TFS

It's all abowt trust

Clinical Trial Agreement

Smlouva o provedeni klinického
hodnoceni

This Agreement about conducting of
Clinical Trial (hereinafter “Agreement”)
valid on 11 July 11, 2018 and effective
from the date of publication of the
contract in the Registry of Contracts is
made by and between:

- Ophthotech Corporation One Penn Plaza,
Suite 3520, New York, NY 10119, USA
(hereinafter “Sponsor”),

and

- Fakultni nemocnice Hradec Kralové,
Sokolska 581, 500 05 Hradec Kralové —
Novy Hradec Kralové, represented by Prof.
MUDr. Vlavdiml'r Palicka, CSc., dr. h. c.,
director, 1C: 00179906, VAT: CZ00179906,
hereinafter “Provider”,

and

- I Ocni
klinika, Fakultni nemocnice Hradec Kralové,
Sokolska 581, 500 05 Hradec Kralové— Novy
Hradec Kralove, Czech Republic ,hereinafter “
I nvestigator®.

WHEREAS:

- Sponsor or “Ophthotech” is sponsoring the
Study (as that term is defined below) and
has contracted with TFS Trial Form Support,
s.r.o., with registered office Klimentska
1216/46, 110 02 Praha 1, Czech Republic,
ID: 27876756, VAT: CZ27876756 (,TFS”) to
coordinate, oversee and/or perform certain
activities required for the conduct of the
Study.

Tato smlouva o provedeni klinického hodnoceni
(dale jen ,smlouva“), platna ke dni 11.
Ccervence 2018 a ucinna ode dne
uverejnéni smlouvy v registru smluv, se
uzavira mezi témito stranami:

- Ophthotech Corporation, One Penn Plaza,
Suite 3520, New York, NY 10119, USA (dale
jen ,,zadavatel”,

- Fakultni nemocnice Hradec Kralové,
Sokolska 581, 500 05 Hradec Kralové -
Novy Hradec Kralové, zastoupenou prof.
MUDr. VIadimirem Palickou, VCSC., dr. h. c.,
feditelem, IC: 00179906, DIC: CZ00179906,
dale jen ,poskytovatel”,

Oc¢ni klinika, Fakultni nemocnice Hradec
Kralové, Sokolska 581, 500 05 H[adec
Kralové — Novy Hradec Kréalové, Ceska
republika dale ,zkousejici“.
PLATi NASLEDUJICi:
- Zadavatel nebo ,Ophthotech®, zadava

studii (podle nize uvedené definice tohoto
pojmu) a uzavrela smlouvu se spolecnosti
TFS Trial Form Support, s.r.o., se sidlem na
adrese Klimentska 1216/46, 110 02 Praha 1,

Ceska republika, 1CO: 27876756, DIC:
Cz27876756 (,TFS*) ke koordinaci, dozoru
a/nebo provadeéni urcitych cinnosti

potfebnych k vykonavani studie.
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The Provider and Investigator agree to
perform in Provider’s facility located at
Fakultni nemocnice Hradec Kralové,
Oc¢ni klinika, Sokolska 581, 500 05

Hradec Kralové— Novy Hradec, Czech
Republic the clinical study of investigational
product hereinafter, the “Stud

entitled

,  hereinafter the

"Study", according to the protocol with
number i hereinafter the
“Protocol”.

The Provider ensures

the abilit of the
Principal Inwestigator N NNN
I (1 'Investigator’) and

cooperating study personell and that the site
facilities are adequate to perform the Study.

Investigator is an employee of Provider;

Investigator desires to participate in the
Study as described in this Agreement;
By separate agreement, Sponsor has

engaged TFS to act on behalf of Sponsor for
the purposes of oversight of the Study at the
Provider’s facility, monitoring of compliance
of the Provider and Investigator with the
Protocol and this Agreement, negotiation of
the Agreement and administration of
compensation and reimbursement of
amounts described hereunder.

Poskytovatel a zkouSejici souhlasi, ze v
zafizeni poskytovatele se sidlem ve Fakultni
nemocnici Hradec Kralové, Oc¢ni klinika,
Sokolska 581, 500 05 Hradec Kralové -
Novy Hradec Kralové, Ceska republika
bude vykonavat klinickou studii S
hodnocenym IéCivym pripravkem
(dale jen ,hodnoceny lék" od nazvem

", dale jen ,studie“, podle
protokolu s ¢islem [ Jae jen
.protokol”.

Poskytovatel

zajisti kvalifikaci hlavniho
zkousejiciho, _

(,zkous$ejici“) a spolupracujicich osob
ve studii, a Ze zafizeni na pracovisti budou v
adekvatnim stavu k vykondavani studie.

Zkousejici je zaméstnancem poskytovatele;

Zkou$ejici si preje zUcastnit se studie podle
popisu v této smlouveé;

Ve zvlastni smlouvé zadavatel zapojil
spolecCnost TFS jako zastupce zadavatele pro
GcCely dozoru nad provadénim studie v
zarizeni poskytovatele, sledovani
poskytovatele a zkousejiciho pri jejich
dodrzovani pravidel protokolu a této
smlouvy, vyjedndvani této smlouvy a
predavani odmeény a proplaceni Castek zde
popsanych.

For the purposes of compliance with the |- Pro ucely dodrzovani pozadavkU
requirements set out in Directive ustanovenych ve smeérnici 2001/20/EC
2001/20/EC, Sponsor appoints TFS as a zadavatel jmenuje spole¢nost TFS svym
legal representative. TFS does not assume zakonnym  z&stupcem. Spolecnost TFS
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any of the legal liabilities of Sponsor for the
Study by virtue of the role of legal
representative and does not therefore
require insurance or indemnity to meet such
liabilities. TFS shall not have any direct role
in the conduct of the Study nor have any
role in commercialization of the Study Drug.

IT HAS BEEN AGREED AS FOLLOWS:

ARTICLE 1 — AIMS

1

.1.  Under the conditions of this Agreement,

the Provider agrees to perform the
Study in accordance with the terms of
this Agreement, the Protocol, and all
applicable laws, particularly Act. No.
378/2007 Coll., on Pharmaceuticals, Act.
No. 372/2011 Coll., on health services,
Act. No. 101/2000 Coll., on personal
data protection and from day 25" May
2018 by FEuropean Parlament and
Council Regulation 2016/679
(hereinafter reffered to as “GDPR”) and
notice 226/2008 Coll., on good clinical
practice, regulations, guidelines
(including but not limited to national
laws and guidelines and the
International Conference on
Harmonisation  Guideline for Good
Clinical Practice: Consolidated Guidance
(E6))(together “Applicable Laws”).

Investigator agrees to conduct the Study
at Provider’s facility in accordance with
the terms of this Agreement, the
Protocol, and all applicable laws,
regulations, guidelines (including but not
imited to and the International
Conference on Harmonisation Guideline
for Good Clinical Practice: Consolidated
Guidance (E6))(together  “Applicable
Laws”) and warrants that he/she is
employed by Provider.

neprebira  za4dné  zakonné  povinnosti
zadavatele pro studii v ramci své role
zdkonného zastupce a proto tedy

nepotiebuje zadné pojisténi ani odSkodnéni
pro ucely takovych povinnosti. SpoleCnost
TFS nemé zadnou pfimou funkci v provadéni
studie ani neméa zadnou funkci pfi uvadéni
hodnoceného léku na trh.

NASLEDUJIi Ci BYLO DOHODNUTO:

CLANEK 1 — CIiLE

1

.1. Podle

podminek této
poskytovatel souhlasi s provadénim
studie v souladu s ustanovenimi této
smlouvy, protokolu a patfiénych zakond,
zejména zakona ¢. 378/2007 Sb., o
léCivech, zakona ¢. 372/2011 Sb., o
zdravotnich sluzbéch, ¢

smlouvy

zédkona C.
101/2000 Sb., o ochrané& osobnich tdajl
a ode dne 25. kvétna 2018 narizenim
Evropského parlamentu a rady (.
2016/679 (dale jen ,GDPR*) a vyhlagky
¢. 226/2008 Sb., o spravné klinické
praxi, nafizeni, pokynu (v&etné, ale bez
omezeni na statni zakony a pokyny, a
harmoniza¢ni  smérnici Mezinarodni
konference pro spravnou klinickou praxi:
konsolidovana smérnice (E6))(spolecné
,prislusné zakony*“).

Podle podminek této smlouvy zkouSejici
souhlasi s provadénim studie v zafizeni
poskytovatele, v souladu s ustanovenimi
této smlouvy, protokolu a patficnych
zakonU, nafizeni, pokyn( (vletn&, ale
bez omezeni na harmonizacni smérnici
Mezinarodni konference pro spravnou
klinickou praxi: konsolidovana smérnice
(E6))(spolecné ,pfislusné zakony“) a
zarucuje, Ze je zameéstnancem
poskytovatele.
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1.2.

1.3.

The Study shall be conducted under the
direction and supervision of the
Investigator. Provider warrants that (i)
the Investigator is an employee of the
Provider and (ii) Provider, Investigator
and each person or entity involved in
the conduct of the Study engaged by
Provider to  perform the  Study
(hereinafter “Study Personnel”) have the
necessary experience and qualification to
conduct the Study. The Provider agrees
to be responsible for the acts and
omissions of all Study Personnel in the
Study. The Investigator may not be
replaced without Sponsor’s prior written
consent.

Investigator will at all times be
responsible for any acts or omissions of
the Investigator and any other
employees, agents and third parties
involved in the Study by the Investigator
(collectively, the “Study Staff”) and each
shall be responsible for and liable to
Sponsor ensuring that the Investigator
and their respective Study Staff do not
undertake any acts or omissions that
would compromise the Provider’s and/or
Investigator’s obligations herein to the
Sponsor, including but not limited to
those in respect of confidentiality,
publication and inventions.

Investigator, through TFS, shall obtain
the written approval of the Study prior

to commencement of the Study
(including  without limitation, the
Protocol and Consent Documents (as

defined below)) from the appropriate
Multicentric Ethics Committee (“CEC") —
Multicentric Ethics Committee Faculty
Hospital Hradec Kralove and from the
Local Ethics Committee (“LEC”) — Local
Ethics Committee Faculty Hospital
Hradec Kralove. If the EC requires any

1.2.

1.3.

Studie se bude provadét podle pokynu a
pod dohledem zkouS$ejiciho. Poskytovatel
zarucuje, Ze (i) zkous$ejici  je
zaméstnancem poskytovatele a Ze (ii)
poskytovatel, zkousejici  a kazda
spolupracujici osoba nebo jednotka
zapojena poskytovatelem (do provadéni
studie (dale jen ,personal ve studii“)
maji nezbytné zkuSenosti a kvalifikace k
provadéni studie. Poskytovatel souhlasi,
Zze bude zodpovidat za Ciny a zanedbani

vesSkerého personalu ve studii
zapojeného do studie. ZkouS$ejici nesmi
byt vymeénén bez predchoziho

pisemného schvéaleni zadavatele.

ZkouSejici bude vzdy zodpovidat za
veskeré ciny nebo zanedbani
zkousejiciho a vesSkerych jinych
zamé&stnancl, agentl a tretich stran
zapojenych do  studie zkouSejicim

(spolecné ,personél ve studii“) a kazdy z
nich bude zodpovidat a bude mit
povinnosti v(¢& zadavateli pti zajistént,
Ze zkouSejici a patficny personal ve
studii nepodniknou Zzadné akce ani
zanedbéani, které by zkompromitovaly
zde uvedené povinnosti poskytovatele
a/nebo zkous$ejiciho vUa¢& zadavateli,
vCetné, ale bez omezeni na povinnosti s
ohledem na ddvérnost, zvefejnéni a
vynalezy.

ZkouS8ejici pred zahajenim studie obdrzi,
prostrednictvim spolecnosti TFS,
pisemné schvéleni studie (vCetné, ale
bez omezeni na protokol a dokumenty
souhlasu (jak je vysvétleno nize)) od
patficné multicentrické etické komise
(,MEK") Multicentricka eticka komise
Fakultni nemocnice Hradec Kralové a od
lokalni etické komise (,LEK") — Lok&lni
eticka komise Fakultni nemocnice Hradec
Kralové. Pokud EK bude pozadovat
jakékoli zmény v protokolu nebo ve
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1.4.

1.5.

changes to the Protocol or Consent
Documents, TFS shall promptly notify
Sponsor, and such changes shall not be
implemented without Sponsor's prior
written consent.

Sponsor, through TFS, shall obtain
approval of the Consent Documents from
the appropriate EC and will provide
Investigator with a form of informed
consent for use in the Study (the
“Consent Documents”) as set forth
above. Investigator shall use the
Consent Documents to obtain from each
individual who is to participate in the
Study as a subject of clinical trial
(hereinafter “Subject”) his/her written
informed consent, which consent shall
be consistent with all Applicable Laws,
and shall include the Subject’s express
written authorization for the disclosure
by Provider to Sponsor and Sponsor’s

employees, agents, and independent
contractors, of patient-identifiable
information pursuant to applicable
privacy laws. Sponsor/TFS or its

designee shall be permitted to review all
executed Consent Documents.

Investigator shall diligently screen and
enroll duly qualified (strictly according to
the Protocol) Subjects for the Study.
Investigator shall immediately cease
screening and enrolling additional
Subjects in the Study upon receipt of a
notice from TFS/Sponsor or its agent
that the total enroliment for the Study at
all Study sites has been reached.
Sponsor shall have no obligation to pay
for any Subjects enrolled by Investigator

thereafter, except for those Subjects
already entered into the screening
process. The agreed number of

randomized patients at this site is 6.
This number may vary according to
competitive recruitment which will be

1.4.

1.5.

schvalovacich dokumentech, spolecnost
TFS to okamzité oznami zadavateli, a
takové zmény nebudou provedeny bez
predchoziho pisemného schvaleni
zadavatele.

Zadavatel, prostfednictvim spolecnosti
TFS, ziskd schvaleni dokumentd
souhlasu od patficné EK a poskytne
zkou$ejicimu formulafF informovaného
souhlasu k pouZziti ve studii (,dokumenty
souhlasu®), jak je stanoveno vySe.
ZkousSejici pouzije dokumenty souhlasu k
ziskani pisemného informovaného
souhlasu od kazdého jednotlivce, ktery
se ma studie zUcastnit jako subjekt
hodnoceni (dale jen ,subjekt), a tento
souhlas bude odpovidat vSem platnym

zakondm a bude obsahovat vyslovné
pisemné  opravnéni  subjektu  pro
poskytovatele k uvolnéni informaci,

které prinalezi subjektu podle platnych
zakond o soukromi, zadavateli a
zaméstnanclm, zastupcdm a nezavislym
kontraktordm. Zadavatel/spoleénost TFS
nebo jimi urCené strany budou smét

nahlizet do vSech provedenych
o

dokumentu souhlasu.

ZkouSejici patficné vysSetfi a zaradi

spravné kvalifikované subjekty (pfisné
podle protokolu) pro studii. ZkouSejici
okamzité ukonci vySetrovani a
zafazovani dalsich subjektl do studie po
obdrzeni oznameni od spolecnosti
TFS/zadavatele nebo jejich zastupcl, ze
bylo dosazeno pIiného poctu subjektd do
studie na v8ech studijnich pracovistich.
Zadavatel nebude povinen platit za
zadné subjekty, které zkousejici zaradi
po tomto oznameni, s vyjimkou subjektfl
jiz zafazenych do procesu skrininku.
Dohodnuty  pocCet randomizovanych
pacientl na tomto pracovisti je 6. Tento
poet se mlze ménit podle
kompetitivniho naboru, ktery bude
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1.6.

1.7.

1.8.

1.9.

followed throughout the Study.

The Study is estimated to begin in ||l
The enrolment period is
estimated to be The total
duration of the trial is expected to be
with the end of study estimated
to be

TFS/Sponsor has the right to terminate
the participation of the Study site in this
Study if no patients have been included
6 months after the site has received a
“Study start letter”.

Provider and Investigator shall not retain
any subcontractor to perform any of its
obligations under this  Agreement
without the prior written consent of
Sponsor. Any such consent shall not
relieve Provider of its obligations
hereunder, and Provider shall remain
fully liable for all acts and omissions of
any subcontractor.

Provider shall ensure during the conduct
of the Study and for one (1) year after
its completion, Investigator shall, and
shall cause any sub-investigator(s) (if
applicable) to, execute and update such
forms, disclosures and certifications now
or subsequently required by
Sponsor/TFS or any applicable
regulatory bodies related to his/her
financial interests in the Sponsor and/or
the Study Drug. In addition, upon
Sponsor’s or TFS’ request, Provider shall
provide Sponsor or TFS, as applicable,
with information regarding payments or
other transfers of value provided by the
Provider to its personnel (including,
Investigator and Study Personnel) for
conduct of the Study in a written form
acceptable to Sponsor. Sponsor shall
hold such information in confidence and

1.6.

1.7.

1.8.

1.9.

béhem studie uplatfiovan.

Ocekava se, Ze studie zacne v
. Obdobi naboru bude trvat asi
Ocekava se, ze hodnoceni bude

celkem trvat
se oCekava v

, a konec studie

SpoleCnost TFS/zadavatel maji pravo
ukoncit Gcast studijniho pracovisté v této
studii, pokud nebudou =zarazeni zadni
pacienti 6 mésicd poté, co pracoviété
obdrzi ,Dopis 0 zahajeni studie”.

Poskytovatel ani zkous$ejici nepfijmou
Zzadné dalsi smluvni partnery k provadéni
zadnych svych povinnosti podle této
smlouvy bez predchoziho pisemného
souhlasu zadavatele. Zadny takovy
souhlas nezbavi poskytovatele jeho
povinnosti zde uvedenych a poskytovatel
nadale ponese ves$kerou zodpovédnost
za veskeré ciny a zanedbani kazdého
subkontraktora.

Poskytovatel béhem provadéni studie a
po dobu jednoho (1) roku po jejim
skondleni zajisti, Zze zkous$ejici bude plnit
a aktualizovat, a zajisti, aby kazdy
spoluzkouS$ejici (je-li vhodné) plnil a
aktualizoval, formulafe, zverejnéni a
certifikdty = pozadované nyni nebo
nasledné zadavatelem/spolecnosti TFS
nebo jakymkoli regulacnim Gfadem ve
vztahu k jeho/jejim finan&nim z&jmum

vzhledem k zadavateli a/nebo Kk
hodnocenému Iléku. Navic na Zzadost
zadavatele nebo spolecnosti TFS

poskytne poskytovatel zadavateli nebo
spolecnosti  TFS, je-li aplikovatelné,
informace ohledné plateb nebo jinych
hodnot predanych poskytovatelem jeho
personalu (vCetné  zkousejiciho a
personalu ve studii) za provadeéni studie,
a to v pisemné formé pfijatelné pro
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.10.

shall only wuse and disclose such
information as necessary to comply with
Applicable Laws of the Czech Republic
and international agreements binding on
the Czech Republic.

Provider and Investigator covenant
that in connection with this Agreement,
they will not directly or indirectly offer,
promise, pay, or agree to pay (a) any
political contributions or charitable
donations; (b) anything of value to any

official, political party, or political
candidate; or (c) anything with value
with the intent (i) to induce another

person to perform improperly a relevant
function or activity, or (ii) to reward that
person for the improper performance of
such a function or activity. In addition,
Provider agree to (y) perform their
obligations under the Agreement in full
compliance with all anti-bribery laws
,any comparable statutes, regulations
applicable in the jurisdiction(s) in which
such performance is rendered and (z)
maintain  books and records that
accurately reflect the dispensation of
funds its receives from Company in
furtherance of the Agreement. Provider
and/or Investigator shall promptly notify
Sponsor in writing if Provider discovers
that any person working in connection
with this Agreement engages in any of
the foregoing and will notify Sponsor of
the details of Provider’'s and/or
Investigator’s actions related thereto.
Provider acknowledges that Sponsor will
follow according to US laws and other
laws relating to the foregoing.

.10.

zadavatele. Zadavatel bude takové
informace udrzovat v dlvérnosti a bude
pouzivat a zvefejfiovat pouze takové
informace, které jsou nezbytné pro
dodrzovani platnych zakonu Ceské
republiky —a mezinarodnich  dohod,
kterymi je Ceska republika vazana.
vietné

Poskytovatel a zkouS$ejici se zavazuji,
Ze ve spojeni s touto smlouvou nebudou
pfimo ani nepfimo nabizet, slibovat,
platit, ani souhlasit se zaplacenim (a)

7adnych  politickych  ptispévkd i
charitativnich ~ dard; (b) ni¢eho
hodnotného zadnému urednikovi,
politické strané Ci politickému

kandidatovi; ani (c) niceho hodnotného s
umyslem (i) presvédcit jinou osobu k
nepatfiénému provadéni dllezité funkce
nebo cinnosti ani (ii) odménovat tuto
osobu za nepatficné provadéni takové
funkce nebo Cinnosti. Navic poskytovatel
souhlasi, Ze bude (y) provadét své
povinnosti podle smlouvy pIiné v souladu
se vSemi pravnimi predpisy o}
Uplatkarstvi, podobnymi  stanovami,
predpisy platnymi v jurisdikci
(jurisdikcich) ve kterych se takové plnéni
kona, a (z) udrzovat zapisy a zadznamy,
které presné zachycuji rozdélovani
fondd, jez dostava od spole€nosti na
plnéni této smlouvy. Poskytovatel
a/nebo zkousejici bez prodleni pisemné
oznami zadavateli, pokud poskytovatel
zjisti, Ze jakdékoli osoba pracujici ve
spojeni s touto smlouvou je zapojena do
jakékoli vy8e uvedené cinnosti, a oznami
zadavateli podrobnosti krokl, které
poskytovatel v tomto sméru podnikne.
Poskytovatel bere na védomi, Ze
zadavatel bude postupovat dle zakonu
USA a jinych zakonl vztahujicich se na
vysSe uvedené.
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ARTICLE 2 - ORGANISATION

2.1.

TFS/Sponsor agrees to supply the
Provider with necessary amount of Study
Drug (labelled in accordance with local
requirements), comparator drug and
with case report forms for each Subject
for the conduct of the Study.

Study Drug and comparator will not be
supplied to the Provider until all required
documents have been provided to
TFS/Sponsor by the Investigator. Such
required documents include without
limitation: The Investigator's CV, signed
protocol signature and financial
disclosure of the Investigator and his
family, written approval of the Study
(including the Protocol and Consent
Documents) by both the EC and the
applicable regulatory authority. Study
drug shall be delivered to Provider’s
hospital Pharmacy.

TFS/Sponsor will provide information, in
Czech, regarding the Study Drug
concerning shelf life and storage.

The Provider and Investigator shall be
responsible for the adequate storage of
Study Drug and comparator drug from
the time the supplies have reached the
Provider until collection by TFS/Sponsor
or destruction.

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

CLANEK 2 - ORGANIZACE

2.1.

SpoleCnost TFS/Sponsor souhlasi, Ze k
provadéni studie dodaji poskytovateli
nezbytné mnozstvi hodnoceného Iéku
(oznaCeného §titky v souladu s mistnimi
pozadavky), srovnavaného Iléku a
formulafd pro zaznam subjektd pro
kazdy subjekt.

Hodnoceny Iék a komparator nebudou
poskytovateli predany, dokud zkousejici
nepredd  spoleCnosti  TFS/zadavateli
veSkeré pozadované dokumenty. Mezi
takové pozadované dokumenty patfi,
bez omezeni: Zivotopis zkouSejiciho,
podepsany protokol, podpis a finan¢ni
informace o zkou$ejicim a jeho rodiné,
pisemné schvaleni studie (vletné
protokolu a dokumentld souhlasu),
schvalené jak EK, tak patficnym
regulatornim organem. Hodnocené lécivo

bude dodano do nemocni¢ni Iékarny
poskytovatele.
SpoleCnost  TFS/zadavatel poskytnou

informace, a to v ¢eétiné, o hodnoceném

léku ohledné doby pouZitelnosti a
uchovavani.

Poskytovatel a zkousejici budou
zodpovidat za patficné uchovavani

hodnoceného Iéku a srovnavaného Iéku

od doby, kdy zasoby dorazi
poskytovateli, az do jejich odevzdani
spole¢nosti TFS/zadavateli nebo do
likvidace.

Spolecnost TFS/zadavatel dodaji
zkouSejicimu  aktualni informace o

stavajicich nebo poslednich informacich
0 bezpeclnosti a Gcinnosti hodnoceného
léku tak, jak tyto informace budou
zadavateli k dispozici z jinych klinickych
studii.
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2.2.

The Study Drug will be delivered to the
hospital pharmacy, always in properly
packaged packages intended for the
Study Drug and marked in accordance
with the provisions of paragraph 19 (1)
(e) of Decree No. 226/2008 Coll., On
Good Clinical Practice.

Deliveries of Study Drug will take place
on Mon-Fri from 7:00 am to 2:00 pm in
the hospital pharmacy building or at
another time after phone agreement
with pharmacy.

The Provider and Investigator shall
receive the Study Drug after Study
initiation and shall use the Study

materials including Study Drug only for
the Study.

Provider and Investigator shall (a) keep
a detailed and written inventory of the
Study Drug, comparator drug and other
materials provided by TFS/Sponsor for
the Study and shall store such materials
according to the Protocol and/or
TFS/Sponsor instructions and (b) not
charge any Subject or any third party
payer for the Study Drug, comparator
drug and other such materials, (c) not
transfer any Study Drug, comparator
drug or other such materials to any third
party without Sponsor’s prior written
consent, (d) not use any Study Drug,
comparator drug or other such materials
for any purpose other than performance
of the Study in accordance with this
Agreement, the Protocol and any written
instructions of Sponsor, (e) promptly
notify Sponsor/TFS if any quantity of
Study Drug, comparator drug or other
such materials is lost, damaged or
destroyed while in their possession and
be liable to Sponsor for the replacement
cost of such quantity of Study Drug and

2.2.

Hodnoceny [ék bude dodavan do
nemocni¢ni 1ékarny, vzdy v fFadné
zabalenych  obalech  urcdenych  pro

hodnoceny Iék a oznaleny v souladu s
ustanovenim paragrafu 19 odst 1 pism
e) vyhlasky ¢.226/2008 Sb., o spravné
klinické praxi.

Dodavky hodnoceného I|éku se budou
uskutecriovat v Po-P4 od 7.00 hod. do
14.00 hod. do budovy nemocnicni
lékarny. Pfipadné v jinou dobu po
telefonické domluvé s Iékarnou.

Poskytovatel a zkousejici obdrzi
hodnoceny |ék po iniciaci studie a budou
pouzivat studijni materialy, vdcetné
hodnoceného Iéku, pouze pro studii.

Poskytovatel a zkouSejici budou (a)
udrzovat podrobny a pisemny seznam
hodnoceného léku, srovnavaného Iéku a
jinych materiald poskytnutych
spoleCnosti TFS/zadavatelem pro studii a
budou takové materialy uchovavat podle
protokolu a/nebo pokynl spole&nosti
TFS/zadavatele a (b) nebudou pozadovat
od ZzZadného subjektu ani treti platici
strany zaplaceni za hodnoceny Iék,
srovnavany lék ani jiné takové materialy,
(c) nebudou predavat hodnoceny Iék,
srovnavany lék ani jiné takové materialy

zadné treti strané bez predchoziho
pisemného schvaleni zadavatele, (d)
nebudou pouZivat hodnoceny Iék,

srovnavany Iék ani jiné takové materialy
pro Zadny jiny ucel kromé provadéni
studie v souladu s touto smlouvou,
protokolem a veSkerymi pisemnymi
pokyny zadavatele, (e) bez prodleni
oznami zadavateli/spolecnosti TFS,
pokud se jakékoli mnozZstvi hodnoceného
léku, srovnavaného Iéku ¢ jiného
takového materidlu ztrati, poskodi nebo
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2.3.

other materials.

After termination or expiration of this
Agreement, all remaining Study Drug,
comparator drug or other materials
supplied by TFS/Sponsor, including case
report forms, not used for the Study will
be returned to TFS/Sponsor.

The Provider and its Investigator shall
keep the TFS/Sponsor and their clinical
trial monitor informed of all events of
the Study by the most appropriate
means and as required by the protocol
and Applicable Laws.

The Provider and Investigator will allow
audits and visits by the TFS/Sponsor’s
clinical trial monitor or other members of
the TFS/Sponsor such as representatives
from the Clinical Quality Assurance
Department.

The Provider and Investigator shall
promptly notify Sponsor/TFS of any
inspection or audit relating to the Study
by any regulatory authority. Sponsor
and/or TFS shall have the right to be
present at any such inspections and shall
have the opportunity to provide, review,
and comment on any responses that
may be required. [If the Sponsor cannot
participate in the inspection or audit,
then the Provider shall cooperate in
permitting the Sponsor to be on
premises or available by phone so as to
permit the Sponsor to help address any
issues that are raised. In the event the
Provider or Investigator does not receive
prior notice of such a regulatory
inspection or audit, the Provider and/or
Investigator shall notify Sponsor/TFS as

2.3.

znici v jejich drZeni, a budou zadavateli
zodpovidat za nahrazeni ceny takového
mnozstvi hodnoceného Iéku a jinych
materiald.

Po skonceni nebo vyprseni této smlouvy
se vesSkery zbyvajici hodnoceny Iék,
srovnavany |ék nebo jiné materialy
dodané spolecnosti TFS/zadavatelem,
véetné formulafld pro zaznam subjektl, a
nepouzité ve studii vrati spolecnosti
TFS/zadavateli.

Poskytovatel a jeho zkouSejici budou

informovat spoleCnost TFS/zadavatele a

jejich  klinického monitora o vS8ech

udalostech ve studii nejvhodnéjgimi
o v [e]

zpusoby a podle poZadavku protokolu a

platnych zakond.

Poskytovatel a jeho zkouSejici umozni
audity a navstévy klinického monitora
spoleCnosti TFS/zadavatele nebo jinych
¢lend spoleCnosti TFS/zadavatele, jako

zastupcl  odd&leni pro  zajisfovani
klinické kvality.

Poskytovatel a zkouSejici bude bez
prodleni informovat

zadavatele/spoleCnost TFS o veskerych
inspekcich nebo auditech ve studii
provedenych jakymkoli regulatornim
organem. Zadavatel a/nebo spolecnost
TFS budou mit pravo byt pritomny u
takovych inspekci a budou mit mozZnost
poskytovat, prohlizet a komentovat
veSkeré odpovédi, jak bude treba.
Pokud se zadavatel nemuze zucastnit
inspekce nebo auditu, potom bude
poskytovatel spolupracovat tim, Ze
umozni zadavateli pobyt ve svém
zarizeni nebo bude k dispozici telefonicky
a umozni tak zadavateli resit veskeré
problémy, které mohou vyvstat. V
pripadé, Zze poskytovatel nebo zkousejici
nedostanou predem oznameni o takové
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2.4.

2.5.

soon as practicable after said inspection
or audit, and shall provide in writing to
the Sponsor, copies of all materials,
correspondence, statements, forms and
records received or generated pursuant
to any such inspection or audit.

Provider and Investigator shall not make
or permit any change to the Protocol,
nor deviate therefrom, without Sponsor’s
prior written consent and any other
consents required by Applicable Law.
Any modification to the Protocol will only
be implemented after agreement with

TFS/Sponsor and as defined in the
Protocol.

The Investigator promptly supplies
TFS/Sponsor with the correctly
completed case report forms on
termination of the scheduled patient
observation period or during the

observation period as appropriate and in
any case within 10 days of each patient
visit. All case report forms shall have
been reviewed by the Investigator to
assure their accuracy and completeness
and agrees to sign the case report forms
whenever required in order to validate
them for any patient entering the Study.
Provider shall ensure that Investigator
assists the Sponsor’s representatives
and clinical monitors upon their request,
in promptly resolving any discrepancies
or errors contained in the case report
forms and in performing random audits
on Study subjects’ records, laboratory

2.4.

2.5.

regulatorni  inspekci nebo  auditu,
poskytovatel a/nebo zkouS$ejici oznami
zadavateli/spoleCnosti TFS takovou
inspekci nebo audit co nejdfive to bude
mozné a poskytne zadavateli pisemné
kopie v&ech materiall, korespondence,
vypisQ, formulafl a zaznamQ obdrzenych
nebo vytvorenych na zakladé takové
inspekce nebo auditu.

Poskytovatel a zkousSejici nebudou délat
ani nepovoli délat Zzadnou zménu
protokolu, ani se od néj neodchyli, bez
predchoziho pisemného souhlasu
zadavatele a jinych souhlast
pozadovanych platnymi zakony. Veskeré
zmény protokolu budou provedeny po
dohodé se spolecnosti TFS/zadavatelem
a podle definic v protokolu.

Zkous$ejici bez prodleni doda spolecCnosti
TFS/zadavateli spravné vyplnéné
formulafe pro zaznamy subjektl po
ukonceni planovaného obdobi sledovani
pacientl nebo b&hem obdobi sledovani,
jak je tfeba, a v kazdém pripadé béhem
10 dni od navstévy kazdého pacienta.
Zkousejici zkontroluje veskeré formulare
pro zaznamy pacientd k zajisténi
spravnosti a uUplnosti a souhlasi, Zze
formulafe kdykoli podle pozadavkl
podepiSe, aby je tak potvrdil pro
kazdého pacienta vstupujiciho do studie.
Poskytovatel  zajisti, Ze  zkouSejici
pomUZe  zastupclm  zadavatele a
klinickym monitordm na jejich zadost pfi
okamzitém reseni veskerych
nesrovnalosti nebo chyb nachazejicich se
ve formulafich pro zaznamy subjektl a
pti provadéni nahodnych auditl zaznamu

reports, or other raw data sources subjektfl, laboratornich  zprav  nebo

underlying the data recorded on the case jinych zdrojd UGdajd potfebnych pro

report forms. zadavani Gdajd do formulafd pro
zaznamy subjektd.

TFS/Sponsor will carry out an analysis of Spolecnost TFS/zadavatel provedou
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2.6.

the Study results.

The Provider shall commit a free
archiving of the original source
documents and other documentation of
the clinical Study for five (5) years after
the end of the Study in accordance with
the Act No. 378/2007 Coll., and for the
next ten (10) years shall Provider

commit archiving for _ (VAT not
included)/i. The invoice for the
chargeable archiving will be issued after
signing the Agreement. Six (6) months
ahead from the end of prepaid archiving
period Sponsor shall notify the Provider
that he insists on an additional archiving
period and Sponsor shall pay the
associated costs upon invoice from
Provider. At the rate common with the
provider at that time.

In the event that  within the
aforementioned period the Sponsor does
not notify the request for further
archiving or does not pay the fee for
further archiving, the Provider is deemed

to be entitled to liquidate all the
archived study documents.

ARTICLE 3 - SUBJECT DATA

3.1. Incomplete subject data due to the
omission of tests or assessments by the
Investigator will not be regarded as
evaluable or eligible for payment.

3.2. Incomplete subject data due to adverse

effect, lack of effect, concomitant illness,
non-compliance of the subject or non-
attendance will be regarded as
evaluable, provided that the data is
available up to the time of drop out and

2.6.

analyzu studijnich vysledkd.

Poskytovatel provede bezplatnou
archivaci plvodni zdrojové dokumentace
a jiné dokumentace tykajici se klinické
studie po dobu 5 let po skonceni studie v
souladu se zdkonem ¢. 378/2007 Sb., a

na dalSich 10 let provede archivaci ve
vjs I bo: DFH. N
zpoplatnélou archivaci bude vystavena
faktura po podpisu smlouvy. Zadavatel v
predstihu $esti (6) mésicd od konce
predplacené doby archivace oznami
poskytovateli, Zze trva na dal$i dobé
archivace a uhradi naklady s tim spojené
na zakladé faktury vystavené
poskytovatelem Za sazbu v té dobé
béZnou u poskytovatele.

V pfipad&, Ze ve shora uvedené Ihité
zadavatel nesdéli pozadavek na dalsi
archivaci ¢i neuhradi poplatek na dalsi
archivaci, ma se za to, zZe je
Poskytovatel opravnén k likvidaci vSech
archivovanych dokumentu Studie.

CLANEK 3 - UDAJE O SUBJEKTECH

HODNOCENI

3.1.

3.2.

Neuplné udaje 0 subjektech s
chybéjicimi testy nebo vyhodnocenimi
zkouS8ejiciho nebudou povazovany za
hodnotitelné ani nebudou mit narok na
zaplaceni.

Netplné UGdaje o subjektech kvdli
nezadoucim aéinkdm, nedostatku
ucinnosti, soubéznym nemocem,
nedodrZzovanim 1écby subjektem nebo
nedostaveni se subjektu se budou
povazovat za hodnotitelné, pokud jsou
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3.3.

3.4.

3.5.

the event is satisfactorily documented.

Subjects incorrectly entered into the
Study (contravening eligibility criteria)
will not be regarded as eligible for

payment.
The final decision concerning each
subject's evaluability as for response,

toxicity and overall safety evaluation will
be made by the TFS/Sponsor clinical trial
monitor and/or any person desighated
by TFS/Sponsor.

Provider and Investigator shall record all
data (including, without limitation, case
report forms, laboratory work sheets,
slides and reports) generated as a result
of conducting the Study (collectively, the
“Study Data”) in a timely, accurate,
complete, and legible manner in the
form described in the Protocol. Provider
and Investigator shall take reasonable
and customary precautions, including
periodic backup of computer files, to
prevent the loss or alteration of any
Study Data. During the Study,
Sponsor/TFS  or  Sponsor’'s /TFS’s
representatives shall have the right to
review, verify, and copy all Study Data.
No later than ten (10) days after the
completion or termination of the Study,
Site shall provide to Sponsor/TFS
original case report forms for each
Subject detailing the results and
conclusions of treatment provided to
such Subject in accordance with the
Protocol, and shall transfer to

3.3.

3.4.

3.5.

udaje Kk dispozici az do okamziku
vystoupeni a udalost je uspokojivé
zdokumentovana.

Subjekty nespravné zarazené do studie

(odporujici  kritériim  na  zarazeni)
nebudou povazovany za zpUsobilé k
proplaceni.

Konecné rozhodnuti o hodnotitelnosti
kazdého subjektu ohledné reakce,
toxicity a celkového zhodnoceni
bezpecnosti  ucini  klinicky  monitor

spoleCnosti TFS/zadavatele a/nebo jina
osoba urcena spolecCnosti
TFS/zadavatelem.

Poskytovatel a zkouSejici zaznamenaji
vesSkeré Udaje (vCetné, bez omezeni na
formulafe pro  zaznamy  subjektd,
pracovni listy laboratore, snimky a
zpravy) vytvorené v dusledku provadéni
studie (spole¢né ,studijni Udaje“) vcas,
presné, Uplné a C(Citelné, a to formou
popsanou v protokolu. Poskytovatel a
zkouS$ejici podniknou rozumna a obvykla
opatreni, véetné pravidelného zalohovani
pocitadovych souborl, k zabranéni ztraty
nebo obmény veskerych studijnich
udaju. Bé&hem studie budou
zadavatel/spolec¢nost TFS nebo zastupci
zadavatele/spolecnosti TFS mit pravo na
kontrolu, ovérovani a  kopirovani
veskerych studijnich udaji. Ne pozdégji
nez deset (10) dni po dokonceni nebo

ukonceni studie poskytne pracovisté
zadavateli/spole¢nosti ~ TFS  pdvodni
formulafe pro zaznamy subjektl s

uvedenim podrobnosti o vysledcich a
zavérech léCby poskytnuté takovym
subjektdm v souladu s protokolem a

Sponsor/ TFS all Study Data. preda veskeré studijni Udaje
zadavateli/spoleCnosti TFS.

Without limiting the generality of the Bez omezeni obecné povahy vySe

foregoing TFS provides clinical research uvedeného poskytne spoleCnost TFS
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ARTICLE 4 - PROPERTY /

services using de-identified study data
concerning the identity of subjects
participating in clinical research and
which shall be kept anonymous. The
access to those data by TFS shall be
limited to the personal data necessary
for the provision of services in benefit
for Sponsor. TFS will not collect or
record subject personal data.

PUBLICATION

klinické vyzkumné sluzby
neidentifikovanych studijnich udajd s
ohledem na totoznost subjektl
Ucastnicich se klinického vyzkumu, ktefi
zUstanou anonymni. Pfistup spole&nosti
TFS k takovym Gdajim bude omezen na
osobni Udaje nezbytné k poskytovani
sluzeb  uziteCnych pro zadavatele.
SpoleC¢nost TFS nebude shromazdovat
ani zapisovat osobni idaje subjektU.

za pouziti

CLANEK 4 - VLASTNICTVi / PUBLIKACE

4.1.

4.2.

4.3.

Provider and Investigator shall not
publish the Study Data or other results
of the Study or issue any press release
that references the Study, the Study
Drug or Study Data without Sponsor’s
express prior written consent. As the
Study is part of a multi-center Study,
Study Data generated from Provider and
Investigator’s work may not be sufficient
to draw meaningful conclusions.

For clarity, the Study Data and other
results of the Study may be transmitted
without restriction by Sponsor to
governmental and regulatory authorities
world-wide and may be otherwise used
by Sponsor in any manner legal and
appropriate.

To allow for the use of the information
derived from this clinical Study and to
insure compliance to current regulations,
the Investigator is obliged to provide
Sponsor with complete test results and
all data developed in this Study. Only
Sponsor may make information obtained
during this Study available to the
physicians and to competent authorities,
except as required by regulation.

Sponsor is hereby the sole and exclusive

4.1.

4.2.

4.3.

Poskytovatel a zkouS$ejici nebudou
publikovat studijni uUdaje ani jiné
vysledky studie ani vydavat zadné

zpravy pro tisk, které odkazuji na studii,
hodnoceny |ék ani studijni Udaje bez
vyslovného  predchoziho  pisemného
souhlasu zadavatele. Protoze studie je
soucasti multicentrické studie, studijni
Udaje vytvorené praci poskytovatele a
zkousejiciho nemusi byt dostatecné k
vyvozeni smyslupinych zavérQ.

Pro vyhnuti se pochybam maze
zadavatel predavat studijni GUdaje a jiné
vysledky studie bez omezeni vladnim a
regulatornim organtm po celém svété a

zadavatel je muZe jinak pouzivat
jakymkoli zadkonnym nebo patficnym
o

zpusobem.

Pro umoznéni pouzivani informaci

vyvozenych z této klinické studie a pro
zajisténi dodrzovani souCasnych narizeni
musi zkouS$ejici poskytnout zadavateli
kompletni vysledky testd a veskeré
Udaje vytvorené v této studii. Pouze
zadavatel smi poskytovat informace
ziskané b&hem této studie Iékafim a
kompetentnim organim, s vyjimkou
regulatornich pozadavkd.
timto

Zadavatel je jedinym a
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owner of (i) Study Data and (ii) all
completed case report forms and data
therein, results, information, know how,
inventions, developments and materials
including, without limitation, all
intellectual property rights therein, that
are generated by or on behalf of
Provider, Investigator or Study
Personnel, whether solely or jointly with
others, as a result of the Study or
through the use the use of the Study
Drug or Confidential Information
(collectively, the “Inventions”). The
Provider and Investigator shall promptly
disclose all Inventions to Sponsor, and
hereby assign all rights, title and
interests in and to the Inventions and
Study Data to Sponsor. Provider and
Investigator shall ensure all Study
Personnel have assigned or have a
legally binding obligation to assign all of
their rights, title and interests in any and
all Inventions  to Provider  and
Investigator so that Provider and
Investigator can comply with their
obligations hereunder. At Sponsor’s
request, Provider and Investigator shall
promptly obtain such assignment. In
addition, upon Sponsor’s request and at
Sponsors reasonable expense, Provider
and Investigator shall, and shall obligate
all Study Personnel to, execute such
documents and perform such actions
necessary or useful for Sponsor to obtain
such ownership and to apply for, secure,
maintain and enforce patent or other
proprietary protection of the Inventions
and Study Data.

ARTICLE 5 -
FINANCIAL PARTICIPATION OF SPONSOR

5.1. Payments to the Provider for the Study

exkluzivnim vlastnikem (i) studijnich
idajl a (ii) véech kompletnich formulaid
pro zaznamy subjektl, vysledkd,
informaci, know how, vynalezd, vyvoje a
materiald vletné&, bez omezeni na,
veSkera prava na zde uvedené
intelektualni  vlastnictvi, kterd jsou
vytvorena poskytovatelem nebo jménem
poskytovatele zdravotnického zafizeni,
zkouS$ejicim nebo personalem ve studii,
at jiz samostatné nebo ve spojeni s
jinymi, jako vysledek studie nebo pomoci
uzivani hodnoceného léku nebo
ddvérnych informaci (spoleéné
,vynalezy“). Poskytovatel a zkouSejici
bez prodleni predaji veskeré vynalezy
zadavateli a timto prevadéji veskera
prava, naroky a zajmy ohledné vynalezt
a studijnich udajG na zadavatele.
Poskytovatel a zkouSejici zajisti, ze
veskery personal ve studii pfedal nebo
ma zakonem uloZenou povinnost predat
veSkera sva prava, naroky a zajmy
ohledné jakychkoli a veskerych vynalezu
poskytovateli a zkouSejicimu, aby
poskytovatel a zkouSejici mohli dodrzet
své povinnosti zde uvedené. Na zadost
zadavatele poskytovatel a zkousSejici bez
prodleni takovou povinnost zajisti. Navic
na zadost zadavatele a za primérené
naklady zadavatele poskytovatel a
zkousejici pfipravi, a ulozi veskerému
persondlu ve studii, aby pfipravili,
takové dokumenty a provedli takové
¢innosti, jaké jsou nezbytné nebo
uzitecné pro zadavatele k ziskani
takového vlastnictvi a podani Zzadosti,
zajistovani, udrZovani a uplatfiovani
patentd nebo jiné vlastnické ochrany
vynalezU a studijnich udajQ.

CLANEK 5 -
FINANCNI UCAST ZADAVATELE

5.1. Platby poskytovateli za studii budou
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shall be made in accordance with the
terms of the budget and payment
schedule attached hereto as Exhibit A
and incorporated herein by reference.

provedeny v souladu s podminkami pro
rozpoCet a rozpis plateb, s odkazem na
pfipojenou Prilohu A.

5.2. Payment for conducting the study will be | 5.2. Platba za provadéni studie bude

credited to: provedena ve prospéch:

Name of Provider/beneficiary: Nazev poskytovatele/prijemce:

Fakultni nemocnice Hradec Kraloveé Fakultni nemocnice Hradec Kraloveé

Account no: 24639511/0710 Cislo uctu: 24639511/0710

Note: Variable symbol: Invoice Number Poznamka: Variabilni symbol: Cislo
faktury

The payments will be made upon receipt Platby budou provedeny po obdrzeni

of an appropriately documented invoice. patficné zdokumentované faktury.

The invoicing address to be used is: TFS Adresa pouzita k fakturaci je: TFS Trial

Trial Form Support, s.r.o., Klimentska Form Support, S.r.o., KIimentvské

1216/46, 110 02 Praha 1, |ID: 1216/46, 110 02 Praha 1, ICO:

27876756, VAT: CZ27876756. 27876756, DIC: CZ27876756.

5.3. It is the Provider’s responsibility to meet | 5.3. Je zodpovédnosti poskytovatele splnit
the fiscal obligations adherent to the financni povinnosti spojené se
fees  received, including  without zaplacenymi odménami, vcletné, bez
limitation payment of tax. omezeni na zaplaceni dani.

ARTICLE 6 — CLANEK 6 — 5

RESPONSIBILITY AND INDEMNIFICATION | ZODPOVEDNOST A ODSKODNENI

6.1. Sponsor shall indemnify and hold 6.1. Zadavatel zprosti a odskodni
harmless the Provider, the Investigator poskytovatele zkouS$ejiciho a
and employees of Provider from any and zameéstnance poskytovatel za veskerou
all liability, damages, cost and expense, zodpovédnost, poskozeni, néklady a

including reasonable attorney’s fees, in
connection with any claim, action or
lawsuit brought by or on behalf of trial
subjects for injury, loss, or damage it
may suffer as a result of Sponsor’s
negligence or breach of contract or the
use of the Study Drug in strict
compliance with the Protocol, Applicable
Laws, and Sponsor’s instructions.
Sponsor shall not be responsible for,
and Provider shall be responsible for,
any loss or damages was caused by non-

vydaje, vCetné primérenych pravnickych
poplatki, ve spojeni s jakymkoli
narokem, ¢inem nebo soudnim stihanim
podanym subjekty hodnoceni nebo jejich
jménem za zranéni, ztratu nebo
poSkozeni, ktera mohly utrpét v
nasledku zanedbani zadavatele nebo
poruseni smlouvy nebo uzivani
hodnoceného léku pfi prisném
dodrZovani protokolu, platnych zakond a
pokynU zadavatele. Zadavatel nebude
zodpovidat za, a poskytovatel bude
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6.2.

observance of the Protocol or Sponsor’s
instructions, negligence of the Provider,
Investigator and/or any Study Personnel
in carrying out the Study, or breach of
this Agreement by Provider.

Sponsor declares and certifies, that in
accordance with provision § 52 Section
3, letter f), Act No. 378/2007 Coll., on
Pharmaceuticals, as amended, it shall
maintain insurance coverage of the
clinical trial. Provider warrants that it
has in place, and shall maintain
insurance coverage in  appropriate
amount in accordance with Act. No.
372/2011 Coll.

ARTICLE 7 — TERMS AND TERMINATION

6.2.

zodpovidat za, veSkeré ztraty nebo
v , o , v s s
po8kozeni zpusobené nedodrzovanim
o
protokolu nebo pokynu zadavatele,

zanedbani poskytovatelem, zkousSejicim,
a/nebo persondlem ve studii pfi
provadéni studie, nebo porusenim této
smlouvy poskytovatelem.

Zadavatel prohlaSuje a potvrzuje, ze v
souladu s ust. § 52 odst. 3, pism. f)
zakona ¢. 378/2007 Sb., o léCivech, v
platném znéni, zajisti pojisténi klinického
hodnoceni. Poskytovatel bude udrzovat
pojistné kryti takového druhu a s
pojistnou vys$i odpovidajici a ruci za to,
Ze ma uzavrené pojisténi v souladu se
znénim zakona ¢. 372/2011 Sb.

CLANEK 7 - TRVANIi A UKONCENI

7.1.

7.2.

This Agreement shall become effective
on the day when signed by the last
contracting party and its publication in
Czech contract register (pursuant to the
Act no. 340/2015 Coll., on special
conditions for the effectiveness of some
contracts, the disclosure of these
agreements and contracts register) and
shall continue until the completion of the
Study (including data analysis) in
accordance of the Protocol, unless earlier
terminated as provided herein. If the
Study has not started at the Provider’s
facility by the date stated in article 1.7.,
for reasons independent of TFS/Sponsor,
TFS/Sponsor reserves the right to
terminate this Agreement upon written
notice to the Provider and Investigator.

The TFS/Sponsor reserves the right to
terminate this Agreement and to
discontinue the Study at any time upon
written notice to Provider:

7.1.

7.2.

Tato smlouva nabyva platnosti a
ucinnosti dnem podpisu posledni smluvni
strany a jejim uvefejnénim v registru
smluv Ceské republiky (podle zakona C.
340/2015 Sb., o zvlastnich podminkach
ucinnosti nékterych smluv, uverejnovani
téchto smluv a o registru smluv), a bude

pokraCovat az do dokonceni studie
(vCetné data analyzy) v souladu s
protokolem, pokud nebude ukoncena
drive, jak je stanoveno zde. Pokud

studie nebude v zafizeni poskytovatele
zahajena ve dni uvedeném ve Cclanku
1.7., z dGvodd mimo  kontrolu
spoleCnosti TFS/zadavatele, vyhrazuji si
spole¢nost TFS/zadavatel pravo ukoncit
tuto smlouvu pisemnym oznamenim
poskytovateli a zkouSejicimu.

SpolecCnost TFS/zadavatel si vyhrazuji
pravo ukondit tuto smlouvu a prerusit
studii kdykoli, a to pisemnym
oznamenim poskytovateli:
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7.3.

7.4.

i) for scientific or business reasons to
be determined in the sole discretion
of the Sponsor, or

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

i) if the Provider or Investigator
materially breaches this Agreement
and fails to cure such breach within
thirty (30) days after receiving a
notice of such breach.

The Provider reserves the
terminate this Agreement and to
discontinue the Study upon written
notice to TFS/Sponsor, if TFS/Sponsor
materially breaches this Agreement and
fails to cure such breach within thirty
(30) days after receiving a notice of such
breach.

right to

Termination or expiration of this
Agreement shall not affect any rights or
obligations accrued prior to such
termination or expiration. Any provision
of this Agreement that should survive
termination or expiration of this
Agreement in order to give its intent

shall survive such termination or
expiration. If the study is prematurely
terminated, the Provider and

Investigator is only entitled to
compensation for factual conducted work
as of the termination date. In addition,
Provider and Investigator shall promptly
complete all case report forms for all
Subjects already enrolled in the Study,
transfer all Study Data to Sponsor/TFS,
and return unused Study Drug and other
materials supplied by Sponsor/TFS.
After termination for any reason, the
parties shall continue to perform such
activities under this Agreement as
necessary to protect the health of the

7.3.

7.4.

obchodnich
rozhodne

i) z védeckych nebo
ddvodl, o  kterych
vyhradné zadavatel, nebo

ii) pokud UGcel studie prestal byt z
jakéhokoli dGvodu aktudlni, nebo

iii) pokud poskytovatel nebo zkouSejici
materialné porusi tuto smlouvu a
nenapravi takové poruseni béhem
tficeti (30) dni po obdrzeni oznameni
o takovém poruseni.

Poskytovatel si vyhrazuje pravo ukoncit
tuto smlouvu a prerusit studii pisemnym
oznamenim spoleCnosti TFS/zadavateli,
pokud spolecnost TFS/zadavatel
materidlné poru$i tuto smlouvu a
nenapravi takové poruseni béhem tficeti
(830) dni po obdrzeni oznameni o
takovém poruseni.

Ukonceni nebo vyprdeni této smlouvy
nebude mit vliv na Zadna prava ani
povinnosti  vze§lda  pred  takovym
ukonéenim nebo vyprsenim. Veskera
opatfeni této smlouvy, kterd pretrvaji
ukonceni nebo vyprdeni této smlouvy,
aby smlouvé daly jeji ucel, pretrvaji
takové ukonceni nebo vyprseni. Pokud
bude studie predCasné ukoncena,
poskytovatel a zkouS$ejici maji narok na
kompenzaci pouze za praci skutecné
provedenou ke dni ukonceni. Navic
poskytovatel a zkouSejici bez prodleni
dokondCi veskeré formulafe pro zaznamy

subjektd jiz zafazenych do studie,
predaji veskeré studijni udaje
zadavateli/spoleCnosti  TFS a  vréati

nepouzity hodnoceny Iék a jiné materialy
zadavateli/spoleCnosti TFS. Po ukondceni
z jakéhokoli dlvodu budou strany
pokracovat v takovych Cinnostech podle
této smlouvy, jaké budou nezbytné k
ochrané zdravi subjektd. Na Zadost
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Subjects. Upon Sponsor’'s request,
Provider and Investigator shall refer
Subjects to other Study site designated
by Sponsor.

ARTICLE 8 - SECRECY AND NON USE

8.1.

8.2.

8.3.

The Provider, Investigator and Study
Personnel shall keep confidential all
information supplied, directly or
indirectly by TFS/Sponsor, together with
the Study Data and other results of the

Study (collectively, “Confidential
Information”).
The Provider, Investigator and Study

Personnel shall refrain from making any
use of the Confidential Information
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

TFS/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 Provider, Investigator or any
Study Personnel,

- the Investigator or the Study

Personnel can show in writing were
known to them prior to the time of

disclosure by TFS/Sponsor for the
information or availability for the
results,
- the Investigator or the Study

Personnel can prove to have obtained
from an independent third party

zadavatele  budou poskytovatel a
zkouSejici posilat subjekty na jina
studijni pracovisté urcenda zadavatelem.

CLANEK 8 - UTAJENiI A NEPOUZi VANI

8.1.

8.2.

8.3.

Poskytovatel, zkouS$ejici a personal ve
studii budou udrzovat v dUvérnosti
veskeré informace dodané, prfimo nebo
nepfimo, spolecnosti TFS/zadavatelem,
spolecné se studijnimi Gdaji a jinymi

vysledky studie (spoleéné& ,davérné

informace”).

Poskytovatel, zkouS$ejici a personal ve
. ~ s O v 7

studii nebudou pouzivat  duverneé

informace k ni¢emu jinému nez pro ucel
studie.

Vy8e uvedené povinnosti nebudou platit
pro takové soucasti informaci a/nebo
vysledkd, které:

v dobé zverejnéni takovych informaci
spoleCnosti TFS/zadavatelem nebo v
dobé, kdy informace pripravené pro
vysledky byly jiz ve verejné sfére,
nebo

- se dostaly do verejné sféry pozdégji

jinym  zplUsobem neZ zavinénim
poskytovatele, zkou8ejiciho nebo
kohokoli z personalu ve studii,

- zkouSejici nebo personal ve studii
mohou prokazat pisemné, ZzZe jim
informace byly znamy pred
zverejnénim informaci nebo jejich

dostupnosti pro vysledky spolecnosti
TFS/zadavatelem,

- zkousSejici
mohou
nezavislé

nebo personal ve studii
prokazat, ze je ziskali od
tfeti strany, ktera méla
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having an unrestricted

disclose them.

right to

neomezené pravo na jejich zverejnéni.

8.4. Notwithstanding the provisions 8.1. and | 8.4. Bez ohledu na ustanoveni 8.1. a 8.2.
8.2., the Investigator will be allowed to bude zkousejici smét zverejnit informace
disclose the information and the results a vysledky podle potfeby pro
on a need to know basis to the zodpovédny personal ve studii zapojeny
responsible Study Personnel engaged in do studie, za predpokladu, Ze:
the Study; provided that:

- The Provider and Investigator shall - poskytovatel a zkouSejici budou
exercise due care and shall take such postupovat s patficnou opatrnosti a
precautions necessary to prevent any podniknou opatrfeni nezbytna k
unauthorised disclosure or use of the zamezeni jakéhokoli neopravnéného
information and the results by Study zverejnéni nebo pouziti informaci a
Personnel, and vysledkl personélem ve studii a

- Each Study Personnel has signed a - kazdy clen persondlu ve studii
confidentiality and non-use agreement podepide dohodu o dlvérnosti a
containing terms at least as stringent nepouzivani, ktera bude obsahovat
as those set forth herein. podminky nejméné tak pfisné jako ty

ustanovené zde.

8.5. This secrecy and non use obligation | 8.5. Tato podminka utajeni a nepouzivani
under previsions 8.1. and 8.2. shall podle ustanoveni 8.1. a 8.2. zlstane
remain valid during the term of this platnd béhem platnosti této smlouvy a
Agreement and for a period of 15 years po doby 15 let poté.
thereafter.

ARTICLE 9 — CLANEK 9 —

REPRESENTATIONS. WARRANTIES AND POTVRZENI. ZARUKY A URCITE

CERTAIN COVENANTS PODMiNKY

9.1. Provider and Investigator represent and | 9.1. Poskytovatel a zkouSejici potvrzuji a
warrant that they are not presently zaruCuji, ze v soucasné dobé neni

under any agreement or obligation which
conflicts with or materially impairs their
ability to perform the duties and
obligations owed to TFS/Sponsor under
this Agreement, and further agree not to

vazano zadnou dohodou ani povinnosti,
ktera by byla v rozporu nebo by
materialné branila jeho schopnosti pinit
své Ukoly a povinnosti pro spolecnost
TFS/zadavatele podle této smlouvy, a

undertake any such obligation or dale souhlasi, 2e Zzadnou takovou
agreement during the course of the povinnost ani dohodu neuzavie béhem
Study). Provider and Investigator studie. Poskytovatel a zkousSejici
warrant that no Study Personnel are zarucuji, ze v soucasné dobé neni nikdo
presently under any agreement or z personalu studie vazan Zzadnou
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9.2.

obligation which conflicts with or
materially impairs their ability to
perform the duties and obligations owed
to TFS/Sponsor under this Agreement,
and shall ensure that no Study Personnel
will undertake any such obligation or
agreement during the course of the
Study.

Provider and Investigator represent and
warrant that they shall not employ,
contract with, or retain any person,
directly or indirectly, to perform the
Study under this Agreement if such a
person (a) is under investigation by the
FDA or any other regulatory agency for
debarment or is presently debarred by
the FDA or any other regulatory agency
or laws or regulations. In addition,
Provider and Investigator represent and
warrant that they have not engaged in
any conduct or activity which could lead
to any of the above-mentioned
disqualification or debarment actions. If
during the term of this Agreement,
Provider, Investigator or any person
employed or retained by them to
perform the Study (i) comes under
investigation by the FDA or any other
regulatory agency for a debarment
action or disqualification, (ii) is debarred
or disqualified, or (iii) engages in any
conduct or activity that could lead to any
of the above-mentioned disqualification
or debarment actions, Provider and
Investigator shall immediately notify
TFS/Sponsor of same and Sponsor,
through TFS, shall have the right to
terminate this Agreement immediately.

ARTICLE 10 - MISCELLANEOUS

10.1.

Provider and
that of

The relationship  of
Investigator to Sponsor s

9.2.

dohodou ani povinnosti, ktera by byla v
rozporu nebo by materialné branila jejich
schopnosti plnit jejich Ukoly a povinnosti
pro spolecnost TFS/zadavatele podle této
smlouvy, a zajisti, Ze nikdo z personalu
studie Zadnou takovou povinnost ani
dohodu neuzavie béhem studie.

Poskytovatel a zkouSejici
zaruCuji, ze nebudou zaméstnavat,
uzavirat smlouvy ani najimat Zzadnou
osobu, pfimo ¢&i nepfimo, k provadéni
studie podle této smlouvy, pokud takova
osoba (a) je vySetfovana organem FDA

potvrzuji a

nebo jinou takovou regulatorni
agenturou nebo ji FDA nebo jina
agentura zakazala odbornou cinnost

nebo podle zakonl ¢& nafizeni. Navic
poskytovatel a zkouSejici potvrzuji a
zarucuji, ze neprovadéli zadnou akci ani
Zzadnou cinnost, kterd by mohla mit za
nasledek vy8e zminénou diskvalifikaci
nebo zakaz odborné Ccinnosti. Pokud
béhem trvani této smlouvy poskytovatel,
zkouSejici nebo jakakoli osoba, kterou
zaméstnali nebo najali k provadéni
studie (i) budou vysSetrfovani FDA nebo
jinou regulatorni agenturou kvdili zakazu
odborné cinnosti nebo diskvalifikaci, (ii)
budou mit zakdzanou odbornou cinnost
nebo budou diskvalifikovani, nebo (iii)
budou provadét akce nebo Cinnost, které
by mohly mit za nasledek vy$e zminénou
diskvalifikaci nebo zakaz odborné
¢innosti, poskytovatel a zkous$ejici na to
okamzité upozorni spolecnost
TFS/zadavatele a  zadavatel, pres
spolec¢nost TFS, bude mit pravo okamzité
tuto smlouvu ukoncit.

CLANEK 10 - RUZNE

10.1.

Vztah poskytovatele a zkouS$ejiciho k
zadavateli je vztah  samostatnych
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10.2.

10.3.

10.4.

10.5.

independent contracted sides, and
nothing contained herein shall be
construed to be inconsistent with that
relationship or status.

If any provision of this Agreement is
held illegal or invalid or unenforceable,
the remainder of this Agreement shall
not be affected thereby.

This Agreement shall be governed by the
laws of the Czech Republic. The parties
hereby submit to the exclusive
jurisdiction of the Czech Republic courts.

This agreement is executed in both
English and Czech language. In the
event of any discrepancy between
English and Czech version of this
Agreement, Czech version shall prevail.

The Provider and Investigator may not
assign or transfer this Agreement or any
of their rights or obligations hereunder
without the prior written consent of
Sponsor. Any attempted assignment
without such consent shall be null and
void. Sponsor may assignment this
Agreement without Provider’s  or
Investigator’s consent.

The contracting parties note that there
will be no initial visit and delivery of the
Study Drug until the Agreement is
published in Czech contracts register,
pursuant to the Act no. 340/2015 Coll.,
on special conditions for the
effectiveness of some contracts, the
disclosure of these agreements and
contracts register.

The Sponsor or TFS, as the case may be,
undertake to inform the Provider and the
Investigator in advance of the newly
approved Study documents which may
have an impact on Study conduct (e.g.

10.2.

smluvnich stran a nic zde uvedeného
nelze vykladat nijak jinak nez je povaha
takového vztahu nebo stavu.

Pokud budou jakékoli podminky této
smlouvy nezakonné nebo neplatné nebo
neuplatnitelné, zbytek této smlouvy
nebude timto nijak ovlivnén.

10.3. Tato smlouva se bude ridit zdkony Ceskeé

republiky. Strany se timto podrobuji
vyluéné jurisdikci soudd Ceské republiky.

Smlouva je vyhotovena v anglickém a
Ceském jazyce. V pfipadé rozporu mezi
anglickou a ceskou verzi této smlouvy
ma prednost a je rozhodujici verze
Ceska.

10.4. Poskytovatel a zkouSejici nesmi ulozit ani

10.5.

prevést tuto smlouvu ani zadna sva
prava ani povinnosti zde uvedené bez
predchoziho pisemného souhlasu
zadavatele. Jakykoli pokus o prevedeni
bez takového souhlasu bude neplatny a
zruSeny. Zadavatel smi prevést tuto
smlouvu bez souhlasu poskytovatele
nebo zkousSejiciho.

Smluvni strany berou na védomi, Ze
nedojde k iniciacni navstévé a dodavce

hodnoceného [éku do okamziku
uvefejnéni smlouvy Vv registru smluv
Ceské republiky, (podle zakona C.

340/2015 Sb., o zvlastnich podminkach
ucinnosti nékterych smluv, uverejnovani
téchto smluv a o registru smluv).

Zadavatel, pfipadné TFS se zavazuji, Ze
budou vcasné informovat poskytovatele a
hlavniho zkous$ejiciho o nové schvélenych
dokumentech ke klinickému hodnoceni,
které mohou mit vliv na provadéni studie
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10.6.

Protocol, ICF).

The contracting parties agree that this
Agreement will be published in the
register of contracts and the Provider
will publish the contract within 5 working
days from the Agreement signature by
the Provider.

The contracting parties agree that the
trade secrets indicated by the Sponsor
will be removed from the Agrement
version to be published in register of
contracts prior to the execution of the
Agreement, and both the Agreement and
the annexes will be published in the
register of contracts to the extent
required by law. Before signing of the
Agreement, the Sponsor will send the
final version of the Agreement to the
Provider in a machine-readable format,
with a painted text of the Agreement,
which the Sponsor considers to be
business secret.

Estimated value of performance is 1 800
000 CZK.

Estimated number of enrolled patients is
This Agreement constitutes the entire

agreement and final understanding of
the parties with respect to the subject

matter hereof and supersedes and
terminates all prior and/or
contemporaneous understandings

and/or discussions between the parties,
whether written or verbal, express or
implied, relating in any way to the
subject matter hereof. This Agreement
may not be altered, amended, modified
or otherwise changed in any way except
by a written agreement, signed by all
parties.

10.6.

(napf. Protokol, ICF).

Smluvni strany se dohodly, Zze tato
smlouva bude uvefejnéna v registru
smluv a uverejnéni smlouvy provede
poskytovatel b&hem 5 pracovnich dnd od
podpisu smlouvy poskytovatelem.

Smluvni strany se dohodly, Ze oznacené
obchodni tajemstvi zadavatelem, bude
pred zadanim smlouvy do registru smluv
odstranéno a pfilohy smluv budou v

registru smluv uverejiovany v rozsahu
pozadovaném dle zékona. Pred
podpisem smlouvy Zadavatel zaSle
Poskytovateli finalni verzi smlouvy ve
strojové Citelném forméatu s
podbarvenym textem smlouvy, které
povazuje Zadavatel za obchodni
tajemstvi.
Pfedpokladana hodnota plnéni je
1 800 000 KC.

pocet zarazenych

Predpokladany
subjektl je.v

Tato smlouva ustanovuje celou smlouvu
a konecny vyklad stran s ohledem na
zde uvedenou problematiku a prevysuje
a ukoncluje veskeré predchozi a/nebo
jiné soucCasné vyklady a/nebo diskuze
mezi stranami, at pisemné nebo Ustni,
vyslovné nebo naznacené, vztahujici se
jakkoli ke zde uvedené problematice.
Tato smlouva se nesmi meénit, doplhovat,
pozmeénovat ani nijak jinak ménit, s
vyjimkou pisemné dohody podepsané
vSemi stranami.
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In witness whereof, the parties hereto have
caused their duly authorized representatives to
execute this Agreement in triplet.

Person authorised to sign
agreements for the Provider:

17.7. 2018
Date and Place

Signature
Prof. MUDr. Vladimir Palicka, CSc., dr. h. c.

Sponsor:

11. 7. 2018
Date and Place

Siinature

Investigator:

17.7.2018
Date and Place

Siinature

Na dUkaz toho zde strany pové&fily své patfi¢né
opravnéné zastupce k uzavreni této smlouvy, a
to trojim provedeni.

Osoba opravnéna podepisovat smlouvy
pro poskytovatele:

17.7. 2018
Datum a misto

Podpis
Prof. MUDr. Vladimir Palicka, CSc., dr. h. c.

Zadavatel:

11. 7. 2018
Datum a misto

POdiiS

Zkousejici:

17.7. 2018
Datum a misto

Podiis
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Exhibit A — Payment Schedule
Payment of Provider Grants

1. Enrolment
Schedule

The estimated number of subjects to be
included into the Study at this Provider’s
facility is 6 patients. This number may vary
according to competitive recruitment which
will be followed throughout the Study.

Targets and Enrolment

2. Fee Per Completed Subject:
2.1 Visit schedule with associated budget
for Completed Subject:

PFriloha A - Platebni pFiloha
Vyplata odmény poskytovateli

1. Cilovy pocet subjektli a casovy
harmonogram naboru
Odhadovany podet subjektl, ktery bude

zafazeny do studie v zafizeni poskytovatele je
6. Tento po&et se mUze ménit v zavislosti na
kompetetivnim néboru, ktery bude probihat
po celou dobu studie.

2. Odména za dokonéeny subjekt:
2.1 Casovy harmonogram navstév, vcetné
prisluéné odmeény za dokonceny subjekt:

Paymen_t dates Terl_m’ny plat'et_> za
depending on e o | et ||| egiente vzevelesing gasua (ko
(Visit Schedule) hodnoceni

Screening I Skrinink ]
Day 1 [ ] Den 1 I
Month 1 ] Mésic 1 ]
Month 2 ] Mésic 2 ]
Month 3 ] Mésic 3 ]
Month 4 ] Mésic 4 I
Month 5 ] Mésic 5 [
Month 6 ] Mésic 6 I
Month 7 ] Mé&sic 7 e
Month 8 ] Mésic 8 ]
Month 9 ] Mésic 9 ]
Month 10 I Mésic 10 ]
Month 11 ] Mésic 11 I
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Month 12 ] Mésic 12 ]

Month 13 e Mésic 13 ]

Month 14 — Mésic 14 —

Month 15 ] Mé&sic 15 ]

Month 16 ] Mésic 16 ]

Month 17 ] Mésic 17 e

Month 18 ] Mésic 18 ]

Total amount per I Total amount per ]
subject subject

Early withdrawal visit ] Early withdrawal visit ]

These amounts are exclusive of VAT.

Uvedené cCastky jsou bez DPH.
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2.2 The Fee for each Completed Subject
includes (but is not limited to) the following
costs or expenses:

Provider's overheads fees, staff costs,
laboratory fees, administrative fees, archiving
fees, imaging fees, questionnaire (e.g quality
of life).

TFS shall not be responsible for ensuring that
Provider makes any payments to the
Investigator, Study Personnel and its internal
departments.

2.3 Fees are to be invoiced and paid in CZK.

2.2 Odména za dokonleny  subjekt
zahrnuje, mimo jiné, nasledujici naklady nebo
vydaje:

Rezijni néklady poskytovatele, naklady na
personal, odménu pro laboratof,
administrativni naklady, archivacni poplatky,
néklady na zobrazovaci vy$etieni a dotaznik
(napf. kvality Zivota).

TFS nenese Zadnou odpovédnost za to, Ze

poskytovatel provede jakékoliv platby
zkouS$ejicimu, studijnimu personéalu a jeho
internim oddélenim.

2.3 Poplatky maji byt fakturované a

zaplacené v KC.

3. Other Payments:

Payment for other fees or expenses that are
not included in the Fees per Completed
Subject (as defined in Section 2) will be made
according to the following rates:

ADMINISTRATION FEE:
TFS shall pay the Provider on behalf of
SPONSOR a single non-refundable flat fee (fee
for contract negotiation) in the amount of

as the payment for costs related to
administrative proceeding of the Agreement.
The payment of this fee shall be made based
on an invoice issued by Provider, payable
within 45 days following receipt of the invoice.

PHARMACY FEES:
In addition a yearly Pharmacy fee of |
CZK/year and CZK for each item
separately will be paid to Provider for

estimate study duration of

3. Ostatni platby:

Uhrada jinych odmé&n a vydajl, které nejsou
zahrnuty v odméné za dokonceny subjekt (ve
smyslu ustanoveni ¢lanku 2) bude vyplacena
v nasledujicich sazbach:

ADMINISTRATIVNI POPLATEK:

TFS jménem ZADAVATELE uhradi
Poskytovateli jednorazovy administrativni
nevratny poplatek oplatek za projednani
smlouvy) ve vysSi & v souvislosti se
zpracovanim této smlouvy. Uhrada bude

poskytnuta na zakladé faktury vystavené
poskytovatelem splatné ve Ihtté 45 dnd.

ODMENA ZA SLUZBY LEKARNY:

Poskytovatel navic obdrzi odménu za sluzby
lékarny ve vysi KC rocné a K¢ za
kazdou prebranou zasilku po predpokladanou
dobu trvani klinického hodnoceni, ktera je.
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ARCHIVING FEE:

Provider shall commit a free archiving of the
original source documents and other relevant
documentation of the clinical Study for five
(5) years, in accordance with the Act No.
378/2007 Coll., and for the next ten (10)
ears shall Provider commit archiving for
_ (VAT not included)/per year. The
invoice for chargeable archiving will be issued
after signing the Agreement. Six (6) months
ahead from the end of reguired archiving
period Sponsor shall notify the Provider that
he insists on the next archiving period and
Sponsor shall pay the associated costs.

SCREENI NG FAILURE:

TFS, on behalf of SPONSOR, agrees to pay
Subject care costs for up to four (4) screen
failures, in a pro-rated manner based on the
number of procedures completed by Institution
prior to Subject’s withdrawal, up to a maximum
amount of — /screening failure, upon
TFS’s receipt of correct, itemized invoices from
Institution. In case of ocular imaging at D1
(Reconfirmation of Eligibility at D1) this will be
paid in addition as details below. After the four
(4) initial screen failures, TFS, on behalf of
SPONSOR, will pay for additional screen failures
upon Sponsor

SUBJECT MEAL & TRAVEL FEES:

TFS on behalf of Sponsor, shall reimburse
subjects for their reasonable travel expenses,
up to CZK for each subject visit. This
reimbursement will be paid by TFS to the
Institution. All travel fees that exceed

CZK should be approved by the Sponsor
before visits are done. Investigator or
Institution shall forward such amounts to each
patient, up to ]l CZK per patient, per visit.

ARCHIVACENi POPLATEK:

Poskytovatel provede bezplatnou archivaci
pUvodni zdrojové dokumentace a jiné dulezité
dokumentace tykajici se klinické studie po
dobu péti (5) let v souladu se zakonem (.
378/2007 Sb., a na dalSich deset (10) let
provede zpoplatnénou archivaci za ﬁza
rok, bez DPH. Na zpoplatnénou archivaci bude
vystavena faktura po podpisu smlouvy.
Zadavatel v predstihu $esti (6) mésicl od
konce pozadované archivace oznami

poskytovateli, ze trva na dalsi archivaci a
uhradi naklady s tim spojené.

NEUSPESNY VYSLEDEK SKRi NI NKU:

TFS se jménem ZADAVATELE zavazuje uhradit
néaklady na zdravotni péci o subjekty, a to az za
EtyH (4) netspé&snych skrininkd. Odména bude
vypladcena pomérnou castkou dle skutecného
poctu vySetfeni  provedenych subjektu
hodnoceni zdravotnickym zafizenim pred jeho
vyrazenim z klinického hodnoceni. Maximalni
vy$e odmeény za nelspésny skrinink je

KC /neuspésny skrinink. Tato odména bude
uhrazena po té, co TFS obdrzi fadnou
polozkovou fakturu od zdravotnického zafizeni.
V pripadé vyuziti zobrazovacich metod pfi
nav§tévé Den 1  (opétovné  potvrzeni
zpUsobilosti v Den 1) bude odména za tato
vyS$etreni vyplacena navic, jak je uvedeno nize.
V pfipadé, Ze polet nelspé&snych skrininkd
presahne cCtyri (4), vyplati TFS, jménem
ZADAVATELE, odménu za dal$i nelspésné
skrininky pouze po schvaleni zadavatele. .

CESTOVNE A STRAVNE SUBJEKTU:

Spolecnost TFS jménem ZADAVATELE uhradi
poskytovateli pfimé&fenou kompenzaci nakladd
na vydaje, které subjektdm hodnoceni
vzniknou v souvislosti s jejich ucasti
v klinickém hodnoceni, a to v maximalni vysi I
Bl <¢ za subjekt a navétévu. TFS, jménem
zadavatele, bude zodpovédné za Ghradu téchto
nakladd poskytovateli. Zkou$ejici, jménem
poskytovatele preda tyto U(hrady kazdému
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OCCULAR IMAGING

In case ocular imaging must be repeated at
Visit D1 before randomization can be consider,
the following additional payment will be made:

Color Fundus Photographs: | KGcNGIGIGING
Fluorescein Angiogram:_

Oitical Coherence Tomography (OCT): |

subjektu.

ZOBRAZOVACI METODY

V pfipadé, Ze pfi navsétévé Den 1 pred
randomizaci bude muset byt provedeno nové
vySetfeni pomoci zobrazovacich metod, bude
za tato vyS8etfeni vyplacena nésledujici
odména:

Barevny snimek fundu: [N ERERE
Fluorescenéni angiogram : | GcCNCGG_

Tomoirafie zalozena na optické koherenci:
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4. Pro-Rata Payments:

4.1 Payment for Subjects who do not
complete the Study may be made to Provider
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.

4.2 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.

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

4. Pomérné platby

4.1 Odmeéna za léCené subjekty, ktere v8ak
nedokonéi celé klinické hodnoceni, bude
poskytovateli vyplacena pomérnou castkou.
Odmeéna bude vyplacena pouze za subjekty,
které byly do klinického hodnoceni zarazeny
pred predCasnym ukoncenim studie nebo
k datu obdrzeni vypovédi smlouvy, podle toho
co nastane pozdéji.

4.2 Pokud ZADAVATEL predcCasné ukonci
klinické hodnoceni prfed jeho dokoncenim,
budou odmény a nahrady na subjekt
vyplaceny v Castkach uvedenych v ¢lanku 2.1,
a to za v8echny navstévy subjektl, které se
uskutecnily pred predCasnym ukoncenim
klinického hodnoceni nebo k datu obdrzeni
vypovédi smlouvy, podle toho co nastane
pozdéji.

4.3 Pokud poskytovateli vzniknou
neodvratné naklady, zavazuje se predlozit
ZADAVATELI ke kontrole a schvaleni prikazné
pisemné vyaétovani. Uhrada téchto nakladd
pak podléha schvaleni ZADAVATELE.

5. 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 violation
occurred at the discretion of SPONSOR and/or
TFS.

6. Payment Conditions

6.1 Payee

The payee under this Exhibit A shall be the
Provider.

5. Osoby porusujici protokol

Odmeéna za subjekty hodnoceni, které porusily
ustanoveni protokolu, muze byt vyplacena
pouze za obdobi predtim, nez doslo k poruseni
ustanoveni protokolu. Rozhodnuti o tom zda
v tomto pripadé odména bude nebo nebude
vyplacena, v8ak zavisi vyhradné na
ZADAVATELI anebo TFS.

6. Platebni podminky

6.1 PFijemce odmény

Pfijemcem odmeény ve smyslu této Prilohy A
je poskytovatel.

6.2 Periodic Payments

6.2 Pravidelné platby
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Provider 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:

(a) 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.
6.3 Final Payment

Poskytovatel za$le faktury za provedené
sluzby a vzniklé naklady (ve smyslu &lankd 2.
a 3. této smlouvy) cCtvrtletné. Uhrada bude

provedena elektronickym bankovnim
pfevodem na bankovni 0let uvedeny ve
formulafi IRF (formulaf pro zkousejiciho).

Platba 8ekem je moZn& pouze v pripadé, kdy
banka pfijemce odmény nepouzivd systém
elektronického zpracovani bankovnich
transakci. Vyplata odmény bude provedena
pouze v pripadé, Ze budou spinéna nasledujici
kritéria:

(a) subject spliiuje vstupni a vystupni kritéria
tak, jak jsou uvedena v protokolu; a

klinického
v souladu

(b) vS8echna vySetfeni v ramci
hodnoceni byla provedena
s ustanovenim protokolu; a

(c) v8echny pozadované zaznamy subjektu
(CRF) byly dorueny a/nebo prevzaty
ZADAVATELEM v souladu s predem
stanovenym casovym harmonogramem a
Udaje, které tyto zaznamy obsahuji, byly
zkontrolovany a oveéreny podle zdravotnické
dokumentace  subjektd, byly  shledany
spravnymi a aplnymi.

VSechny platby podléhaji srazkovym danim
podle mistné& platnych pravnich pfedpisu.
6.3 Posledni platba
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Notwithstanding the criteria defined in Section

6.2 above, the final payment shall be
contingent upon the following additional
conditions:

a) 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) Provider has returned all required
equipment, drugs and other material to
SPONSOR; and

has been

f) the Study close-out Vvisit

completed; and

g) Provider has provided final invoices within
30 days of close out visit.

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

Bez ohledu na kritéria uvedena v c¢lanku 6.2
vy8e, je Uhrada posledni platby podminéna
spInénim téchto daldich podminek:

a) Vsechny pozadované navétévy subjektd
byly radné dokonceny; a

b) ZADAVATEL obdrzel vSechny d(daje o
subjektech ve formatu umoznujicim jejich
analyzu; a

c) v8echny dotazy ohledné poskytnutych
adaju byly vyFfeseny ke spokojenosti
ZADAVATELE; a

d) ZADAVATEL oveéril, ze vSechna
pozadovana dokumentace pro organy
statniho dozoru je kompletni; a

e) poskytovatel vratil veSkeré pozadované
vybaveni, léCiva a ostatni materidly
ZADAVATELI; a

f) zavérecna navstéva klinického hodnoceni
radné probéhla; a

g) Poskytovatel vystavil koneCnou fakturu do
30 dnG od uskuteénéni zavéreéné
navstévy klinického hodnoceni.

Na zakladé této smlouvy ma poskytovatel 60
dnU od obdrzeni kone&né platby na Fedeni
véech rozporl a sporl v souvislosti s vyplatou
odmeén ze strany TFS.
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7. Investigator Request Form and
Payment I nstructions
e 71 TFS shall send, via e-mail

transmission, an electronic version of the
Investigator Request Form to the
Provider. This e-mail will also contain
details of where to return the completed
version of the electronic format.

« 7.2 The Provider shall complete the
electronic version of the Investigator
Request Form and return it to TFS, via e-
mail transmission, at the email address
specified in the e-mail referred to in
Section 7.1 above.

« 7.3 TFS shall insert a paper copy of the
Investigator Request form as Attachment
1

e 7.4 Payments shall be made by TFS on
behalf of SPONSOR and shall be paid
within forty-five (45) days of receipt,
review and approval of an original
invoice* submitted electrically to e-mail
address: ap.cze@tfscro.com.

Please note that invoices* must contain the

following information:
(a) Protocol Number; and
(b) Invoice Date; and

(c) Date & Description of Services Provided:;
and

(d) CRO Project Number; and
(e) Total amount payable; and

(f) Exchange rate used (where applicable)

7. Formular pro zkousejiciho a platebni

pokyny
« 7.1 TFS zaSle poskytovateli e-mailem
elektronickou verzi formulare pro

zkouS8ejiciho. V tomto e-mailu budou take
uvedeny informace o tom, kam se ma

v elektronickém formétu vypinény
formulaF odeslat.
« 7.2 Poskytovatel vypIni elektronickou

verzi formulare pro zkousejiciho (IRF) a
vrati jej TFS e-mailem na adresu
uvedenou v e-mailu popsaném v clanku
7.1.

e 7.3 TFS prilozi kopii papirového formulare
IRF k této smlouvé, jako PFilohu 1

7.4 Vyplata odmeény bude provedena TFS,
jménem ZADAVATELE, a odména bude
vyplacena do Ctyficetipéti (45) dni po
obdrzeni, zkontrolovani a schvaleni
originalni faktury* zaslané elektronicky na
emailovou adresu: ap.cze@tfscro.com.

Upozorfujeme, ze faktury* musi obsahovat

nasledujici udaje:
(a) Cislo protokolu; a
(b)datum vystaveni faktury; a

(c) datum a popis poskytovanych sluzeb, a

(d) &islo projektu CRO; a
(e) Celkovou Castku k Ghradé; a

(f) pouzity sménny kurz (u faktur v cizi méné
pokud se uplatfuje)
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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

« 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

* The rate of VAT / GST and amount of VAT
/ GST payable; and

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

+ Total amount payable (gross amount).

* Debit Notes should be provided by Provider
in countries unable to issue invoices.

V pfipadé, Ze je prijemcem odmény platce

DPH (dan z pfidané hodnoty) nebo dané
z obratu, musi faktura obsahovat také
nasledujici informace:

« Danové identifikacni Cislo

(DIC)/Registraéni ¢&islo k dani z obratu
prijemce odmény (dodavatele) s kdédem
zemé, kde prijemce odmény mé své sidlo

(pokud je  takovy kéd soucasti
registracniho Cisla); a
. Danové identifikani  ¢islo  (DIC)

odbératele (TFS) s kodem zemé, kde méa
odbératel své sidlo (pokud je takovy kéd
soucasti registracniho cisla). Faktura musi
dale nést nazev a adresu ZADAVATELE
jako prijemce sluzby; a

+ Sazbu DPH/dané zobratu a celkovou
castku splatného DPH/dané z obratu; a

. Céastku bez DPH/dané z obratu
castka); a

(Cista

+ Celkovou Castku k uhradé, vcetné dané.

* V zemich, kde neni mozné vystavit faktury,
vystavi poskytovatel dluhopisy.
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