo tuto Smlouvu ukongit:

() do tficeti (30) dnl od pisemného vyrozuméni
Poskytovateli; nebo

(i) okamzité, pokud Zadavatel ukon¢i Smlouvu o

klinickém hodnoceni se spolecnosti Chiltern za

Ucelem provedeni této Studie; nebo

pokud se ZkouSejicimu nepodafi provést nabor

nebo zapojit do Studie dostatecny pocet Subjektl

(i)

(e) Except as expressly provided for in the Budget or
this Agreement, no payments will be made to Provider,
Investigator or any other person or entity in connection with
the Study. Payment for any costs outside of the Budget or
this Agreement must be approved in advance in writing by
Chiltern.

(f) If a dispute arises between the Parties in respect of
any part of an invoice, Chiltern shall notify Payee promptly of
the particulars of the dispute, and Chiltern may withhold
payment of the disputed part of the invoice provided that
Chiltern and Payee endeavor promptly and in good faith to
resolve the dispute.

(9) Provider and/or Investigator shall not bill any third
party for any Study Drug or other items or services furnished
by the Sponsor through Chiltern in connection with the
Study, or any services provided to patients in connection
with the Study for which payment is made as part of the
Study, except as may be specifically authorized by the
Exhibit B.

19. TERM AND TERMINATION
Estimated duration of the study is from March 2014 to
December 2017:
(a) The term of this Agreement shall begin on the
Effective Date and shall continue, unless sooner terminated
in accordance with this Agreement, until

(i)  Chiltern has received all completed CRFs;

(i) Provider and/or Investigator has resolved all data
queries and submitted closeout reports to EC/IRB
and Chiltern (as appropriate);

closeout activities are completed; and

Chiltern has made all payments and received any
refunds for payments made to Payee but
unearned by Provider/Investigator under this
Agreement.

(b) Chiltern, with written authorization from Sponsor,
reserves the right to terminate this Agreement;

() upon thirty (30) days written notice to Provider; or
(i) upon immediate effect if the Sponsor terminates
its clinical research agreement with Chiltern for
the conduct of the Study; or

if Investigator has failed to recruit or enroll a
sufficient number of Study subjects for
participation in the Study to make it likely that the
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hodnoceni pro ucast ve Studi za Gcelem

pravdépodobného splnéni statistickych
pozadavkd platnych pro Studii, které byly
stanoveny Zadavatelem.

(c) Kterakoli Strana muze tuto Smilouvu ukongit po

poskytnuti pisemného oznadmeni dané Strané, které nabude
okamzité platnosti, pokud
() dand Strana porusi jakakoli ustanoveni této
Smlouvy a takové poruseni nebude napraveno
béhem fficeti (30) dni od obdrzeni pisemného
oznameni Zadajici takovou népravu;

(i) kterakoli Strana se odlvodnéné domniva, ze
rizko pro Subjekty hodnoceni spojené s
pokraCovanim Studie se stava nepifijatelné z
védeckého hlediska nebo z hlediska bezpecnosti
a prospésnosti pro Subjekty hodnoceni;

(i) jakékoli prislusné osvéd&eni, opravnéni, schvaleni

i vyjimka pro provedeni Studie je odejmuto,

odvolano nebo vyprselo bez obnoveni; nebo

Zkousejici neni schopen Studii provadét a zadna

nahrada za Zkousejiciho, ktera by byla pro

Zadavatele nebo spole¢nost Chiltern pfijatelna,

neni za néj k dispozici v souladu s ¢asti Nahrada

za Zkousejiciho uvedenou nize; nebo

(v) Strana bude nesolventni, zanikne nebo bude
zlikvidovana, postoupi veSkery majetek véfiteli
nebo poda ¢&i podala proti tomu pisemnou zadost
na prohladSeni konkurzu nebo ji bude pfidélen
konkurzni spravce, ktery pfevezme dohled nad
zna¢nou Casti jejich aktiv. Pro vylou€eni
veSkerych pochybnosti nejsou Poskytovatel ani
ZkouSejici  opravnéni ukonCit tuto Smlouvu
pfedtim, neZ pfislusny soud prohlasi spoleénost
Chiltern za nesolventni.

(iv)

(d) Neprodlené po obdrZeni oznameni o ukonéeni této
Smlouvy ZkouSejici ukonéi nabor subjektd do Studie, ukongi
provadéni postupl na Subjektech studie, které jiz vstoupily
do Studie, kromé rozsahu povoleného z Iékaiského hlediska
a nepfivodi si dal8i naklady a vydaje nad tento rozsah.
Poskytovatel a ZkouSejici musi béhem 15 pracovnich dnl od
obdrzeni takového ozndmeni predioZit sladény rozpodet
pfipraveny v dobré vife ke schvaleni spole¢nosti Chiltern.

(e) V pfipadé ukonéeni této Smlouvy Castka splatna
podle této Smlouvy bude omezena a rozdélena na pomérné
Castky na zakladé skuteéné prace odvedené radné a vcas
do dne ukonéeni této Smlouvy v souladu s Protokolem s
Rozpoctem. Jakékoli finaCni prostfedky, které nejsou
Pfijemci platby dluzné, jak je stanoveno v této Smlouvég,

statistical requirements applicable to the Study
will be met, as determined by Sponsor.

(c) Either Party may terminate this Agreement by
written notice to the other Party, which will take effect
immediately, if
() the other Party breaches any provisions of this
Agreement and such breach is not remedied
within thirty (30) days of the breaching Party’s
receipt of a written notice requesting such a
remedy;
(ii) either Party reasonably considers that risk to the
Study subjects associated with continuation of the
Study becomes unacceptable for scientific or
Study subjects safety and welfare reasons;

any relevant certificate, authorization, approval or
exemption for conducting the Study is revoked,
suspended or expires without renewal; or
Investigator becomes unable to work for the Study
and no replacement of him/her acceptable to
Sponsor or Chiltern is available in accordance
with the Replacement section hereunder; or

(v) a Party becomes insolvent, is dissolved or
liquidated, makes a general assignment for the
benefit of its creditors, or files or has filed against
it a petition in bankruptcy or has a receiver
appointed for a substantial part of its asset. For
the avoidance of doubt Provider and Investigator
is not entitled to terminate this Agreement before
Chitlern is declared insolved by a relevant court.

(d) Immediately upon receipt of a notice of termination
of this Agreement, Investigator shall cease entering subjects
into the Study, shall cease conducting procedures to the
extent medically permissible on Study subjects already
entered into the Study, and shall refrain from incurring
additional costs and expenses to the extent possible. Within
15 business days of receipt of such notice Provider and
Investigator shall submit a reconciled budget prepared in
good faith for Chilterns approval.

(e) In the event of termination of this Agreement, the
sum payable under this Agreement shall be limited to
prorated fees based on actual work properly and timely
performed through the date of termination pursuant to the
Protocol as determined in accordance with the Budget. Any
funds not due Payee, as defined herein, under this
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podle metodiky plateb, ale byly jiz Pfijemci plateb zaplaceny,
budou vraceny spole¢nosti Chiltern béhem fficeti (30) dni od
zaveére¢né navstévy pracovisté spolenosti Chiltern.

() ZkouSejici musi informovat, [éCit a sledovat
Subjekty hodnoceni v pfipadé predéasného ukonéeni nebo
preruSeni Studie v rozsahu nutném z lékarského hlediska na
zakladé racionalniho lékafského tsudku.

(g) ZkouSejici o ukonCeni Studie pfeda zpravu na pravni
odbor Poskytovatele.

20. NAHRADA ZA ZKOUSEJICiHO

(a) V pfipadé, Ze ZkouSejici nebude ochoten nebo
schopen plnit povinnosti vyzadované v této Smlouvé,
Poskytovatel a ZkouSejici budou spolupracovat, aby v dobré
vife a co nejrychleji nasli nahradniho zkouSejiciho s
podobnymi zkuSenostmi a znalostmi, ktery bude pro
Zadavatele a spolecnost Chiltern pfijatelny; ZkouSejici vSak
bude i nadale dodrzovat ustanoveni této Smlouvy ve spojeni
se Zachovanim dlvérnosti, VylouCenim z vykonu profese,
Finanénim  prohlaSenim,  Publikovanim,  DuSevnim
vlastnictvim, Nahradou $kody, Odpovédnosti a Pojisténim
bez ohledu na ziskanou nahradu podle této Smiouvy.

(b) V pfipadé, Ze nahrada za ZkouSejiciho pfijatelna
pro Zadavatele a Poskytovatele neni ziskana vCas, Ize tuto
Smilouvu ukon€it v souladu s ¢asti Doba trvani a ukonéeni
smlouvy uvedené v této Smlouvé. Spoluprace
Poskytovatele a ZkouSejiciho za ucCelem ziskani pfijatelné
nahrady za ZkouSejiciho je nezbavuje zavazkid spojenych s
plnénim této Smlouvy do a vCetné data platnosti ukon&eni
Smiouvy.

21.  UCHOVAVANI ZAZNAMU

(a) Poskytovatel a/nebo ZkousSejici souhlasi s tim, Ze
budou uchovavat Dulezit¢ dokumenty, jak je stanoveno ve
smérnicich ICH-GCP, po dobu nejméné dvou (2) let po
poslednim schvaleni Zadosti o uvedeni pfipravku na trh v
oblasti ICH a az do té doby, kdy nebudou existovat zadné
dosud projednavané ¢i zamySlené Zadosti o uvedeni
pfipravku na trh v oblasti ICH, nebo do uplynuti nejméné
dvou (2) let od oficialniho ukonceni klinického vyvoje
hodnoceného pfipravku a nejméné po dobu tfi (3) let po
uplynuti data ukonéeni Studie.

(b) Tyto dokumenty budou vSak uchovavany déle,
bude-li to vyZadovano platnymi zékonnymi pfedpisy nebo
samostatnou pisemnou smlouvou se Zadavatelem.

methodology for payment but already paid to Payee shall be
returned to Chiltern within thirty (30) days of the site close-
out visit by Chiltern.

(f) Investigator and Investigator shall inform, treat and
further observe the Study subjects in the event that the
Study is prematurely concluded or interrupted to the extent
medically necessary using his/her reasonable medical
judgment.

(9) Investigator will forward final report after the study
completion to legal department of Provider.

20. REPLACEMENT

(a) In the event that Investigator becomes -either
unwilling or unable to perform the duties required by this
Agreement, Provider and Investigator will cooperate, in good
faith and expeditiously, to find a replacement investigator
with similar qualifications acceptable to Sponsor and
Chiltern; however Investigator shall continue to be bound by
the provisions herein relating to Confidentiality, Debarment,
Financial Disclosure, Publication, Intellectual Property,
Indemnity, Liability and Insurance notwithstanding his or her
replacement hereunder.

(b) In the event a substitute acceptable to the Sponsor
and the Provider is not found within a reasonable time
period, this Agreement may be terminated in accordance
with the Term and Termination section herein. The
Provider's and the Investigator's cooperation in finding an
acceptable replacement does not release them from their
obligations to perform this Agreement up to and including the
effective date of termination.

21. RECORD RETENTION
(a) The Provider and/or Investigator agrees to retain
Essential Documents, as described in the ICH-GCP

Guidelines, until at least two (2) years after the last approval
of a marketing application in an ICH region and until there
are no pending or contemplated marketing applications in an
ICH region or at least two (2) years have elapsed since the
formal discontinuation of clinical development of the
investigational product and at least for three (3) years
beyond the date of finishing the Study.

(b) These documents shall be retained for a longer
period, however, if required by the applicable regulatory
requirements or by a separate written agreement with
Sponsor.
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(c) Poskytovatel nebo ZkouSejici musi vzdy ziskat od
Zadavatele pisemné povoleni pfed zni¢enim jakéhokoli
dokumentu souvisejicim se Studii. ZkouSejici kontaktuje
Zadavatele k ziskani opravnéni pfed zniCenim jakychkoli
dalezitych dokumentu souvisejicich se Studii nebo v pfipadé
neimysiné ztraty nebo zniCeni jakychkoli ddlezitych
dokumentl  souvisejicich se Studii. ZkouSejici rovnéz
uvédomi spolecnost Chiltern, pokud pfemisti nebo presune
dokumenty souvisejici se Studii na misto jiné nez misto
uvedené v pfedlozené dokumentaci souvisejici se Studii.

22, POSTOUPENI SMLOUVY

Poskytovatel nebo ZkousSejici nesmi tuto Smlouvu postoupit
nebo prevést bez predchoziho pisemného souhlasu
spoleénosti Chiltern a Zadavatele. Spole¢nost Chiltern mize
tuto Smlouvu postoupit nebo prevést na tieti stranu po
pfedloZeni pisemného oznameni Poskytovateli. V pfipadé,
Ze spoleénost Chiltern postoupi nebo prevede tuto Smlouvu
na Zadavatele nebo entitu jmenovanou Zadavatelem, ktera
pfevezme vSechny povinnosti podle této  Smiouvy,
Poskytovatel a Zkousejici zprosti a navzdy zbavi spoleénost
Chiltern a jeji pfidruzené spole¢nosti veskerych zavazkl a
povinnosti spole¢nosti Chiltern plynouci z této Smlouvy a po
dni platnosti takového postoupeni.

23.  NEZAVISLA SMLUVNi STRANA

(a) V8echny smluvni strany budou vykonavat funkci
nezavislé smiluvni strany a nebudou v Zadném pfipadé
povazovany za povéfené osoby, zaméstnance, pomocniky
nebo zastupce dané strany. Zaméstnanci jedné Strany
nebudou proto povazovani za zaméstnance druhé Strany a
zadnd Strana neuzavie smlouvu nebo dohodu s tfeti
stranou, coz by smluvné zavazovalo druhou smluvni Stranu.

(b) Platby Pfijemci platby za sluzby poskytnuté podle
této Smlouvy budou ucinény v piné vysi v éastce stanovené
v Rozpoétu bez odedteni jakychkoli dani, ve vztahu se
skutecnosti, Ze Pfijemce platby je nezavisla smluvni strana.
Neni-li stanoveno jinak v Pfiloze B, jakékoli splatné dané
vyplyvajici z plateb poskytnutych Pfijemci platby spolecnosti
Chiltern budou vyhradni odpovédnosti Pfijemce platby a
Pfijemce platby musi takové dangé, za které je odpovédny,
v€as zaplatit.

24.  UVEREJNENI SMLOUVY

Poskytovatel ani ZkouSejici nesmi uvefejnit existenci této
Smlouvy nebo jejich spolupraci se spole¢nosti Chiltern nebo
Zadavatelem ani nazev nebo obchodni znaCky spoleénosti
Chiltern nebo Zadavatele bez vyslovného pisemného
souhlasu Strany, jejiz jméno podléhd moznému uvefejnéni

(c) The Provider or Investigator must obtain written
permission from the Sponsor prior to the destruction of any
Study document at any time. The Investigator will contact
Sponsor for authorization prior to the destruction of any
essential Study documents or in the event of accidental loss
or destruction of any essential Study documents. The
Investigator will also notify Chiltern should he/she relocate or
move the Study related files to a location other than that
specified in the submitted Study documentation.

22. ASSIGNMENT

This Agreement may not be assigned or transferred by
Provider or Investigator without the prior written consent of
Chiltern and Sponsor. Chiltern may assign or transfer this
Agreement upon written notice to Provider. In the event
Chiltern assigns or transfers this Agreement to Sponsor or to
an entity designated by the Sponsor who will assume all
obligations hereunder, Provider and Investigator shall
release and forever discharge Chiltern and its subsidiaries
and affiliates from any and all liabilities and obligations of
Chiltern arising under the Agreement from and after the
effective date of such assignment.

23. INDEPENDENT CONTRACTOR

(a) Each of the parties to this Agreement shall act as
an independent contractor and not be interpreted, on any
basis, as an appointee, employee, servant or representative
of the other party. Accordingly, the employee(s) of one Party
shall not be regarded as employee(s) of the other Party and
none of the Parties shall conclude a contract or agreement
with a third party the meaning of which obligates or binds the
other contractual Party.

(b) Payments to Payee for services rendered under this
Agreement shall be made in full at the amount provided for in
the Budget without deductions for taxes of any kind, in
conformity with Payee’s non-employee status.  Unless
otherwise provided in Exhibit B, any taxes due and payable
as a result of the payments by Chiltern to Payee shall be
solely Payee’s responsibility, and Payee shall timely pay all
such taxes for which it is liable.

24, PUBLICITY

Neither Provider nor Investigator shall disclose the existence
of this Agreement or its/his/her association with or name or
trademarks of Chiltern or Sponsor without the express
written approval of the Party whose name is the subject of
the potential disclosure, except as required by law.
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vySe uvedeného, neni-li tak pozadovano zakonem.

25. ROZHODNE PRAVO §
Tato Smlouva se vyklada podle prava Ceské Republiky bez
ohledu na kolizi pravnich ustanoveni.

26. PRETRVANi PLATNOSTI USTANOVENI

Platnost ustanoveni této Smilouvy tykajicich se Zachovani
davérnosti, Vylouceni z vykonu profese, Finanéniho
prohlaseni, Auditl, Monitorovani a Inspekci, Publikovani,
DuSevniho vlastnictvi, Nahrady Skody, Odpovédnosti a
Pojisténi, Uchovavani zaznam(, Postoupeni Smlouvy a
Rozhodného prava pretrva do uplynuti doby platnosti nebo
ukonceni této Smiouvy.

27. ZAVERECNA USTANOVENI

(a) Tato Smlouva spolu s veSkerymi pfilohami, dodatky
apod. tvofi celou smlouvu mezi Stranami tykajici se Studie a
nahrazuje veskerd soucasna ujednani a dohody, pisemné i
ustni.

(b) Jakakoli zména této Smlouvy a jejich pfiloh,
dodatki apod. musi byt u¢inéna pisemné a podepsana
jednotlilvymi Stranami.

(c) Pokud jsou jakakoli ustanoveni této Smlouvy v
rozporu se zakonem, podle kterého se tato Smlouva
vyklada, nebo pokud jsou takova ustanoveni povazovana
soudem za neplatna, takova ustanoveni budou
pieformulovana tak, aby co nejlépe vyjadfovala pdvodni
zaméry Stran, v souladu s platnym zakonem, a zbyvajici
Cast této Smlouvy zlstane i nadale v plné platnosti a
uéinnosti.

(d) Zfeknuti nebo vzdani se prav jakoukoli Stranou
ohledné poruseni jakéhokoli ustanoveni této Smlouvy nebo
jakéhokoli platného zakona nebude povaZovano za zieknuti
se prav ve vztahu k jakémukoli dalSimu porudeni jakéhokoli
ustanoveni v této Smlouvy.

(e) Pokud z této Smlouvy vyplyne jakykoli spor,
neshoda nebo poZadavek, Strany souhlasi s tim, Ze se
pokusi v dobré vife vyfeSit danou situaci dohodou. Pokud se
Stranam nepodafi spor, neshodu & pozadavek vyfesit,
zalezitost bude pfedloZzena k vyfeSeni tfeti stranou za
podminek pfijatelnych pro vSechny Strany. Pokud v3Sak
spor, neshoda nebo poZadavek nebude timto zplisobem
vyfeSen, kterdkoli Strana mize zalezitost predlozit

25. GOVERNING LAW

This Agreement shall be construed in accordance with the
laws of Czech Republic without regard to its conflict of laws
provisions.

26. SURVIVAL

Provisions herein regarding Confidentiality, Debarment,
Financial Disclosure, Audits, Monitoring and Inspection,
Publication, Intellectual Property, Indemnity, Liability and
Insurance, Record Retention, Assignment, and Governing
Law shall survive upon expiration or termination of this
Agreement.

27. MISCELLANEOQUS

(a) This Agreement, and any and all exhibits,
attachments, etc., constitutes the entire agreement among
the Parties regarding the Study and supersedes all prior and
contemporaneous agreements and understandings, whether
written or oral.

(b) This Agreement, and any and all exhibits,
attachments, etc., may be modified only by written document
signed by the Parties hereto.

(c) If any provision of this Agreement conflicts with the
law under which this Agreement is to be construed or if any
such provision is held invalid by a court, such provision shall
be deemed to be restated to reflect as nearly as possible the
original intentions of the Parties in accordance with
applicable law and the remainder of this Agreement shall
remain in full force and effect.

(d) Waiver or forbearance by any Party with respect to
a breach of any provision of this Agreement or any
applicable law shall not be deemed to constitute a waiver
with respect to any subsequent breach of any provision
hereof.

(e) If any dispute, controversy or claim arises out of this
Agreement, the Parties agree that they will attempt in good
faith to resolve the matter through negotiations. If
negotiations fail to resolve the dispute, controversy or claim,
the matter will be submitted to third party mediation on terms
substantially acceptable to the Parties. If mediation fails to
resolve a dispute, controversy or claim, any Party may
submit the matter to court in Hradec Kralové in Czech
Republic for resolution. The proceedings shall be conducted
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pfisludnému soudu v Hradci Kralové v Ceské republice k
vyfeSeni. Soudni fizeni bude vedeno v Cestiné.

() Tato Smlouva bude zavazna pro vSechny Strany,
jejich zplnomocnénce, nastupce a opravnéné zastupce.

(9) Jakakoli oznameni poZadovana nebo povolena k
poskytnuti podle této Smlouvy kteroukoli Stranou musi mit
pisemnou formu a budou povaZzovana za poskytnuta ve dne
jejich doruceni, pokud budou doruéena do vlastnich rukou,
zaslana mezinarodni nocni expresni doruCovaci sluzbou
nebo pét (5) dni po datu postovniho razitka a pokud budou
zaslana doporuéené s doruCenkou a placenym postovnym
na tuto adresu:

Pokud spolecnosti Chiltern:

Krukam | cChiten International,
s.r.o., Business Centrum Zalesi, Budova A2, Pod ViSfovkou
1661/31, 141 00 Praha 4, Ceska republika

Pokud Poskytovateli:

Fakultni nemocnice Hradec Kralové, Pravni odbor -
Sokolska 581, 500 05 Hradec Kralové —

Novy Hradec Kralové, Ceska republika

Pokud ZkouS$ejicimu: Fakultni nemocnice Hradec Kralové,
Klinika onkologie a radioterapie,

Sokolska 581, 500 05 Hradec Kralové — Novy Hradec
Kralové, Ceska republika

Pokud Zadavateli:

K rukam:

SOTIO a.s., Jankovcova 1518/2, 170 00 Praha 7, Ceska
republika

Kterakoli Strana mize zménit adresu, na kterou Ize zaslat
oznameni, a kontaktni osobu poskytnutim stejného
oznameni zplisobem zde uvedenym.

(h) Tato Smlouva nebude povazovana za pfijatou,
schvalenou nebo jinak platnou, dokud nebude podepsana
nize pfislusnymi Stranami. Kazda Strana timto prohlaSuje a
zaruCuje, Zze osoba, ktera se podepisuje jménem takové
Strany, je opravnéna uzaviit tuto Smlouvu, a tato Smlouva
neni v rozporu s Zadnou jinou stavajici smlouvou nebo
zavazky takové Strany.

V pfipadé rozporu mezi anglickou a Ceskou verzi této
smlouvy ma pfednost a je rozhoduijici verze ¢eska.

in Czech.

(f) This Agreement shall be binding upon the Parties,
their heirs, successors, and permitted assigns.

(9) Any notice required or permitted to be given
hereunder by any Party hereto shall be in writing and shall
be deemed given on the date received if delivered
personally, by recognized overnight courier, or five (5) days
after the date postmarked if sent by registered or certified,
mail, return receipt requested postage prepaid, to the
following address:

If to Chiltern:

Attention: ||| | JEEEEEE. Chitern International, s.r.o.,
Business Centrum Zalesi, Building A2, Pod Visnovkou
31/1661, 140 00 Praha 4, Czech Republic

If to Provider: University Hospital Hradec Krélové, legal dept.
- sokoiska 581, 500 05 Hradec Kralové
— Novy Hradec Kralové, Czech Republic

If to Investigator: University Hospital Hradec Kralové,
Oncology and Radiotherapy Clinic,

Sokolska 581, 500 05 Hradec Kralové — Novy Hradec
Kralové, Czech Republic

If to Sponsor:

Attention:

SOTIO a.s., Jankovcova 1518/2, 170 00 Prague 7, Czech
Republic

Any Party may change its notice address and contact person
by giving notice of same in the manner herein provided.

(h) This Agreement shall not be considered accepted,
approved, or otherwise effective until signed below by the
appropriate Parties. Each of the Parties hereto represents
and warrants that the person signing below on such Party’s
behalf has the authority to enter into this Agreement, and
that this Agreement does not conflict with any existing
agreement or obligations of such Party.

In case of any discrepancies between Czech and English
version of this agreement the Czech version is superior to
English.
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ZBYVAJici CAST TETO STRANY JE ZAMERNE PRAZDNA
NASLEDUJE PODPISOVA STRANA

THE REMAINDER OF THIS PAGE IS INTENTIONALLY LEFT BLANK
SIGNATURE PAGE To FoLLow
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Pfijato a schvaleno / Accepted and Agreed:

CHILTERN INTERNATIONAL, s.r.o.

Podpis/Signature:____ [NNENEEENENNNNNNNNN 2=~
Jméno hulkovym pismem / Printed Name:___ [ | | A ANNRBEEEN

[LUALCEN—

NAZEV POSKYTOVATELE / PROVIDER’s NAME

Podpis / Signature: s

Jméno hiilkovym pismem / Printed Name: ||| G

Titul / Title:feditel / Director

JMENO ZKOUSEJICiHO / INVESTIGATOR’s NAME

Podpis / Signature: s

Tiu/Title:
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