TFS)

It’s all about trust

Kh1/2017/012/Fo

Clinical Site Agreement

This agreement is made by and between:

and

and

TFS Trial Form Support, s.r.o., Klimentska
1216/46, 110 02 Praha 1, Czech Republic,
entered in Business Register at Municipal
Court in Prague, section C, inset 123492
under ID: 278 76 756 (hereinafter "TFS”),
represented by Carlos Rodriguez,
Vicepresident Finance, TFS

TFS Trial Form Support International AB,
having its registered office at Scheelevigen
8B, Byggnad 1601, 223 63 Lund, Sweden, ID
556531-1660, together with each of its
subsidiaries and affiliates collectively,
including TFS, has been commissioned by
Novartis Pharma Services AG having its
registered address at Lichtstrasse 35, CH-
4056 Basel, Switzerland, ID CHE-
103.882.596 (hereinafter “Sponsor”) as
independent contractor to perform certain
services in connection with the Study (as
specified hereunder) including the execution
of clinical trial agreements with participating
sites and investigators. TFS expressly states
that it is entitled to enter into this agreement
on behalf of Sponsor.

Fakultni nemocnice u sv. Anny v Brne,

Pekarska 664/53, 656 91 Brno, Czech
Republic, under ID/tax ID:
00159816/CZ00159816 (hereafter

“Institution”), represented by MUDr. Martin
Pavlik, Ph.D., DESA, EDIC, director

address: XXX, Czech Republic, DOB: XXX
(hereinafter “Investigator”)

WHEREAS:

Smlouva s klinickym pracovistém

Tato smlouva se uzavira mezi smluvnimi
stranami:

TFS Trial Form Support, s.r.o., Klimentska
1216/46, Praha 1, Ceska republika, zapsana
V obchodnim rejstiiku vedeném Méstskym
soudem v Praze, oddil C, vlozka 123492,
ICO: 278 76756 (dale jen ,TFSY),
zastoupena Carlos Rodriguez, finanénim
vicepresident, TFS.

TFS Trial Form Support International AB, se
Scheelevigen 8B, Byggnad 1601, 223 63
Lund, Svédské kralovstvi, reg. & 556531-
1660, spole¢né¢ se vSemi pobockami a
ptidruzenymi organizacemi, véetné TFS, byla
zmocnéna spolecnosti Novartis Pharma
Services AG, se sidlem Lichtstrasse 35, CH-
4056 Basel, Svycarsko, ID CHE-103.882.596
(dale jen ,,Sponzor®) jako nezavisly smluvni
partner pro provadéni urcitych sluzeb
v souvislosti se Studii (jak je definovana
nize), véetné¢ uzavieni smluv o klinickych
hodnocenich se zucastnénymi pracovisti a
zkouSejicimi. TFS vyslovné prohlasuje, ze je
opravnéna uzaviit v zastoupeni Sponzora tuto
smlouvu.

Fakultni nemocnice u sv. Anny v Brné,
Pekaiskd 664/53, 656 91 Brno, Ceské
republika, IC: 00159816, DIC : CZ00159816
(ddle jen ,Zdravotnické zatizeni®),
zastoupena ~ MUDr. Martinem Pavlikem,
Ph.D., DESA, EDIC, tfeditelem

I :clresa:

XXX Ceské republika, datum narozeni: XXX
(dale jen ,,ZkouSejici)

PRICEMZ:
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The Investigator agrees to perform for the
Sponsor the clinical study “XXX), according
to the protocol with number XXX (hereinafter
“Protocol™).

The Investigator acknowledges that he has
read the Protocol and any associated
documents pertaining to the said Protocol and
agrees to abide by all provisions of the
Protocol.

The Investigator ensures the ability of the
Investigator and study staff and the Institution
ensures that the site facilities are adequate to
perform the Study.

The Parties hereby declare that they are
authorized to sign this Agreement.

This Agreement becomes valid upon being
signed by all Parties. Prior to commencing the
Study, TFS or the Sponsor shall arrange for
approval of the respective ethics committee
and competent body (State Institute for Drug
Control - SUKL) at its own expenses.

IT HAS BEEN AGREED AS FOLLOWS:

ARTICLE 1 - AIMS

1.1.

1.2.

Under the conditions of this agreement,
the Investigator and Institution agree to
perform the Study in accordance with the
terms of the final Study Protocol,
applicable laws, regulations, of Czech
Republic and the International Conference
on Harmonisation Guideline for Good
Clinical Practice: Consolidated Guidance
(E6). Investigator and Institution shall
follow the serious adverse event reporting
process set forth in the Protocol.

The agreed number of randomised patients
at the Institution’s site completing the
Study shall be 4 (four).

Any change to the agreed number of

Zkousejici souhlasi, ze provede pro sponzora
Klinickou studii ,XXX (dale jen ,,Studie®)
v souladu s protokolem ¢islo XXX (dale jen
,,Protokol*).

Zkousejici potvrzuje, ze si precetl Protokol a
vSechny souvisejici dokumenty nalezejici
k uvedenému Protokolu a souhlasi, ze bude
dodrzovat vSechna ustanoveni Protokolu.

Zkousejici zaru€uje schopnost Zkousejiciho a
tymu klinického hodnoceni a Zdravotnické
zafizeni  zaruCuje, Ze pracoviSté je
odpovidajici pro provedeni Studie.

Smluvni strany prohlasuji, ze jsou opravnény
K podpisu této smlouvy.

Tato smlouva nabyva platnosti ejim
podpisem vSemi smluvnimi stranami. Pied
zahéjenim studie musi TFS ¢i sponzor na své
naklady zajistit schvaleni pfislusné etické
komise, a kompetentniho organu (Statni Gfad
pro kontrolu 1é&iv -SUKL).

SJEDNAVA SE NASLEDUJICI:

CLANEK 1 — CiLE

1.1

1.2.

Vramci  podminek  této  smlouvy
ZkouSejici a Zdravotnické zatizeni
souhlasi s provedenim Studie v souladu s
kone¢nou verzi Protokolu ke Studii,
platnymi  zakony, piedpisy Ceské
republiky a Mezinarodni konference o
harmonizacni smérnici pro dobrou
klinickou praxi: konsolidovana smérnice
(E6). ZkousSejici a Zdravotnické zafizeni
museji  dodrzovat  postup  hlaseni
zavaznych nezadoucich ptihod,
stanoveny v protokolu.

Dohodnuty  pocet  randomizovanych
pacienti  pracovi§ti ~ Zdravotnického

zafizeni provadéjiciho studii je 4 (Ctyfi).

Jakékoliv. zmény dohodnutého poctu
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1.3.

1.4.

randomised patients in the Study can be
done only if the Investigator, the
Institution and TFS, following Sponsor
instructions, agree to it, and only after this
Agreement is amended appropriately.

The Study is estimated to begin in
November 2017. The enrolment period is
estimated to be 12 months. The total
duration of the trial is expected to be 48
months with the end of Study estimated to
be January /2021.

TFS, under Sponsor’s instructions, has the
right to terminate the participation of the
Institution and the Investigator in this
Study if no patients have been included 3
months after the site has received a “Study
start letter”. “Study start letter” is a
document confirming the site’s readiness
for patients’ recruitment. This document
should be sent by TFS to the Investigator
after Site Initiation Visit (SIV) as a proof
of the site activation.

ARTICLE 2 - ORGANISATION

2.1.

Sponsor, through TFS, agrees to supply
the Investigator with investigational
product (labelled in accordance with local
requirements) and with case report forms
for each patient, for the conduct of the
Study.

Investigational product may not be
supplied to the Investigator until all
required documents have been provided
to TFS by the Investigator and
Authorities. Required documents are: the
Investigator's CV, signed Protocol and
financial disclosure of the Investigator
and his/her family, written approval by
both the Ethics Committee and the
Competent Authority.

The investigational product shall be
supplied to the Institution’s pharmacy.

1.3.

1.4.

randomizovanych pacientd ve Studii lze
provadét pouze tehdy, pokud se tak
dohodnou  ZkousSejici,  Zdravotnické
zatizeni 1 TFS podle pokynti Sponzora, a
pouze pokud byla tato smlouva upravena
ptisluSnym dodatkem.

Odhaduje se, Ze studie bude zahajena
v terminu listopadu 2017. Piedpoklada
se trvani obdobi zafazovani pacientu 12
mésict. Celkové trvani studie se
odhaduje na 48 mésict, ukondeni studie
se predpoklada v terminu Leden/2021.

TFS mé podle pokyni Sponzora pravo
ukoncit Gcast Zdravotnického zafizeni a
Zkousejiciho v Klinické studii, pokud
nebyli do 3 mésict poté, co pracovisté
obdrzelo ,,Oznameni o zahajeni studie®,
do Studie zac¢lenéni zadni pacienti. Dopis
,»Oznameni o zahajeni studie* potvrzuje
pripravenost  pracovist¢ pro  nabor
pacientii. Tento dokument by mél byt
poslan spolec¢nosti TFS Zkousejicimu po
aktivacni navstéveé pracovisté (SIV) jako
dikaz aktivace pracoviste.

CLANEK 2 - ORGANIZACE

2.1.

Sponzor prostfednictvim TFS souhlasi s
tim, Zze dodd Zkousejicimu hodnoceny
ptipravek (oznageny v souladu
s lokdlnimi pozadavky) a formulate pro
ptipadovou zpravu jednotlivych pacientt
pro ucely provadéni Studie.

Hodnoceny  pifipravek nesmi byt
Zkousejicimu dodan, dokud Zkousejici a
prislusné organy nedodaly TFS vSechny
pozadované dokumenty. Pozadované
dokumenty jsou napi.: CV Zkousejiciho,
podepsany Protokol a financni bilance
Zkousejiciho a jeho rodiny, podepsany
Souhlas etické komise a kompetentniho
organu.

Hodnoceny pfipravek bude dodan do
nemocnicni lékarny Zdravotnického
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2.2.

The Institution agrees to arrange for the
evaluated investigational product to be
stored in the pharmacy separately from
the other pharmaceuticals and for
preparation / treatment, inspection,
storage and issue of the investigational
product to be conducted in line with the
Protocol, applicable statutory regulations
of the Czech Republic and Good
Pharmaceutical Practice, as well as the
terms and conditions stipulated in LEK-
12 Instruction issued by the State Institute
for Drug Control. The Investigator agrees
to take the investigational product from
the Institution’s pharmacy in line with the
Protocol.

Together with the investigational product
TFS shall provide information, in
English, regarding the investigational
product concerning shelf life, storage and
distribution.

The Investigator and/or the pharmacist
shall be responsible for the adequate
storage of investigational product from
the time the supplies have reached the
participating Institution until collection
by TFS or destruction.

TFS will supply the Investigator with up-
to-date information on existing or newly-
available information on the safety and
efficacy of the investigational product as
this information becomes available to the
Sponsor from other clinical studies.

The Investigator agrees to begin the
Study as soon as receipt of the
investigational product has taken place
and to use only the said materials for the
Study. Case report forms and treatment
units not used for the Study will be
returned to TFS after completion or
termination of the Study. The
Institution/Investigator must warrant that
all Case Reports Form submitted to TFS
will be complete and will accurately

2.2.

zafizeni. Zdravotnické zafizeni souhlasi,
Ze zajisti, aby hodnoceny ptipravek byl
ulozen v 1ékarné oddélen¢ od ostatnich
1é¢iv a aby pfiprava / tiprava, kontrola,
uchovavani a vydavani hodnoceného
pfipravkuprobihala v  souladu s
Protokolem, s platnymi  pravnimi
predpisy Ceské republiky a se spravnou
Iékarenskou praxi a rovnéz dle podminek
stanovenych v pokynu LEK-12 vydaném
Statnim ustavem pro kontrolu 1écCiv.
Zkousejici souhlasi, ze bude hodnoceny

ptipravek odebirat z 1ékarny
Zdravotnického zafizeni v souladu s
Protokolem.

Spole¢né s hodnocenym piipravkem TFS
poskytne informace o hodnoceném
pfipravku ohledné¢ doby pouzitelnosti,
skladovani a distribuce, a to v anglickém
jazyce.

Zkousejici a/nebo 1ékarnik zodpovidaji za
pfiméfené  uskladnéni  hodnoceného
pfipravku od okamziku, kdy dodéavka
dorazila do zaCastnéného Zdravotnického
zafizeni, a t0 az do doby jeho zpétného
prevzeti ze strany TFS nebo likvidace.

TFS bude poskytovat Zkousejicimu
aktualni informace o existujicich nebo
nove dostupnych skutecnostech,
tykajicich se bezpeénosti a ucinnosti
hodnoceného ptipravku Vv souladu s tim,
jak budou tyto skute¢nosti Sponzorovi
zptistupnovany z jinych klinickych
studii.

Zkousejici souhlasi s tim, ze zahaji Studii
ihned po piijeti hodnoceného ptipravku a
bude pro Studii pouzivat vyhradné
uvedeny  materidl. Formulafe pro
pfipadové zpravy a lécebné jednotky
neuzité pro Studii budou po dokonceni
nebo ukonCeni Studie vraceny TFS.
Zdravotnické zafizeni /Zkousejici musi
zarucit, ze vSechny formulafe pro
ptipadové zpravy zaslané TFS budou
kompletni a budou pfesné odrazet
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2.3.

2.4.

2.5.

2.6.

reflect the results of the Study.

The Investigator or his appointed
representative agrees to keep the TFS
Monitor (person monitoring the Study
conduct on behalf of TFS/Sponsor)
informed of all events of the Study by the
most appropriate means and agrees to
receive visits by the TFS Monitor or
other members of the TFS such as
representatives from the Clinical Quality
Assurance Department.

Any modification to the Protocol will
only be implemented after agreement
with TFS and as defined in the Protocol.
However, should any modification to the
Protocol affect rights and/or obligations
and/or costs of the Institution and/or the
Investigator regarding the Study, the
modification to the Protocol shall not be
effective before an Amendment to this
Agreement is entered into by the Parties,
reflecting such change of rights and/or
obligations and/or costs of the Institution
and/or the Investigator.

The Investigator agrees to supply TFS
with the correctly completed case report
forms on termination of the scheduled
patient observation period or during the
observation period as appropriate. The
Investigator agrees to sign the case report
forms whenever required in order to
validate them for any patient entering the
Study.

The Sponsor will carry out an analysis of
the Study results.

The Institution and Investigator must
undertake to allow TFS, the Sponsor or
any of its Affiliates, Regulatory
Authorities and ethics committees to:

(a) examine and inspect  the
Institution's and  Investigator’s
facilities which are used to perform

2.3.

2.4.

2.5.

2.6.

vysledky Klinické studie.

Zkousejici nebo jeho jmenovany zastupce
souhlasi, Ze bude informovat monitora
TFS (osobu monitorujici vedeni Klinické
studie zpovéfeni TFS/Zadavatele) o0
vSech udalostech souvisejicich se Studii
témi  nejvhodngj§imi  prostiedky a
souhlasi s navstévami monitora TFS
nebo jinymi ¢leny spole¢nosti TFS, jako
jsou zastupci  klinického  odd€leni
zajistovani kvality.

Jakékoliv  tpravy Protokolu budou
implementovany po dohodé s TFS a jak
je uvedeno v Protokolu. V piipadé, Zze by
jakakoliv tprava Protokolu ovlivnila
prava a/nebo povinnosti a/nebo néklady
Zdravotnického zafizeni a/nebo
ZkousSejicitho Vv souvislosti se Studii,
nebude takovd zména Protokolu U¢inna
diive, nez Strany uzaviou dodatek k této
smlouvé, v niz bude takovd zména prav
a/nebo  povinnosti a/nebo  nakladl
Zdravotnického zatizeni a/nebo
Zkousejiciho zohlednéna.

Zkousejici souhlasi, ze bude dodavat TFS

spravné  vyplnéné  formulafe  pro
ptipadové zpravy pii ukonceni obdobi
planovaného sledovani pacienta nebo dle
potieby v pribéhu obdobi sledovani.
ZkouSejici  souhlasi, Ze podepise
formulare ptipadové zpravy, kdykoliv to
bude potiebné pro ucely jejich potvrzeni
pro kteréhokoliv pacienta, ktery bude
vstupovat do Studie.

Zadavatel  bude
vysledka Studie.

provadét  analyzu

Zdravotnické zatizeni a Zkousejici se
musi  zavazat, ze umozni TEFS,
Sponzorovi  nebo  kterékoliv  jeho
pobocce, regulacnim organim a etické
komisi:

(@ prozkoumat a provést inspekci
pracovisté Zdravotnického zafizeni
a Zkousejiciho, které bude pouzito
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the Study; and

(b) inspect and copy all data and
documents directly related to the
Study.

TFS or the Sponsor shall inform the
Institution (Clinical Studies Department)
about the dates of the planned initiating,
finishing, auditing and monitoring visits
by e-mail sent to |GGG
TFS or the Sponsor shall provide such
information to the Institution no later
than 3 working days before the planned
visit. TFS and the Sponsor agree that
besides the Investigator, other personnel
of the Institution may also participate in
such visits, if required.

2.7.  The Investigator commits to retain the
original source documents and other
relevant documentation of the Study for
the period of 15 years after closing of the
Study, in accordance with regulatory
requirements of the commission of the
European Communities and/or Czech
Republic legal regulations.

ARTICLE 3 - PATIENT DATA

3.1. Investigator warrants that, as of the date
of enrolment of each individual
participating as a study subject, he will
obtain from each such individual an
authorisation that meets the requirements
of any applicable privacy rule. Such
authorisation shall permit (i) all necessary
uses of the individual’s “protected health
information” by the Institution and
Investigator as part of the Study and (ii)
all disclosures of such protected health
information by Institution and
Investigator to the Sponsor and its
authorised agents and the clinical study
team and other professionals involved in
the Study for purposes relating to the
Study or other purposes permitted by law.

pro provedeni Studie, a

(b) provérit a zkopirovat veskera data a
dokumenty piimo souvisejici se
Studii,

TFS ¢i Sponzor jsou povinni informovat
Zdravotnické zafizeni (Oddéleni
klinickych studii) 0 datumech

.....

auditnich a monitorovacich navstév, a to
e-mailem na adresu | GGG
Tuto informaci jsou TFS nebo Sponzor
povinni Zdravotnickému zafizeni
poskytnout alespont 3 pracovni dny pied
planovanou navstévou. TFS a Sponzor
souhlasi, ze se téchto navstév bude
v piipadé  potfeby ucastnit kromé
Zkousejiciho 1 dalsi povéteny pracovnik
Zdravotnického zatizeni.

2.7. ZkouSejici se zavazuje, ze bude
uchovéavat originaly zdrojovych
dokumentt a dalsi relevantni

dokumentaci Studie po dobu 15 let po
ukonéeni Studie v souladu s regulaénimi

pozadavky komise Evropského
spoleCenstvi a/nebo pravnimi ptedpisy
Ceské republiky.

CLANEK 3 — UDAJE O PACIENTOVI

3.1.  ZkouSejici ru¢i =za to, ze kdatu
zaregistrovani jednotlivych osob
zahrnutych jako subjekty studie ziskéd od
takové  osoby  souhlas  spliujici
pozadavky platnych zasad ochrany
soukromi.  Takovy  souhlas  musi
povolovat (i) vSechna nezbytna pouziti
,chranénych  zdravotnich  zdznamu“
pacienta Zdravotnickym zafizenim a
Zkousejicim v ramci Studie a (ii) veskera
sdélovani téchto chranénych zdravotnich
zaznaml Zdravotnickym zafizenim a
Zkousejicim ~ Sponzorovi a  jeho
poveéfenym zastupciim a tymu klinické
studie a dal$im profesionalim zapojenym
do Studie pro tcely souvisejici se Studii
a pro dalsi ucely povolené zakonem.
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The Institution and Investigator shall take
all necessary steps:

(@) to ensure that the technical and
organisational security measures
specified in the Protocol and
applicable Czech Republic laws
and regulations are taken to protect
clinical Study data against
accidental or unlawful destruction
or accidental loss or damage,
alteration, unauthorised disclosure
or access and against all other
unauthorised disclosure or access
and against all other unauthorised
or unlawful forms of processing;
and

(b) to ensure that their own employees,
as well as any sub-contractors,
temporary employees or other
third-parties or vendors who have
access to any confidential or
personally identifiable information
relating to the clinical Study,
receive appropriate privacy and
security training, which shall be
updated periodically as the laws
and regulations of the Czech
Republic evolve.

TFS, Sponsor, Institution and Investigator
shall ensure protection of personal data
and information about personal relations
of the subjects of evaluation included in
the Study during and after the end of the
Study in line with the applicable statutory
regulations of the Czech Republic.

ARTICLE 4 - PROPERTY / PUBLICATION

Zdravotnické zatfizeni a Zkousejici musi
provést vSechny nezbytné kroky pro:

(@) =zajisténi, aby byla provedena
technicka a organizacni
bezpecnostni opatfeni definovana
Vv Protokolu a platnych zakonech a
predpisech Ceské republiky na
ochranu dat  Studie proti
nadhodnému nebo nezdkonnému
zniceni nebo nahodné ztrat€é nebo
poskozent, pozménéni,
neopravnénému  sdéleni  nebo
piistupu a proti vSem dalSim
neopravnénym  sdélenim  nebo
pristupu a proti vSem ostatnim
neopravnénym nebo nezakonnym
formam zpracovani; a

(b) zajisténi, aby jejich  vlastni
zaméstnanci a vSichni
subdodavatelé, docasni
zameéstnanci nebo jiné tfeti strany
nebo dodavatelé, kteti maji ptistup
ke vSem davérnym nebo osobnim
identifikovatelnym informacim
souvisejicim se Studii, absolvovali
odpovidajici Skoleni zaméfené na
ochranu soukromi a zabezpeceni
dat. Toto Skoleni musi byt
pravidelné doplnovano
V navaznosti na vyvoj zakond a
predpisii v Ceské republice.

TFS, Sponzor, Zdravotnické zafizeni a
Zkousejici jsou povinni v pribéhu Studie
i po jejim ukonceni dbat podle
pfislusnych pravnich predpisi Ceské
republiky o ochrané osobnich udaji a
informaci o osobnich pomérech subjekti
hodnoceni zatazenych do Studie.

CLANEK 4 — VLASTNICTVIi/PUBLIKACE

4.1.

4.2.

XXX

XXX

4.1.

4.2.

XXX

XXX
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the total value of the contract shall be

celkova hodnota smlouvy

700.000_ CZK. bude_700.000 Kc¢.

4.3. The Sponsor, through TFS or its | 4.3. Sponzor ma pravo prostfednictvim TFS
designee, shall have the right to require nebo  povéfené  osoby  pozadovat
amendments to any such proposed Vv pfiméfené mife dodatky k jakymkoliv
presentation or publication on reasonable takovym navrhovanym prezentacim nebo
grounds including without limitation: publikacim, kromé jiného véetné:

(@) to ensure the accuracy of the (@) zajisténi presnosti prezentace nebo
presentation or publication; publikace;

(b) to ensure that proprietary (b)  zajisténi, ze nebudou netimyslné
information is not inadvertently vyzrazeny chranéné informace;
divulged;

(c) to enable intellectual property () umoznéni zajisténi prav dusevniho
rights to be secured; vlastnictvi;

(d) to enable relevant supplementary (d) wumoZnéni dodani relevantnich
information to be provided. dopliujicich informaci.

The Institution and/or Investigator shall Zdravotnické zafizeni a/nebo Zkousejici

amend or delete any statement in a musi doplnit nebo vymazat jakékoliv

proposed publication, provided such tvrzeni v navrhované publikaci, za

request is reasonable and based on any predpokladu, Ze tento pozadavek je

one of (a) to (d) above. opravnény a vychazi zkteréhokoliv
z bodu (a) az (d) vyse.

44, XXX 4.4, XXX

45 XXX 45 XXX

4.6.  The provisions of this Article 4 of this | 46.  Ustanoveni ¢lanku 4  Smlouvy s
Clinical Site Agreement shall survive the klinickym pracovi§tém pietrvavaji i po
expiry or termination of this Agreement. vyprseni platnosti nebo ukonceni této

Smiouvy.

47. XXX 47. XXX

ARTICLE 5 - FINANCIAL PARTICIPATION [ CLANEK 5 -  FINANCNi  UCAST

OF SPONSOR SPONZORA

5.1.  TFS agrees to pay a specified amount per | 5.1. TFS souhlasi, ze uhradi definovanou
Patient Visit, as defined in the Budget castku za navs§tévu pacienta podle

Schedule (please see attached country
specific Budget Schedule).

specifikace Vv rozpoctovém planu (viz
ptiloZzeny rozpoctovy plan pro piislusny
stat).
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Payment for conducted visits shall be
split between the Institution (40 % of the
budget) and the Investigator (60 % of the

budget).

5.2. Payment for conducting the study will be
credited to:

Institution:

Fakultni nemocnice u sv. Anny v Brne

Platba za provedené vizity bude rozdélena
mezi  Zdravotnické  zafizeni  (40%
rozpoctu) a Zkousejiciho (60% rozpoctu).

5.2. Platba za provedeni studie bude pfipsana
subjektu:

Zdravotnické zatizen:
Fakultni nemocnice u sv. Anny v Brné

Payee Name Fakultni nemocnice u Jméno piijemce Fakultni nemocnice u
sv. Anny v Brn¢ sv. Anny v Brné

Payee Address Pekatska 664/53 Adresa Piijemce Pekaiska 664/53
656 91 Brno , Czech 656 91 Brno 2, Czech
Republic Republic

Bank Name Nazev banky

Bank Account Bankovni Gcet

IBAN Number or Cislo IBAN nebo

branch number ¢islo pobocky

SWIFT Code SWIFT kod

VAT/GST/Tax ID VAT/GST/datiové

Number identifika¢ni ¢&islo

Variable symbol Variabilni symbol

Investigator: Zkousejici :

Prof. MUDr. Vladimir Vasku, CSc.

Prof. MUDr. Vladimir Vaska, CSc.

Payee Name Prof. MUDr. Jméno piijemce Prof. MUDr.
Vladimir Vasku, Vladimir Vaski,
CSc. CSc.

Payee Address XXX Adresa Piijemce XXX

Bank Name XXX Nézev banky XXX

Bank Account XXX Bankovni ucet XXX

IBAN Number or XXX Cislo IBAN nebo XXX

branch number ¢islo pobocky

SWIFT Code XXX SWIFT kod XXX

The payments will be made upon receipt
of an appropriately documented invoice
no later than 30 days after date of receipt
by TFS of the respective invoice.

Platba bude provedena po pfijeti fadné
zdokumentované faktury, a to nejpozdéji
do 30 dni ode dne obdrzeni pfislusné
faktury spolecnosti TFS.
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5.3.

54.

It is the Investigator's and Institution’s
responsibility to meet the fiscal
obligations adherent to the fees received.

TFS will re-imburse as an invoicable item
XXX as required by the Protocol.

ARTICLE 6 - RESPONSIBILITY AND

INDEMNIFICATION

6.1.

6.3.

Upon request, the indemnification
obligations  between  Sponsor and
Institution and Investigator shall be
governed by a separate agreement in the
form of a letter, to be executed by

Sponsor (or its Affiliate)

6.2 The Institution hereby declares that it
has established an insurance policy for
liability for damage caused when
providing medical care pursuant to
Section 45(2)(n) of Act No. 372/2011
Coll. on health services. This insurance
contract is concluded in the legally
required scope and does not include
liability insurance for the damage caused
by the clinical trial.

During the Study, the Sponsor shall
maintain  fully wvalid and effective
insurance for the Sponsor and the
Investigator in the amount sufficient to
cover compensation of any and all
damages to health caused to patients in
direct relation to participation in the
Study in the scope requested by law
(Section 52(3)(f) of Act No. 378/2007
Coll. on pharmaceuticals, as amended).

This insurance coverage of the clinical
trial will also cover, to this extent, any

5.3.

5.4.

Je odpovédnosti Zkousejiciho a
Zdravotnického zafizeni, splnit  si
finanéni z4vazky souvisejici s pfijatymi
platbami.

TFS uhradi na zaklad¢ faktury naklady
XXX v souladu s pozadavky Protokolu.

CLANEK 6 — ODPOVEDNOST A

ODSKODNENI

6.1.

6.2.

6.3.

Zavazky Sponzora tykajici se odSkodnéni
Zdravotnického zafizeni /Zkousejiciho
jsou uvedeny Vv Letter of Indemnity, ktery
je ptilohou této smlouvy. .

Zdravotnické zafizeni prohlasuje, ze ma
dle § 45 odst. 2 pism. n) zakona C¢.
372/2011 Sb., o zdravotnich sluzbach,
uzavienu pojistnou smlouvu na pojisténi
odpovédnosti za Skodu zplsobenou pii
poskytovani zdravotni péce. Tato pojistna

smlouva je uzaviena Vv zdkonem
pozadovaném rozsahu a neobsahuje
pojisténi  odpoveédnosti za  Skodu
zpisobenou pifi provadéni klinického
hodnoceni.

Sponzor je povinen Vv  zakonem

pozadovaném rozsahu (§ 52 odst. 3 pism.
f) zak. ¢. 378/2007 Sb., o léCivech, ve
znéni pozdéjSich predpisi) udrzovat
v pribéhu Studie vplné platnosti a
ucinnosti  pojisténi pro Sponzora a
Zkousejiciho na ¢astky dostacujici ke kryti
nahrady vSech Skod na  zdravi
zpisobenych pacientiim v piimé
souvislosti s Gcasti ve Studii.

Toto pojisténi klinického hodnoceni bude
Vtomto rozsahu rovnéz kryt ptipadnou

liability of the Institution or Investigator. odpovédnost  Zdravotnického  zafizeni
nebo Zkousejiciho.
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The Sponsor hereby declares that it
established the required insurance prior
to commencement of the Study by XXX
and in the event of the Study being
extended in duration, the insurance shall
also be extended as required.

ARTICLE 7—- DEBARMENT

7.1.

The Institution and Investigator certify
that (i) neither the Investigator nor the
Institution nor any person employed by it
in connection with the Study has been
debarred from participating in clinical
studies under any applicable law or
enactment of Czech Republic or the U.S.
Federal Food, Drug and Cosmetic Act;
and (ii) if at any time after the execution
of the clinical study agreement, the
Institution and Investigator becomes
aware that the Institution or any person
involved with the Study is debarred, or is
in the process of being debarred, the
Institution and Investigator will notify
TFS immediately.

ARTICLE 8 - CANCELLATION

8.1.

8.2.

If the Study has not started at the study
site 3 months after the site has received a
“Study start letter” for reasons
independent of TFS, TFS reserves the
right to cancel this agreement and notify
this to the Investigator and the Institution
accordingly. The cancellation shall
become effective on the end of the 30"
day from the date of notification by
registered letter with acknowledgement
of receipt, if the Investigator has not
started the Study until the end of such
30" day. In such case the study
medication units must also be returned.

TFS reserves the right to terminate this
Agreement and to discontinue the Study
at any time by delivery of written notice
to the Investigator and the Institution:

Sponzor prohlasuje, Ze ma uzavieno
odpovidajici pojisténi pied zahajenim
studie u XXX a v piipadé, Ze bude studie
rozsifena v dobé jejiho trvani, pojisténi
bude rozsiteno podle potieby.

CLANEK 7 —- VYLOUCENI

7.1.

Zdravotnické zafizeni /Zkousejici
potvrzuji, Ze (i) ani ZkouSejici ani
Zdravotnické zafizeni a ani zadné osoby
jimi zaméstnané ve spojitosti se Studii
nebyly vylouCeny zucasti na klinickych
studiich podle platnych zidkoni nebo
pravnich piedpist Ceské republiky nebo
nafizeni U.S. Federal Food, Drug and
Cosmetic ; a (ii) pokud kdykoliv po
uzavieni smlouvy o klinické studii
Zdravotnické zatizeni a Zkousejici zjisti,
7ze Zdravotnické zatizeni nebo jakakoliv
osoba podilejici se na studii byla
vylou¢ena nebo je vedeno fizeni o
vylouCeni, Zdravotnické zafizeni a
Zkousejici neprodlené vyrozumi TSF.

CLANEK 8 — ZRUSENI

8.1.

8.2.

Pokud Studie nebyla zahijena na
pracovisti studie do 3 mesicti poté, co
pracovisté obdrzelo ,,Ozndmeni o zahdjeni
studie, které nelze ptipsat TFS, vyhrazuje
si TFS pravo vypoveédét tuto smlouvu a
odpovidajicim zpiisobem o tom vyrozumeét
Zkousejictho a Zdravotnické zafizeni.
Vypovéd nabude t€innosti uplynutim 30

dni ode dne doruceni vypovédi
doporucenym dopisem s dodejkou
(vypovédni doba), jestlize Zkousejici

nezah4ji Studii pfed uplynutim této doby
vuvedené vypovédni dobé. V piipadé
vypoveédi museji byt medikac¢ni jednotky
pro Studii vraceny.

TFS si vyhrazuje pravo kdykoliv ukoncit
tuto smlouvu a pterusit Studii, a to na
zaklad¢ pisemného oznameni doruc¢en¢ho
Zkousejicimu a Zdravotnickému zatizeni:
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i) for wvalid scientific or business
reasons to be determined in the sole
discretion of the Sponsor, or

ii) if the purpose of the Study has, for
any reason, become obsolete, or

iii) the Investigators, or either of them
in any respect, do not comply with
the Protocol, this Agreement or any
applicable governmental
requirement.

8.3. If the Study is prematurely terminated the
Investigator and Institution are entitled to
any and all payments according to section
5 of this Agreement in relation to all the
work conducted.

8.4. Institution and Investigator shall notify
TFS if there is a delay in payments. If
TFS fails to remedy within 45 days
following the Institution’s or the
Investigator’s notification and provided
there is not a just cause, the Institution or
the Investigator shall have an option to
terminate this Agreement.

8.5.

Institution may terminate this Agreement with
immediate effect in case of any reasonable patient
safety and/or efficiency concerns. Either party
may terminate this Agreement with immediate
effect by written notice to the other in the event
that the other party commits a material breach of
this Agreement, which (if remediable) is not
remedied within thirty (30) days of a written
notice from the other party.

ARTICLE 9 - SECRECY AND NON USE

9.1.  The Investigator and the site staff agree
to keep confidential all information
supplied, directly or indirectly by TFS,

8.3.

8.4.

8.5.

CLANEK 9 -

i) zopravnénych védeckych nebo
obchodnich ditvodu stanovenych dle
vyhradniho uvdzeni Sponzora, nebo

ii) pokud z jakéhokoliv divodu vyprsel
ucel Studie, anebo

iii) ZkouSejici nebo n&ktery znich
Vv jakémkoliv  ohledu nedodrzeli
Protokol, tuto Smlouvu nebo platné
zakonné predpisy.

Pokud dojde k pfed¢asnému ukonceni
studie, ma ZkouSejici a Zdravotnické
zafizeni prdvo na uhradu veskerych
plateb vsouladu s¢élankem 5 této
Smlouvy ve wvztahu K veskerym jiz
vykonanym pracim.

Zdravotnické zafizeni a ZkousSejici
oznami TFS, jestlize doslo ke zpozdéni
plateb. Jestlize TFS neni schopno zajistit
do 45 dnl od oznameni Zdravotnického
zafizeni nebo Zkousejictho napravu,
pokud to Ize spravedlivé pozadovat, jsou
Zdravotnické zafizeni nebo Zkousejici
opravnéni odstoupit od této Smlouvy.

Zdravotnické zafizeni mtze tuto smlouvu
okamzité ukoncit v ptipadé jakychkoliv
opravnénych  obav  tykajicich  se
bezpecnosti pacienta a /nebo ucinnosti.
Kterakoliv ze smluvnich stran mize tuto
smlouvu vypovédét s okamzitou platnosti
pisemnym oznamenim druhé smluvni
strané¢ Vv pfipadé, ze druhd strana
zavaznym zpusobem porusi tuto dohodu,
které (jejiz naprava) neni odstranéno do
tficeti (30) dnti od pisemného upozornéni
druhou stranou.

MLCENLIVOST A

NEPOUZIVANI

9.1

Zkousejici a persondl pracovisté souhlasi,
ze budou uchovavat v diivérnosti veskeré
informace dodané pfimo nebo nepiimo
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9.2.

9.3.

94.

9.5.

together with the results of the Study.

The Investigator and the site staff shall
refrain from making any use of the
information and/or the results except for
the purpose of the Study.

The above obligations shall not apply to
such part of the information and/or
results which:

- at the time of disclosure by Sponsor
for the information or at the time of
availability for the results, were in
the public domain, or

- come into the public domain
thereafter otherwise than by a fault of
the Investigator or his staff,

- the Investigator or the site staff can
show in writing were known to them
prior to the time of disclosure by TFS
for the information or availability for
the results,

- the Investigator or the site staff can
prove to have obtained from an
independent third party having an
unrestricted right to disclose them.

Notwithstanding the provisions 9.1. and
9.2., the Investigator and the Institution
shall be allowed to disclose the
information and the results to the
responsible staff engaged in the Study.

The Investigator shall exercise due care
and shall take such precautions necessary
to prevent any unauthorised disclosure or
use of the information and the results by
their employees.

Upon the termination or expiry of this
Agreement, the Institution and
Investigator shall destroy or return to
TFS, upon TFS’ request, any and all
documents, samples and materials

9.2.

9.3.

9.4.

9.5.

TFS, stejné jako vysledky Studie.

Zkousejici a personal pracovisté nesméji
zadnym zplsobem pouzivat informace
a/nebo vysledky jinak nez pro ucely
Studie.

VySe uvedené povinnosti se nevztahuji
na takové informace a/nebo vysledky,
které:

- byly vdob¢ sdéleni Sponzorem pro
informaci nebo v dobé& dostupnosti
pro vysledky jiz vefejné znamy, nebo

- se dostanou na vefejnost nasledné
jinak nez pochybenim Zkousejiciho
nebo jeho personalu,

- Zkousejici nebo personal pracovisté
mohou pisemné dolozit, zZe jim tyto
informace byly zndmy jiz pied
oznamenim ze strany TFS ¢i
vysledky jim byly znamy pted jejich
zjisténim

- Zkousejici nebo personal pracovisté
mohou dolozit, Ze tyto informace
ziskali nezavisle od tieti strany, ktera
nebyla omezena v moznosti jejich
poskytnuti.

Bez ohledu na ustanoveni 9.1. a 9.2. smi
Zkousejici a Zdravotnické zatizeni sdélit
informace a vysledky odpovédnému
personalu podilejicimu se na Studii.

Zkousejici vynalozi nalezitou péci za
ucelem zabranéni jakémukoliv
neopravnénému sdélovani nebo
pouzivani informaci a vysledkd svymi
zaméstnanci.

Po ukonceni nebo vyprSeni platnosti této
Smlouvy Zdravotnické zafizeni a
Zkousejici musi znicit nebo vratit TFS na
zadost a na naklady TFS nebo Sponzora
veskeré dokumenty, vzorky a material
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9.6.

9.7.

containing or relating to the confidential
information (with the exception of patient
records), , at Sponsor’s expense), samples
and material Patient records are and
remain the property of the Institution for
record purposes only.

Such destruction shall be promptly
confirmed in writing by the Institution
and Investigator to TFS. Institution and
Investigator shall retain the records,
reports and data relating to the clinical
Study for a period of fifteen (15) years
from the completion of the clinical Study
unless  Sponsor  provides  written
permission to dispose of them earlier or
notice requiring their longer retention.
Such notice shall however be given only
in case the obligation to retain respective
records, reports and data related to the
Study for a longer period shall be
required by the respective legislation of
Czech Republic.

This secrecy and non-use obligation
under previsions 9.1. and 9.2. shall
remain valid for a period of 15 years from
the date of this Agreement.

TFS and Sponsor undertake to keep
confidential any confidential information
disclosed by or found about Institution or
Investigator in relation to this Agreement.

This obligation shall survive the
termination of  this  Agreement
indefinitely.

The confidential information for the
purposes of this clause shall exclude any
information relating to the performance
of the services of the Study and of the
Protocol generally at the Site.

9.6.

9.7.

obsahujici duvérné informace nebo
tykajici  se  duvérnych  informaci
(s vyjimkou zaznamu pacienta).

Zdravotnicka dokumentace je a zlstava
majetkem Zdravotnického zatizeni

Takovéto znieni musi byt ihned
Zdravotnickym zafizenim a ZkouSejicim
pisemné¢ potvrzeno TFS. Zdravotnické
zafizeni a ZkousSejici musi uchovavat
zaznamy, zpravy a data tykajici se
klinické studie po dobu patnéacti (15) let
od dokonceni klinické studie, pokud
Sponzor neposkytne pisemné povoleni
k likvidaci téchto polozek nebo oznameni
vyZzadujici del§i uchovavani. Takové
oznameni vSak mulze Sponzor ucinit
pouze Vv ptipadé, ze povinnost delSiho
uchovani pfislusnych zaznamt, zprav ¢i
dat vztahujicich se ke Studii bude
vyZzadovano  pfisluSnymi  pravnimi
predpisy Ceské republiky. .

Zavazek mlcenlivosti a mnepouzivani
vramci ustanoveni 9.1. a 9.2. zistava
v platnosti po dobu 15let ode dne
uzavieni této Smlouvy.

TFS a Sponzor se zavazuji, ze udrzi jako
divérné veskeré davérné informace
poskytnuté Zdravotnickym zafizenim ¢i
ZkouSejicim  nebo  zjisténych o
Zdravotnickém zafizeni ¢i Zkousejicim
v souvislosti s touto Smlouvou. Tato
povinnost bude trvat i po skonéeni této
Smlouvy po neomezené dlouhou dobu.

Duvérné informace zminované vyse se
tykaji obecné provedeni, klinického
hodnoceni ve zdravotnickém zafizeni a
informaci uvedenych v protokolu.

CLANEK 10 —- OPRAVNENA OSOBA TRETI

ARTICLE 10 - THIRD PARTY
BENEFICIARY
10.1. The Institution and Investigator agree that

the Sponsor may enforce its rights

10.1.

STRANY

Zdravotnické zatizeni a Zkousejici
souhlasi, Ze Sponzor miize uplathiovat sva
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hereunder as a third party beneficiary. In
the event that the Sponsor is not able to
do so for any reason, the Institution and
Investigator agrees that TFS may have the
benefit of the Sponsor’s rights hereunder
(including without limitation those rights
concerning confidentiality and
intellectual property) and may transfer
such rights and benefits to the Sponsor.

ARTICLE 11 — LITIGATION

11.1. Parties will try to resolve any differences
occurring during the fulfilment or
interpretation of this Agreement on a
friendly basis. In case of persisting
disagreement, the parties hereby consent
to the exclusive jurisdiction of the courts
located in Czech Republic for any and all
disputes arising from or relating to this
Agreement. Czech Republic law shall
govern in respect of all matters pertaining
to the execution, interpretation and
performance of this Agreement.

ARTICLE 12 - FORCE MAJEURE

The Institution and/or Investigator or TFS shall
not be liable for any failure to perform as
required by this Agreement, to the extent such
failure to perform is due to circumstances
reasonably beyond either party's control, such as
labour disturbances or labour disputes of any
kind, failure of any governmental approval
required for full performance, civil disorders or
commotions, acts of aggression, acts of God,
energy or other conservation measures,
explosions, failure of utilities, mechanical
breakdowns, disease, or other such occurrences.
After such a delay of twenty-eight (28) days or
more, the unaffected party shall have the right
immediately after to terminate this Agreement
upon written notification with immediate effect.

ARTICLE 13 - SIGNATURES

prava definovana vtomto dokumentu
jako opravnénd osoba treti strany.
V piipadé, ze Sponzor neni schopen toto
zZ jakéhokoliv dtvodu zajistit,
Zdravotnické zafizeni a Zkousejici
souhlasi, ze TFS mtze vyuZzivat prava
Sponzora definovanych v tomto
dokumentu (kromé jiného vcetné prav
tykajicich se davérnosti a dusevniho
vlastnictvi) a miize pfenést tato prava a
vyhody na Sponzora.

CLANEK 11 — RESENI SPORU

11.1. Smluvni strany se pokusi feSit veSkeré
neshody, které se vyskytnou pii plnéni
nebo interpretaci Smlouvy pratelsky.
V ptipadé ptetrvavajicich neshod
smluvni strany timto souhlasi, ze
vyluénou jurisdikci pro veskeré spory
souvisejici s touto smlouvou bude soud
se sidlem v Ceské republice. Zakony
Ceské republiky fidi veskeré zaleZitosti
souvisejici s vykondvanim, interpretaci a
realizaci této smlouvy.

CLANEK 12- Vy3$i moc

Zdravotnické zafizeni a/nebo Zkousejici nebo
TFS nenese odpovédnost za jakékoliv neplnéni
zpisobené okolnostmi, které jsou piiméiené
mimo kontrolu obou stran, jako je stavka,
pracovnépravni spory jakéhokoliv druhu, zruSeni
jakéhokoliv statniho souhlasu vyzadovaného pro
fadné splnéni, spolecenské zmény nebo obcanské
nepokoje, agrese, zasahy vys$i moci, poruchy
energie mnebo jinych ochrannych opatieni,
vybuchy, selhani pomicek, mechanické poruchy,
nemoci nebo jiné obdobné piipady. Pti zpozdéni
28 nebo vice dntl, strana, ktera nedoséhla dohody,
ma pravo na okamzité ukonCeni smlouvy na
zakladé pisemného oznameni s okamzitou
platnosti.

CLANEK 13 - PODPISY
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13.1. This Agreement is executed in English
and Czech versions. In the event of any
discrepancy between both versions, the
Czech version shall prevail.

This Agreement has 3 counterparts, of
which each Party shall receive one.

This Agreement can be changed and
amended only in form of written
amendments signed by all parties.

Exclusion of Usual busines practices.
Pursuant to Section 558(2) of Act No.
89/2012 Coll., the Civil Code, as
amended from time to time, the Parties
hereby explicitly exclude application of
Usual Bussiness practices to their legal
transactions in connection with this
Agreement.

TFS and the Sponsor hereby agree not to
enter into any other agreement with any
employee of the Institution in connection
with this clinical trial.

In witness whereof, the Parties hereto have
caused their duly authorized representatives to
execute this Agreement in triplicate.

13.1.

Tato Smlouva je vyhotovena v anglické a
Ceské wverzi. V pfipadé jakychkoliv
rozpori mezi obéma verzemi ma
prednost verze Ceska.

Tato smlouva je vypracovana ve 3
vyhotovenich, znichz kazd4d smluvni
strana obdrzi po jednom.

Menit a dopliiovat tuto smlouvu je mozné
pouze formou pisemnych, vSemi
smluvnimi stranami podepsanych
dodatka.

Vylouceni obchodnich zvyklosti.
Smluvni strany timto v souladu s § 558
odst. 2 zakona ¢. 89/2012 Sb, obcanského
zakoniku, v platném znéni, vyslovné
vylucuji pouziti obchodnich zvyklosti ve
svém pravnim styku v souvislosti s touto
smlouvou.

TFS a Sponzor se timto zavazuji, Ze v
souvislosti s timto klinickym hodnocenim
neuzaviou Zzadnou jinou smlouvu s
zadnym zameéstnancem Zdravotnického
zafizeni.

Na dikaz toho smluvni strany povetily své
vyhradni opravnéné zastupce k podpisu tii
vyhotoveni této Smlouvy.

Person authorised to sign for the Institution: /

Osoba opravnéna k podpisu smlouvy za Zdravotnické zatizeni:

Date: / Datum:

MUDr. Martin Pavlik, Ph.D., DESA, EDIC
feditel
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TFS)

It’s all about trust

Investigator: / ZkousSejici:

Date: / Datum:

TFS:

Date: / Datum:

Carlos Rodriguez
Vicepresident Finance, TFS
Finanéni feditel, TFS

Exhibit A: Payment schedule

Priloha A: Harmonogram plateb

Exhibit B: Indemnity letter and Insurance

Ptiloha B: Pojisténi a odskodnéni

Exhibit C: Protocol

Ptiloha C: Protokol
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Exhibit A— Payment Schedule
Payment of Institution Grants

1. Enrolment Targets and Enrolment Schedule

The estimated number of patients to be included into the Study at
this Institution is 4 patients. This humber may vary according to
competitive recruitment which will be followed throughout the
Study.

Priloha A— Harmonogram plateb
Platba Zdravotnickému zaiizeni

1. Cile zaFazovani a harmonogram zarazovani
Odhadovany pocet pacientl, ktefi budou zafazeni do studie v
tomto Zdravotnickém zatizeeni je 4. Tento pocet se miize ménit v
zavislosti na konkuren¢nim naboru, ktery bude probihat po celou
dobu studie.

2. Fee Per Completed Subject: 2. Poplatek za dokonéeny subjekt:
2.1 Visit schedule with associated budget for 2.1 Harmonogram navstév véetné souvisejiciho rozpoctu za
Completed Subject TOTAL dokonceny subjekt CELKEM
Procedural costs per patient Amount (CZK) Naklady na pacienta ve studii C(ilzgl;a
XXX XXX XXX XXX
XXX XXX XXX XXX
XXX) XXX) XXX) XXX)
XXX) XXX) XXX) XXX)
XXX) XXX) XXX) XXX)
XXX XXX XXX XXX
XXX XXX XXX XXX
XXX XXX XXX XXX
XXX) XXX) XXX) XXX)
XXX) XXX) XXX) XXX)
XXX) XXX) XXX) XXX)
XXX XXX XXX XXX
XXX XXX XXX XXX
XXX XXX XXX XXX
XXX) XXX) XXX) XXX)
XXX) XXX) XXX) XXX)
XXX) XXX) XXX) XXX)
XXX XXX XXX XXX
XXX XXX XXX XXX
XXX XXX XXX XXX
XXX) XXX) XXX) XXX)
XXX) XXX) XXX) XXX)
Total Per Subject Grant 160418 Celkem dotace za subjekt hodnoceni 160418

! Follow-up visit.
% This visit is for the sub-study, Treatment arm: A2 and C2.

T Nasledna navitéva
2 Tato navitéva je pro podstudii, 16¢ebné rameno A2 a C2

XXX XXX
XXX XXX
XXX) XXX)
XXX) XXX)
XXX) XXX)
XXX
Study coordinator services
Fee per amendment XXX

XXX XXX

XXX XXX

XXX) XXX)

XXX) XXX)

XXX) XXX)

Sluzby studijniho koordinatora XXX
Poplatek za dodatek XXX
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Archiving 15 years XXX Archivace 15 let XXX
Subject reimbursement/per 1visit 700 Nahrada subjektu hodnoceni/za 1 navitévu 700

Subject reimbursement will be paid through the hospital after the  Nahrada pacientim bude vyplicena pies nemocni¢ni pokladnu

payment will be done from TFS/Sponsor zpétné po Ghradé faktury ze strany TFS/Sponozra.
Amount 5
Aditional Fee (CZK) Dalsi platby Castka (K<)

XXX XXX XXX XXX

XXX XXX XXX XXX
Unused P will be returned to the Sponsor for destruction Nespotfebované lé¢ivo bude vraceno sponzorovi zpét k likvidaci
Payement between Institution and Investigator Platba mezi Zdravotnickym zafizenim a Zkousejicim

Investigator Procedural costs per Investigator
60% (in Institution 40% patient 60% (in Institution 40%
CZK) (in CZK) CZK) (in CZK)

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

XXX XXX XXX XXX XXX XXX

Total Per Subject Total Per Subject

Grant 96250,8 64167,2 Grant 96250,8 64167,2
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(but is not limited to) the following costs or expenses:

Hospitals overheads fees , staff costs, administrative fees
and , questionnaire (e.g quality of life).

TFS will send remuneration for work performed to the
Investigator and the Institution separately based on duly
issued invoices.

2.3 Fees are to be invoiced and paid in CZK.

2.4 Based on the delivery of an original invoice from the
Institution, TFS shall make a one-off payment to the
Institution once the Contract has been signed. This payment
shall amount to CZK 30,000.00 excluding VAT. This
administrative fee shall cover costs of an economic and
legal nature connected with the negotiation of this Contract,

the coordination of the pharmacy’s involvement and the
assessment of the feasibility study at the Institution. The
above specified payment shall be payable within 30 days of
receiving an invoice from the Institution, where the invoice
shall be drawn up immediately after the Contract has been
entered into.

24
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Investigator | Institution 40% Zkousejici | Zdrav. zafizeni 40%
60%(in CZK) (in CZK) 60%(v K&) (v K¢)
XXX XXX XXX XXX XXX XXX
XXX XXX XXX XXX XXX XXX
XXX XXX
XXX XXX XXX XXX XXX XXX
XXX XXX XXX XXX XXX XXX
Institution Fee (CZK) Platba zdravotnickému za¥izeni (K¢)
XXX XXX XXX XXX
XXX XXX XXX XXX
XXX XXX XXX XXX
XXX XXX XXX XXX
XXX XXX XXX XXX
Amount Castka
Aditional Fee (CZK) Dalsi platby (K¢
XXX XXX XXX XXX
XXX XXX XXX XXX
2.2 The Fee for each Completed Subject includes 2.2Poplatek za kazdy subjekt, u kterého byla studie

dokon¢ena, zahrnuje kromé jiného také nasledujici poplatky
nebo vydaje:

rezijni ndklady nemocnice, naklady na persondl,
administrativni poplatky a dotaznik (napt. kvality Zivota).

TFS zasle vyplatu odmény za provedenou praci oddélené
zkouSejicimu a oddélené Zdravotnickému zafizeni na
zakladé fadné vystavenych faktur.

2.3 Poplatky maji byt fakturované a zaplacené v CZK.

Na zéklad¢ doruCeni origindlni faktury TFS uhradi
jednorazovou platbu Zdravotnickému zafizeni
bezprostiedné po podpisu Smlouvy, a to ve vysi 30.000,- K¢&
bez DPH. Tento administrativni poplatek zahrnuje uhradu
nakladt ekonomického a pravniho charakteru v souvislosti s
vyjednanim této Smlouvy, koordinaci zapojeni lékarny a
S vyhodnocenim proveditelnosti studie ve Zdravotnickém
zafizeni. Shora uvedend platba bude splatnd ve l1haté 30 dnd
od pfijeti faktury od Zdravotnického zafizeni, pticemz
faktura bude vystavena bezprosttedné po uzavieni smlouvy.
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2.5 If the Parties enter into an Amendment to the Contract,
TFS undertakes to pay a fee for negotiations of the
Amendment to the Contract in the sum of CZK 5000.00
excluding VAT, which shall cover the Institution costs
associated with the administration and negotiations of the
Amendment from a legal and economic perspective. This
fee shall be invoiced immediately after the Amendment has
been signed by all Parties.

2.6 The Institution undertakes to ensure the performance of
the pharmaceutical services at its own liability and in
accordance with the Report. TFS shall provide the
Institution with a one-off preliminary payment (starting fee)
for pharmaceutical services in the sum of CZK 3000
excluding VAT, within 30 days of receiving an invoice
from the Institution, where the invoice shall be drawn up
immediately after the Contract has been entered into. This
fee shall be paid even in the event that no entity is recruited.

2.7 TFS undertakes to pay the Institution CZK 1000.00
excluding VAT per subject visit (including for screening
failures, unplanned visits and early termination visits) for
the provision of services of the coordinator of the Clinical
Research Division. These payments shall be invoiced on a
continuous basis together with payments for each visit.

2.8 Amounts for an unplanned visit, XXX shall be
invoiced together with the visits.

2.9 All invoicing documents for the Institution shall be sent

to the following e-mail address: || NGcIENINI

3. Pro-Rata Payments:

3.1 Payment for Subjects who do not complete the Study
may be made to Institution on a pro rata basis. Payment will
include only those Subjects who were enrolled before the
premature termination of the Study or the date that notice is
received of such premature termination, whichever is later.

3.2 Should SPONSOR terminate the Study prior to
completion, pro-rated expenses and fees shall be paid as set forth
in Section 2.1 for each Subject visit performed before the
premature termination of the Study or the date notice is received
of such premature termination, whichever is later.

3.3 If other non-cancelable costs are incurred by Institution,
written justification must be provided to SPONSOR for review
and approval, and payment of such costs is subject to
SPONSOR’s approval.

4. Protocol Violators
Payments for Study Subjects who are deemed to have been in
violation of the Protocol may be paid up to the point that the
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2.5 Bude-li Stranami uzavien dodatek ke Smlouvé, zavazuje se
TFS uhradit poplatek za sjednani dodatku ke smlouvé ve
vysi  5.000,- K¢ bez DPH, ktery zahrnuje néklady
Zdravotnického zafizeni spojené s administrativou a
projednanim dodatku z pravniho a ekonomického hlediska.
Tento poplatek je fakturovan bezprostfedné po podepsani
dodatku vSemi Stranami.

2.6 Zdravotnické zatfizeni se zavazuje, Ze na vlastni odpoveédnost
a vsouladu s Protokolem zajisti provedeni lékarenskych
sluzeb. TFS  poskytne  Zdravotnickému  zafizeni
jednorazovou tuvodni &astku — zahajovaci poplatek - za
lékarenské sluzby ve vysi 3.000,- K¢ bez DPH, a to ve lhité
30 dntt od pfijeti faktury od Zdravotnického zafizeni,
pficemz faktura bude vystavena bezprostifedné po uzavieni
smlouvy. Tento poplatek se vyplaci i v pfipadé, Ze neni
nabran zadny subjekt.

2.7 TFS se zavazuje hradit Zdravotnickému zatizeni 1.000,-
K¢ bez DPH za navstévu subjektu (véetné selhani
screeningu, nepldnované navstévy a navstévy pii
predcasném ukonceni) za poskytovani sluzeb koordinatora
Oddéleni klinickych studii. Tyto platby jsou fakturovany
prubézné spolecné s platbami za navstévy.

2.8 Castky za neplanované navitdvy, XXX budou
fakturovany spolecné s navstévami.

2.9 Pro zaslani veSkerych podkladd k fakturaci pro
Zdravotnické zafizeni se bude pouzivat emailova adresa:

3. Pomérna platba

3.1 Za subjekty, které nedokonéi studii, se muze
Zdravotnickému zatizeni provést platba na pomérném zakladu.
Platba bude zahrnovat jen ty subjekty, ktefi byli zarazeni pied
predéasnym ukonéenim klinické studie nebo do oznameni o datu
prijeti takového pied¢asného ukonceni, podle toho, ktery piipad
nastane pozdgji.

3.2 Pokud ZADAVATEL ukon¢i studii pied dokonéenim,
budou vyplaceny pomérné naklady a poplatky uvedené v ¢asti 2.1
za kazdou navstévu subjektu vykonanou pied pred¢asnym
ukonéenim studie nebo datem pfijeti oznameni o takovém
ptred¢asném ukonéeni (podle toho, které nastane pozdéji).

3.3 Pokud Zdravotnickému zafizeni vzniknou jiné néklady,
které nelze zrusit, ZADAVATEL musi piedlozit pisemné
odivodnéni ke kontrole a schvaleni a platba takovych naklada je
podminéna souhlasem ZADAVATELE.

4. Osoby porusujici protokol
Platby za subjekty studie, které sa povazuji za osoby porusujici
protokol, je mozZné vyplatit az do chvile takového poruseni podle
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violation occurred at the discretion of SPONSOR and/or TFS.

5. Payment Conditions

5.1 Payee

The payee shall be the one defined at the Clinical Site Agreement
at the section 5.2

5.2 Periodic Payments

Institution shall submit invoices for Services performed and
expenses incurred (as defined in Sections 2. & 3. herein) on a
quarterly basis. Payments will be made by electronic wire to the
bank account stated in the Investigator Request Form. Check
payments will be made only when payee’s bank is not in the
electronic payment domain. Payments shall only be made when
the following criteria have been met:

(@) Subject meets the inclusion and exclusion criteria as defined
in the Protocol; and

(b) Study procedures have been conducted in full compliance
with the Protocol; and

(c) Completed CRFs for the quarter have been delivered to and/or
received by Sponsor according to any stipulated points in time
and the data contained therein can be verified by reference to the
Study Subject’s medical files and is complete and correct.

All payments are subject to withholding taxes required under the
applicable jurisdictions.

5.3 Final Payment

Notwithstanding the criteria defined in Section 6. above, the final
payment shall be contingent upon the following additional
conditions:

(@) all required Subject visits have been completed; and

(b) SPONSOR has received all Subject data in a form
suitable for analysis; and

(c) all data clarification queries have been resolved to
SPONSOR s satisfaction; and

(d) SPONSOR has verified that all required regulatory
documentation is complete, and

(e) Institution has returned all required equipment, drugs
and other material to SPONSOR; and

(f) the Study close-out visit has been completed; and

(9) Institution has provided final invoices within 30 days of
receiving data from TFS

Institution shall have 60 days from the receipt of the final
payment under this Agreement to identify discrepancies and
resolve any payment disputes with TFS.

6. Investigator Request Form and Payment Instructions
6.1 TFS shall send, via e-mail transmission, an electronic
version of the Investigator Request Form to the Institution. This
e-mail will also contain details of where to return the completed
version of the electronic format.

6.2 TFS shall insert a paper copy of the Investigator Request form
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rozhodnuti ZADAVATELE a/nebo TFS.

5. Platebni podminky

5.1 P#ijemce plateb

Piijemce platby je definovan ve smlouvé se Zdravotnickym
zafizenim v ¢asti 5.2.

5.2 Pravidelné platby

Zdravotnické zatizeni bude ctvrtletné predkladat faktury za
poskytnuté sluzby a vynalozené vydaje (jak jsou definované v
casti 2. a3. této smlouvy). Platby se budou provadét
elektronickym ptevodem na bankovni Gcet uvedeny ve formulaii
zadosti pro Zkousejiciho. Platby Sekem se budou provadét jen
tehdy, pokud banka piijemce neni v elektronické platebni sféie.
Platby se budou provadét jen tehdy, pokud jsou splnéna
nasledujici kritéria:

(a) subjekty spiiuji kritéria pro zatazeni a nesplituji vyluGovaci
kritéria definovana v Protokolu;

(b) vySetfeni provedené béhem klinické studie se provedla
v uplném souladu s Protokolem;

(c) vypInéné formulaire CRF za ¢vrt roku byly doruéené a/nebo
ptijaté Zadavatelem v souladu s uvedenymi body vcas a data v
nich uvedena je mozné zkontrolovat kontrolou zdravotnich
zaznami subjektu studie a tyto formulate jsou Gplné a spravné.

Vsechny platby jsou pfedmétem srazkovych dani pozadovanych
podle platnych pravnich predpisa.

5.3 Konecna platba
Bez ohledu na kritéria stanovena v ¢asti 6. je vy$si kone¢na
platba podminéna témito dal$imi podminkami:

(a) byly dokonéené vsechny pozadované navstévy subjekta;
a

(b) ZADAVATEL zaslal vsechny tdaje subjektu ve formé
vhodné pro analyzy; a

(c) vSechny otazky na vysvétlujici udaje byly vyteSené
ke spokojenosti ZADAVATELE; a

(d) ZADAVATEL si ovefil, ze v8echny potiebné
dokumenty vyZzadované na zakladé piedpisa jsou tplné;
a

(e) Zdravotnické zafizeni vratilo vSechno
vybaveni, 1éky a dalsi material ZADAVATEI; a

(f) zavérecna navstéva subjektu byla dokonéena; a

(g) Zdravotnické zatizeni vystavilo kone¢nou fakturu do 30
dni od obdrzeni podkladi od TFS.

potiebné

Zdravotnické zaiizeni bude mit 60 dni od pfijeti posledni platby
na zakladé¢ této smlouvy na identifikaci rozdila a vytfeSeni vSech
platebnich spora s TFS.

6. Formulai Zadosti Zkousejiciho a pokyny tykajici sa
plateb
6.1 TFS odesle Zdravotnickému zafizeni prostiednictvim e-

mailu elektronickou verzi formulatre zadosti Zkousejiciho. Tento
e-mail bude obsahovat také udaje o tom, kam je treba odeslat
vyplnénou verzi v elektronické podobé.

6.2 TFS musi pfilozit papirovou Kkopii formulafe zadosti
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as Attachment 1

6.3 Payments shall be made by TFS on behalf of SPONSOR
and shall be paid within thirty (30) days of receipt, review and
approval of an original invoice*made out and submitted to the
following address:

TFS Trial Form Support, s.r.o.
XXX
contain

Please note that invoices*

information:

must the following

(@) Protocol Number(XXX) and

(b) Site number 1301 and

(c) CRO Project Number (XXX and

(d) Invoice Date; and

(e) Date & Description of Services Provided; and
(f) Total amount payable; and

Where the payee is VAT/GST registered then the following
information should also be provided:

(@) VAT / GST registration number of the supplier (payee),
prefixed with their country code (if applicable); and

(b) VAT / GST registration number of the customer (TFS),
prefixed with their country code (if applicable), The
invoice must also state the SPONSOR as the Service
recipient with its name and address on the invoice; and

(c) The rate of VAT / GST and amount of VAT / GST
payable; and

(d) The amount exclusive of VAT / GST (net amount); and

(e) Total amount payable (gross amount).

() The invoice should indicate that the supply of Services is
subject to the EU VAT reverse charge procedure.

(g) The invoice number shall be used as a variable symbol
when making payments

ZkousSejiciho jako piilohu 1

6.3 Platby bude provadét TFS do tiiceti (30) dni jménem
ZADAVATELE po piijeti, kontrole aschvaleni originalni
faktury* vystavené a pfedlozené na tuto adresu:

TFS Trial Form Support, s.r.o0.
XXX

Upozoriiujeme, Ze musi  obsahovat nasledujici

informace:

faktury*

(a) d&islo protokolu(XXX) a

(b) ¢islo centra 1301

(c) CRO ¢islo projektu (XXX) a
(d) datum vystaveni faktury,a

(e) datum a popis poskytovanych sluzeb, a
(f) Celkem k platbé a

Pokud pfijemce platby je registrovany pro ucely DPH/dané z
ptidané hodnoty (GST), je tieba uvést nasledujici informace:

(a) registracni ¢islo DPH/GST dodavatele (ptijemce platby)
s pfedponou kodu statu (jestlize je potieba);

(b) registra¢ni ¢islo DPH/GST zakaznika (TFS) s pfedponu
kodu statu (jestlize je potieba); Faktura musi téZ uvést
sponzora jako pifjemce sluzby s jeho jménem a adresou
na fakture; a

(c) sazbu DPH/GST a splatnou vysi DPH/GST;

(d) castku bez DPH/GST (Cista suma) a

(e) celkovou sumu na zaplaceni.

(f) ve faktufe by mélo byt uvedené, Ze poskytovani sluzeb
je predmétem pieneseni dafiové povinnosti v ramei EU.

(9) Jako variabilni symbol pfi platbach se bude pouzivat ¢islo

faktury.

Attachment 1: Investigator Request Form/Ptiloha 1: Formulaf zadosti Zkousejiciho
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