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CLINICAL TRIAL AGREEMENT

This Clinical Trial Agreement (“Agreement’) is made effective
as of the date of publication in the Contract Registry, the
public administration information system, where contracts
concluded by subjects specified in Act No. 340/2015 Coll. as
amended, are published (“Effective Date”) by and among:

Covance, Inc., 206 Carnegie Center, Princeton, New Jersey,
08540-6233, USA, (VAT ID 22-3265977), represented by
PharmDr. Robert Chudacek, and its affiliates

(hereinafter referred to as “Covance”); and

Fakultni nemocnice Hradec Kralové, Sokolska 581, 500 05
Hradec Kralové — Novy Hradec Kréalové, Czech Republic,
represented by prof. MUDr. Vladimir Pali¢ka, CSc., dr. h. c.,
director, DIC CZ00179906, (hereinafter referred to as
“Service Provider”) and

I (<inika
otorinolaryngologie a chirurgie hlavy a krku, Fakultni
nemocnice Hradec Krélové, (hereinafter referred to as
“‘Investigator”)

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

Whereas, Covance is acting in its capacity as a contract
research organization as defined in ICH-GCP 1.20 as an
independent contractor of OptiNose US, Inc., 1020 Stony Hill
Road, Suite 300, Yardley, PA 19067 USA (“Sponsor’) to
assist Sponsor in conducting the clinical research study
(“Study”) detailed below:

SMLOUVA O PROVEDENI KLINICKEHO HODNOCENI

Tato smlouva o provedeni klinického hodnoceni (dale jen
"Smlouva") se uzavirad ke dni uvefejnéni smlouvy v registru
smluv, informaénim systému vefejné spravy, vnémZ jsou
uvefejiovany smlouvy uzavirané subjekty specifikovanymi
v zakoné ¢&. 340/2015 Sh., ve znéni pozdéjSich predpistl (dale
jen "Datum ucinnosti") mezi témito Smluvnimi stranami:

Covance, Inc., 206 Carnegie Center, Princeton, New Jersey,
08540-6233, USA, (DIC 22-3265977), zastoupena PharmDr.
Robertem Chudackem, a jeji pfidruzené spolecnosti

(dale jen "Covance"); a

Fakultni nemocnici Hradec Kralové, Sokolska 581, 500 05
Hradec Kralové — Novy Hradec Kralové, Ceské republika,
zastoupenou prof. MUDr. Viadimirem Pali¢kou, CSc., dr. h. c.,
feditelem, DIC CZ001799086, (déle jen "Poskytovatel") a

I, K inika
otorinolaryngologie a chirurgie hlavy a krku, Fakultni nemocnice
Hradec Krélové, (dale jen "Zkousejici")

Jelikoz, jsou spolenost Covance, Poskytovatel a ZkousSejici
zde déle oznacovani jednotlivé jako ,Strana“ a spoleéné jako
Lotrany®;

Jelikoz, je spole¢nost Covance jako smluvni vyzkumnd
organizace, jak je definovana ve smémici ICH-GCP 1.20, jedna
jako nezavisly dodavatel subjektu OptiNose US, Inc., 1020
Stony Hill Road, Suite 300, Yardley, PA 19067, USA (déle jen
"Zadavatel"), s cilem spolupracovat se Zadavatelem pfi
provadéni nize uvedené vyzkumneé klinické studie (dale jen
"Studie") popsané nize:

Investigational | OPN-375 (hereinafter referred to as ||| Hodnoceny | OPN-375 (dale jen “Hodnoceny Iécivy

Medicinal ‘Investigational Medicinal Product”) léCivy pfipravek”)

Product: pfipravek:

Protocol Title: | A 24-Week Randomized, Double-Blind, ||| Nazev 24tydenni  randomizovang, dvojité zaslepena,
Placebo-Controlled, Parallel-Group, ||| protokolu: | placebem kontrolovand, multicentrickd studie
Multicenter Study Evaluating the Efficacy s paralelnimi skupinami vyhodnocujici u¢innost a
and Safety of Intranasal Administration bezpecnost intranazalniho podani 186 a 372 ug
of 186 and 372 pg of OPN-375 Twice a pfipravku  OPN-375 dvakrat denné (BID)
Day (BID) in Subjects with Chronic upacienti s chronickou sinusitidou bez
Sinusitis Without the Presence of Nasal pfitomnosti  nazélnich polypd, jak vyplyva
Polyps as amended from time to time and zpozdgjSich zmén, doplnéni a Uprav, a
incorporated  herein by  reference uvadéném zde odkazem (dale jen “Protokol”)
(hereinafter referred to as the “Protocol”)

Protocol OPN-FLU-CS-3206 Cislo OPN-FLU-CS-3206

Number: protokolu:
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Whereas, Investigator is an employee of Service Provider has
the knowledge and experience to undertake the Study and
Covance wishes to engage Service Provider and Investigator
to conduct the Study.

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

Whereas, the Parties agree to incorporate herein by
reference, with effective date of 25 May 2018, the General
Data Protection Regulation 2016/679 in connection with
clinical trials;

Now, therefore, the Parties hereto agree as follows:

1. CONDUCT OF THE STUDY

(@) Service Provider and/or Investigator shall ensure that
all persons who have involvement in the Study and who are
employees, independent contractors or agents of Service
Provider and/or Investigator, including but not limited to
pharmacy, laboratory. radiology, pathology, cardiology and
nursing staff (hereinafter “Study staff’) have the knowledge
and experience to undertake the Study and shall accurately,
efficiently and expeditiously perform the Study in a
professional and competent manner. Service Provider shall
ensure and warrant compliance with the provisions and
requirements of this Agreement by Study staff. Wherever, in
this Agreement, reference is made to obligations which are
incumbent on the Service Provider and/or Investigator for
services which may be performed by Study staff, such reference
is intended to include Study staff. If Investigator is not an
employee of Service Provider, any obligations of Service
Provider shall apply equally to Investigator.

(b) By agreeing to the terms and conditions of this
Agreement and performing the services for Covance, Service
Provider and Investigator each represent and warrant that
it/he/she is not in violation of any terms and conditions of any
agreement for services or employment with any other
individual or entity.

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

(d) Service Provider agrees to perform formal patient
screening and randomisation for the Study only after Covance
has confirmed in writing (which could be via email) to Service

Jelikoz, ZkouSejici zaméstnanec Poskytovatele ma znalosti a
zkuSenosti k provedeni Studie a spolenost Covance si preje
zadat Poskytovateli a ZkouSejicimu provedeni Studie.

Jelikoz, Poskytovatel a Zkousejici se chtéji podilet na provadéni
Studie;

Jelikoz Strany souhlasi se zafazenim obecného nafizeni
Evropského parlamentu a Rady (EU) na ochranu osobnich
udaji 2016/679 odkazem do této Smlouvy, s datem Gcinnosti
25. kvétna 2018 v souvislosti s klinickymi hodnocenimi;

se proto nyni Smluvni strany dohodly takto:

1. PROVEDENi STUDIE

(a) Poskytovatel a/nebo ZkouSejici zajisti, aby vSechny
osoby Ucastnici se Studie, které jsou zaméstnanci, nezavislymi
dodavateli nebo zastupci Poskytovatele a/nebo Zkousejiciho,
zejména pracovnici lekamny, laboratofe, radiologie, patologie Ci
kardiologie a zdravotnicky personal (dale jen "Spolupracujici
osoby") maji znalosti a zkuSenosti k provedeni Studie a
provedou Studii pfesné, rychle a ucinné a profesionalnim a
kompetentnim  zplsobem. Poskytovatel zajisti a zarudi
dodrZovani  ustanoveni a poZzadavki této  smlouvy
Spolupracujicimi osobami. Pokud je v této Smlouvé uveden
odkaz na zavazky, z nichz Poskytovateli a/hebo ZkouSejicimu

plynou povinnosti  vzhledem keveré ~mohou poskytovat
Spolupracujici  osoby, takovy odkaz je i odkazem na
Spolupracujici  osoby.  Neni-li ~ ZkouSejici  zaméstnancem

Poskytovatele, plati veSkeré zavazky Poskytovatele ve stejném
rozsahu také pro Zkousejiciho.

(b) Udélenim svého souhlasu s podminkami této Smlouvy
a provedenim sluzby pro spole¢nost Covance Poskytovatel i
ZkouSejici samostatné prohladuji a zaruCuji, Ze neporuuji
podminky jakékoli smlouvy na sluzby nebo pracovni smlouvy
szadnou jinou fyzickou ¢i pravnickou osobou €i jinym
subjektem.

(c) V pfipadé rozporu mezi podminkami této Smlouvy a
Protokolu se védecke a Iékarské otazky, jakoz i otazky tykajici se
souhlasu subjektu, a veSkeré dalsi otazky, které pfimo souviseji
s provadénim Studie a vedenim souvisejicich zaznamd (napf.
formulafe zprav), se budou Ffidit podminkami Protokolu, pficemz
ustanovenimi hlavniho textu této Smlouvy se budou Fidit vSechny
dalSi otazky.

(d) Poskytovatel se zavazuje provést formalni skrining
subjektu a randomizaci pro Studii az poté, co spole¢nost Covance
pisemné (coz muze byt i prostfednictvim e-mailu) Poskytovatelii
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Provider that all essential documents, as defined by ICH/GCP or
equivalent standard, are in place and proper or appropriate
Ethics Committee, Regulatory Authority and/or other competent
authority approval has been received.

2. APPLICABLE LAW

Service Provider and Investigator shall conduct the Study in
accordance with the Protocol, this Agreement, written
instructions from Sponsor or Covance (‘Instructions”), all
applicable | laws, in particular Act No. 378/2007 Coll., on
Pharmaceuticals and on amendments to some related Acts
(Act on Pharmaceuticals) (“Act on Pharmaceuticals”), Act No.
372/2011 Coll., on Health Services, as amended, including
implementing regulations to these acts (in particular Decree
No. 226/2008 Coll., on good clinical practice and detailed
conditions of clinical trials on medicinal products), International
Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use Good Clinical
Practice: Consolidated Guideline and other generally accepted
principles of Good Clinical Practice and all other professional
regulations and standards that apply to the Service Provider
and the field of expertise in which he/she works (“Applicable
Law”).

3. OBLIGATIONS

(a) Anti-Bribery & Anti-Corruption

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

(b) Investigator Obligations

Investigator will devote his/her best efforts to accurately and

efficiently perform the work required under this Agreement,

which efforts shall include but are not limited to the following:
(i) exercise of independent medical judgment as to

potvrdi, Ze byly vypracovany vSechny dileZité dokumenty, jak je
definuje smérnice ICH/GCP nebo jeji ekvivalent, nebo ze bylo
ziskano povoleni od pfislusné Etické komise, regulacniho a/nebo
jiného pfislusného organu.

2, PLATNE ZAKONY

Poskytovatel a ZkouSejici provedou Studii v souladu
s Protokolem, touto Smlouvou, pisemnymi pokyny Zadavatele
nebo spole¢nosti Covance (dale jen "Pokyny"), vSemi
pfislusnymi  z&kony, zejména z&konem ¢&. 378/2007 Sb.,
o léCivech a 0 zménach nékterych souvisejicich zakonl (zakon
o |éCivech) (dale jen ,Zakon IéCivech®), zékonem ¢. 372/2011
Sb., o zdravotnich sluZzbach v platném znéni, vCetné
provadécich predpisi k témto zakonim (zejména vyhlaskou
€. 226/2008 Sb., kterou se stanovi spravna klinickd praxe a
bliz§i podminky Klinického hodnoceni léciv), Mezinarodni
konferenci o harmonizaci technickych poZadavku na registraci
humannich lé¢ivych pfipravki  Spravng Klinicka praxe:
Konsolidovanad smérnice (the International Conference on
Harmonisation of Technical Requirements for Registration of
Pharmaceuticals for Human Use Good Clinical Practice:
Consolidated Guideline) a dalsimi obecné akceptovanymi
zasadami spravné klinické praxe a vSemi ostatnimi profesnimi
pfedpisy a normami, které se vztahuji na poskytovatel a
odbornosti, ve kterych provadi svou ¢innost (dale ,Platny
zékon”).

3. POVINNOSTI

(a) PROTI UPLACENI & PROTI KORUPCI

ZkouSejici a Poskytovatel nesmi pfimo ani nepfimo zaplatit,
slibit nebo autorizovat zaplaceni penéz, ani poskytnout, slibit Ci
autorizovat poskytnuti ¢ehokoli hodnotného jakékoliv osobé
nebo subjektu, at uz se jedna o osobu Ci subjekt viadni, kvazi-
vladni nebo soukromy, s cilem ziskat nebo zachovat obchodni
vztah &i zajistit jinou neopravnénou vyhodu pro spoleénost
Covance nebo pro Zadavatele a zajisti, Ze tak neucini ani
Spolupracujici osoby.  Zkou$ejici a Poskytovatel nebudou
pfimo & nepfimo pfijimat ani vyzadovat penize ani jakoukoli
cennou véc od jakékoli osoby Ci subjektu, at uZ se jedna
0 osobu ¢i subjekt vi&dni, kvazi-vladni nebo soukromy, s cilem
ziskat od této osoby ¢i subjektu neopravnénou vyhodu a zajisti,
Ze tak neuCini ani Spolupracujici osoby.  ZkouSejici a
Poskytovatel nepodniknou Zadné kroky, které by mohly
spolecnost Covance nebo Zadavatele Cinit odpovédnym podle
jingch platnych pravnich predpist o boji proti podvodim,
korupci, vydirani, prani Spinavych penéz a/nebo terorismu.

(b) Povinnosti Zkousejiciho
ZkousSejici vynalozi maximalni Usili k pfesnému a efektivnimu
provadéni praci pozadovanych podle této Smlouvy, pfiemz se
zejména zavazuje:

(i)  provést

nezavislé |ékafské posouzeni, zda
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the compatibility of each Study patient with the
Protocol requirements;

(i) notification of Covance and Sponsor, if required
of any deviations from or failure to comply with
the Protocol;

(i) promptly replying to any questions from

Covance or Sponsor regarding any matter

related to the Study; and

promptly notifying Covance of any material

changes that occur at any time during the Study

which may affect Investigator or Service

Provider’s ability to conduct the Study, including

but not limited to, changes in personnel involved

in the Study.

(c) Service Provider Obligations

(i) Service Provider agrees that it and its Study
staff will devote their best efforts to accurately
and efficiently perform the work required under
this Agreement, which efforts shall include but
are not limited to items (i) through (iv) listed in
section 3(b) above.

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

4, SCHEDULE AND NUMBER OF STUDY PATIENTS

Service Provider and Investigator shall use its/his best efforts
to recruit and enrol|fffffpatients, unless otherwise agreed in
writing by Covance, for the Study according to the inclusion
and exclusion criteria and time schedule specified by the
Protocol. ~ Service Provider and Investigator shall stop
enrollment in accordance with prior written Instructions.

Eercted study duration — last patient last visit is expected in

5. PERSONAL DATA OF
STUDY STAFF

(a) In order to comply with their obligations under

applicable privacy and data security laws, Service Provider

and Investigator agree to comply with the terms of this

Agreement in relation to Data Protection.

INVESTIGATOR AND

(b) GDPR

Parties agree that Sponsor acts as the Data Controller in
relation to the coded Personal Data of the Study patients
obtained in accordance with the Informed Consent Form and

jednotlivé Subjekty hodnoceni splfiuji pozadavky
Protokolu;
(i) informovat spolenost Covance a Zadavatele
0 jakychkoliv pfipadnych odchylkéch od Protokolu
nebo jeho nedodrZovani;
neprodlené odpovidat na vSechny dotazy
spolecnosti Covance nebo Zadavatele na jakékoli
zélezitosti tykajici se Studie; a
neprodlené spole¢nost Covance informovat
0 jakychkoli podstatnych zménach, které se
vyskytnou kdykoli v pribéhu Studie a které mohou
mit vliv na schopnost Zkousejictho nebo
Poskytovatele provést Studii, zejména o zméndach
pracovniku U€astnicich se Studie

(c) Povinnosti Poskytovatele

(i) Poskytovatel se zavazuje, ze on sam i jeho
Spolupracujici osoby vynaloZi maximaini usili
s cilem presné a efektivné provadét prace
pozadované podle této Smlouvy, pficemz se
zejména jedna o polozky (i) aZz (iv) uvedené
v bodé 3 pism. b) vyse.

(i)  Poskytovatel zaruCuje, Ze u sebe zajisti pfislusné
prostory (v€etné pfipadného zafizeni, kromé
toho, které ma jménem Zadavatele
Poskytovateli poskytnout spole¢nost
Covance), které jsou nezbytné a pfiméfené
pro provedeni této Studie.

4. HARMONOGRAM A POCET  SUBJEKTU
HODNOCENI

Poskytovatel a ZkouSejici musi vyvinout maximalni Usili s cilem
zajistit naborfffsubjekti Hodnoceni, neni-li se spolecnosti
Covance pisemné dohodnuto jinak, v souladu s kritérii pro
zafazeni a vyfazeni a asovym harmonogramem stanovenym
timto Protokolem.  Poskytovatel a ZkouSejici musi nabor
zastavit v souladu s pfedchozimi pisemnymi pokyny.

Predpokladand délka trvani Studie — posledni navstéva

posledniho  subjekiu se ocekdvd v

5. OSOBNi  UDAJE  ZKOUSEJICHO A
SPOLUPRACUJICICH OSOB

(a) V zamu splnéni svych povinnosti podle platnych

zékond o ochrané soukromi a bezpe€nosti Udaju souhlasi
Poskytovatel a Zkousejici s tim, Zze budou v souvislosti
s ochranou Udaju dodrzovat podminky této smlouvy .

(b) GDPR

Strany souhlasi, Ze Zadavatel jednd jako Spravce Udaji ve
vztahu ke kddovanym Osobnim udajim subjektt Hodnoceni
ziskanym v souladu s Formuldfem informovaného souhlasu a
Osobnim Udajum Zkou$ejiciho a zaméstnancu Poskytovatele
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the Personal Data of the Investigator and Service Provider's
employees obtained under this Agreement, and has
transferred certain rights and obligations it has under this
Agreement to Covance. Service Provider acts as the Data
Controller in relation to any medical records that Investigator
obtained from Study patients and to any other personal data
that Investigator gathered or generated during the Study so as
to form its independent medical opinion in accordance with the
Study Protocol.

For the avoidance of any doubt, the Service Provider is
processor of personal data within the clinical trial.

Parties agree to introduce and, for the period this Agreement
is in effect, apply suitable operational, technical, and
organizational measures to protect personal data in
accordance with applicable regulations (including but not
limited to Regulation (EU) 2016/679, General Data Protection
Regulation), which they will gather and process for purposes
associated to the Study, against accidental or unlawful
destruction, alteration, unauthorized disclosure of, or access
to data or any other unlawful handling of data.

In the event that the site where the clinical trial is conducted
(i.e. Service Provider and Investigator) will process relevant
personal data of the Study patients exclusively for purposes
associated with the Study and pursuant to Sponsor’s
instructions, it will be the Processor of such personal data
pursuant to applicable personal data protection laws.

As the Data Controller, Sponsor represents and warrants that
it is authorized to allow access and use of the system for
entering and processing clinical trial data (eCRF) under this
agreement, and providing such access and use will not violate
any third party rights. Sponsor represents and warrants that
the system for entering and processing clinical trial data meets
the requirements for the entirety, accuracy, reliability, and
secure backup of entered data, and it is suitable for said
purpose.

Parties agree to immediately inform the other party if they
discover any unauthorized access, acquisition, or publication
of personal data and confidential information associated with
the Study (“Security Incident”). Such notice will summarize to
a reasonable extent the details of the Security Incident and
corrective actions undertaken by the affected Party.

6. CONFIDENTIALITY

(a) Service Provider and Investigator shall not, and
Service Provider shall ensure that Study staff shall not
disclose to any third party or use for any purposes other than
for the performance of the Study any data, records or other

ziskanym dle této Smlouvy, a prevedl jistd sva prava a
povinnosti dle této Smlouvy na Covance. Poskytovatel jedna
jako Spravce udaju ve vztahu k jakymkoli zdravotnim
zaznamum, které Zkousejici ziskal od subjektt Hodnoceni, a
jakymkoli dalSim osobnim Udajdm, které Zkousejici shromazdil
nebo vygeneroval v prubéhu Studie pro ucely provadéni jeho
nezavislého Iékarského Usudku v souladu s Protokolem Studie.

Pro vylouceni jakychkoliv pochybnosti je Poskytovatel
zpracovatelem osobnich udajd v rdmci klinického hodnoceni.

Smluvni strany se zavazuji zavést a po dobu platnosti této
smlouvy uplatfiovat vhodna provozni, technickd a organizaéni
opatfeni na ochranu osobnich dajd dle pfislusnych pravnich
pfedpist (zejména dle nafizeni EU 2016/679, obecné nafizeni
oochrané osobnich udajd), které budou shromazdovat
a zpracovavat pro Ucely souvisejici se studii, proti nahodnému
nebo nezékonnému zniCeni, pozmérovani, neoprdvnénému
sdélovani, pfistupu k nim a pfipadnym dalS$im nezékonnym
zpUsobum nakladani s nimi.

V pfipadé, Zze bude misto provadéni klinického hodnoceni (.
Poskytovatel a Zkousejici) zpracovavat relevantni osobni Udaje
subjektl Hodnoceni vyhradné pro ucely souvisejici se studii a
podle Zadavatelovych pokynl, bude zpracovatelem takovych
osobnich (daju podle platnych predpisi 0 ochrané osobnich
udaj.

Zadavatel coby spravce Udaji prohlaSuje, Ze je opravnén
umoznit pfistup a pouzivani systému pro zadavani a zpracovani
Udajl z klinického hodnoceni (eCRF) dle této smlouvy a nebude
tim poruseno jakékoliv pravo tfeti strany. Zadavatel prohlasuje,
Ze systém pro zadavani zpracovani udaju z klinickém hodnoceni
spliuje pozadavky na Uplnost, pfesnost, spolehlivost, bezpeéné
zélohovani vloZzenych dat a je vhodny pro dany ucel.

Smluvni strany se zavazuji bezodkladné navzajem informovat,
pokud zjisti jakykoliv neautorizovany pfistup, pofizeni nebo
zvefejnéni osobnich udaju a divérnych informaci spojenych se
studii  (,bezpe€nostni incident®). Takové upozornéni bude
shrnovat detaily v rozumné mife o bezpe€nostnim incidentu a
opravna opatfeni podniknuta dot¢enou smluvni stranou.

6. ZACHOVANI DUVERNOSTI

(a) Poskytovatel a ZkouSejici nejsou bez predchoziho
pisemného souhlasu Zadavatele opravnéni zadné treti strané
sdélovat a ani pro jiné ucely pouzivat jakékoli Udaje, zaznamy
ani jiné informace, které sdéli spole¢nost Covance, Zadavatel,
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information disclosed to Service Provider and Investigator by
Covance, Sponsor, Sponsor's independent contractors or
generated as a result of this Study (hereinafter, collectively
"Information") without the prior written consent of Sponsor.
Such Information shall remain the confidential and proprietary
property of Sponsor and shall be disclosed only to Study staff
bound by obligations of confidentiality consistent with this
Agreement who have a “need to know” for the performance of
the Study. The obligation of nondisclosure shall not apply to
the following Information:

(i)  Information that is or becomes publicly available

through no fault of Service Provider,
Investigator or Study staff;

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

(i) Information that is already known to Service

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

1. INVESTIGATIONAL MEDICINAL PRODUCT AND
EQUIPMENT

(a) Service Provider and Investigator will be provided
with sufficient amounts of the Investigational Medicinal
Product solely for the purposes of the conduct of the Study,
free of charge. Available information on the Investigational
Medicinal Product, which Sponsor considers necessary or
useful for conducting the Study, will also be provided.

(b) Service Provider agrees to limit access to the
Investigational Medicinal Product to only Study staff who,
under Investigator’s direct control, will be engaged in using the
Investigational Medicinal Product as contemplated by the
Protocol.

(c) Investigator will maintain a record of receipt and
dispensing of the Investigational Medicinal Product.

nezavisly dodavatel Zadavatele Poskytovateli a ZkouSejicimu,
nebo které vzniknou na zakladé této Studie (spolecné dale jen
JInformace®), pfi¢emZ Poskytovatel zajisti, aby tak necinily ani
Spolupracujici osoby. Takové informace musi zustat divérnym
a chranénym majetkem Zadavatele a budou sdéleny pouze
Spolupracujicim osobam, ktery je vazan povinnosti mi¢enlivosti
v souladu s touto Smlouvou a ktery ma opravnénou potiebu
téchto informaci pro UCely provadéni Studie.  Povinnost
zachovavat mi¢enlivost se nevztahuje na tyto informace:

(i) Informace, které jsou nebo se stanou verejné
dostupnymi  bez  zavinéni  Poskytovatele,
Zkousejiciho nebo Spolupracujicich osob;

(i) Informace, které Poskytovateli, ZkouSejicimu

a/nebo Spolupracujicim osobam sdéli treti strany

opravnéné sdeélit takové informace zpusobem,
ktery zachovani mi¢enlivosti porusi;

Informace, které jsou jiz  Poskytovateli,

Zkous$ejicimu a/nebo Spolupracujicim osobyam

znamy, jak dokazuji pfedchozi pisemné zaznamy;

Informace, které musi byt sdéleny organu statni

spravy nebo na zakladé prikazu pfislusného

soudu za predpokladu, Ze v zakonem povoleném
rozsahu (i) se na takové zvefejnéni vztahuje
veSkera vefejna nebo soudni ochrana dostupné
pro podobny material a Poskytovatel a ZkouSejici
spolupracuji se Zadavatelem v jeho Usili
dosahnout takové ochrany, jakou mdze rozumné
pozadovat; (i) je Zadavatel s pfiméfenym
pfedstihem upozornén; a (i) Poskytovatel,

ZkousSejici a/nebo Spolupracujici  osoby ucini

pfiméfené kroky k omezeni rozsahu takového

sdéleni.

7. HODNOCENY LECIVY PRIPRAVEK A VYBAVENI

(a) Poskytovateli a ZkouSejicimu bude bezplatné
poskytnuto dostate¢né mnozstvi Hodnoceného lécivého
pfipravku, a to vyhradné pro ucely provadéni Studie. Rovnéz
budou poskytnuty dostupné informace o Hodnoceném Ié¢ivém
pfipravku, které Zadavatel povazuje za nutné nebo uZite¢né pro
provadéni Studie.

(b) Poskytovatel se zavazuje, Ze omezi pfistup
k Hodnocenému léCivému pfipravku pouze na Spolupracujici
osoby, které budou pod pfimou kontrolou Zkousejiciho pouZivat
Hodnoceny Ié¢ivy pripravek zpisobem dle Protokolu.

(c) ZkouSejici povede zdznamy o pfijmu a vydeji
Hodnoceného IéCivého pfipravku.
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(d) Upon completion of the Study or early termination
thereof, all unused Investigational Medicinal Product,
compounds, devices, Covance or Sponsor provided

equipment, and related Study materials furnished to Service
Provider and Investigator by or on behalf of Sponsor or
Covance shall be returned or destroyed in accordance with
the Protocol and as directed by Covance at no cost to Service
Provider or Investigator.

(e) Service Provider and Investigator acknowledge that
the Investigational Medicinal Product is experimental in
nature, and therefore shall exercise prudence and reasonable
care in, and comply with any Instructions regarding, the use,
handling, secure storage, transportation, disposition and
containment of the Investigational Medicinal Product, including
any derivatives thereof.

(f) The Service Provider and Investigator hereby
undertakes:

(i) that they will use the hospital pharmacy
(hereinafter the “Pharmacy”), contact person will
be mentioned in Delegation Log (hereinafter
“Pharmacist”), (hereinafter “Pharmacist”) for
receipt storage and distribution of the
Investigational Medicinal Product.

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

The Investigational Medicinal Product shall be delivered to the
hospital pharmacy, always in proper packaging intended for
the Investigational Medicinal Product and labeled in
accordance with the provisions of paragraph 19(1)(e) of
Decree No. 226/2008 Coll., on Good Clinical Practice.

The Investigational Medicinal Product will be delivered
Monday to Friday from 7:00 a.m. to 2:00 p.m. to the hospital
pharmacy building.

(9 Service Provider will be provided by third party
providers with the following equipment:

(d) Po dokonceni Studie nebo jejim pfed€asném ukonceni
se veSkery nepouzity Hodnoceny léCivy pfipravek, preparéty,
zafizeni, vybaveni poskytnuté spoleénosti Covance nebo
Zadavatelem a souvisejici materialy pro hodnoceni poskytnuté
Poskytovateli a ZkouSejicimu Zadavatelem nebo spole¢nosti
Covance i jejich jménem musi vratit nebo zniéit v souladu
s Protokolem a podle pokynu spoleénosti Covance, pficemz
naklady na vraceni ¢i zniCeni neponese ani Poskytovatel ani
Zkousejici.

(e) Poskytovatel a Zkou$ejici berou na védomi, ze
Hodnoceny léCivy pfipravek je experimentalni povahy, a proto
musi pfi pouzivani, manipulaci, bezpetném skladovani,
pfepravé, nakladani a uchovavani Hodnoceného léc€ivého
pfipravku, vetné vSech jeho derivatd, jednat obezfetné a
s pfiméfenou péci a v souladu s pfipadnymi pokyny.

(f) Poskytovatel a ZkouSejici se timto zavazuii:

(i)  Ze budou vyuzivat nemocnicni Iékarnu. (dale jen
"Lékarna"), kontakini osoba bude uvedena
v zdznamu povéfenych pracovniki (,Delegation
Log), (dale jen "Lékarnik") pro skladovani na
pfijmu a distribuci Hodnoceného  Ié&ivého
pfipravku

(i) Ze s Hodnocenym léCivym pfipravkem bude
nakladano v souladu se spravnou lékarenskou,
skladovaci a distribuéni praxi podle z&kona
¢. 378/2007 Sb., o IéCivech, ve znéni vyhlasky
¢.226/2008 Sb., o spravné Kklinické praxi
a blizSich  podminkach klinického hodnoceni
léCivych pripravkd, a v souladu s vyhlaskou
¢. 229/2008 Sb., o vyrobé a distribuci 1é¢iv, véetné
stavajicich vyjimek.

Hodnoceny IéCivy pfipravek bude dodavan do nemocniéni
lékarny, vzdy v fadné zabalenych obalech ur€enych pro
Hodnoceny IéCivy pfipravek a oznaéeny v souladu
s ustanovenim paragrafu 19 odst. 1 pism. e) vyhlasky
€.226/2008 Sb., o spravné klinické praxi.

Dodavky Hodnoceného |éCivého pfipravku se  budou
uskute¢riovat v Po-Pa od 7.00 h do 14.00 h do budovy
nemocnicni lékarny.

(9) Poskytovateli budou poskytnuty externi dodavatelé toto
vybaveni:
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(h) e-Diaries for study patients, free of charge, properly
packaged and labeled, to be used solely for the purposes of
the conduct of the Study. Upon completion of the Study or
early termination thereof and after written approval by
Covance or Sponsor, e-Diaries shall be returned as instructed
by Covance or Sponsor.

(i) Lab kits for haematology, blood chemistry and serum
pregnancy testing and kits for urine pregnancy testing.

(i) Service Provider and Investigator shall exercise
reasonable care and comply with any Instructions regarding
the use and storage of Equipment. Service Provider and
Investigator understand and agree that Service Provider and
Investigator fees will be offset if the Service Provider,
Investigator and/or Study staff are negligent with any
equipment provided, including misuse, damage or loss.

8. REPORTING INVESTIGATIONAL MEDICINAL
PRODUCT SAFETY

Investigational Medicinal Product safety reporting shall be

conducted strictly as per Protocol and ICH-GCP.

9. DEREGISTRATION

Service Provider, on behalf of itself and its Study staff, and
Investigator each represent and warrant that neither it/he/she,
nor any other person retained by it/he/she to perform the
Study pursuant to this Agreement (i) is or has previously been
“struck-off”, debarred, deregistered or otherwise had it/his/her
right to conduct clinical studies revoked by any national,
foreign or international authority/organization, (i) is aware of
the initiation of any proceedings involving his/her
disqualification, deregistration or debarment, or (iii) has been
charged with crimes resulting in the revoking of such right.
Service Provider, on behalf of itself and its Study staff, and
Investigator shall inform Covance without delay should any
revocation, deregistration or debarment be announced during
the Study.

10. AUDIT, MONITORING AND INSPECTION

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

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

(i) inspect and copy all data and work products

(h) Elektronické deniky pro subjekty hodnoceni, bezplatné,
fadné zabalené a oznacené, urené k pouziti vyhradné pro
uely provadéni Studie. Po dokonéeni Studie nebo jejim
pfedCasném ukonceni a s pisemnym souhlasem spoleénosti
Covance nebo Zadavatele budou elektronické deniky vraceny
podle pokynu spole¢nosti Covance nebo Zadavatele.

(i) Laboratorni soupravy na hematologicky a chemicky
rozbor krve ana téhotenské testy ze séra asoupravy na
t&hotenskeé testy z moci.

(i) Poskytovatel a Zkousejici berou na védomi a souhlasi,
Ze v pfipadé nedbalého zachazeni s jakymkoli poskytnutym
vybavenim, v¢etné jeho nespravného pouZiti, poSkozeni nebo
ztraty, ze strany Poskytovatele, Zkousejiciho a/nebo
Spolupracujicich osob bude $koda zapoctena proti jejich
odméné.

8. HLASENi __BEZPECNOSTI _HODNOCENEHO
LECIVEHO PRIPRAVKU
Hlaseni bezpe¢nosti Hodnoceného I1é€ivého pfipravku musi byt

provedeno vyhradné podle Protokolu a smérnice ICH-GCP.

9. ZRUSENi REGISTRACE

Poskytovatel svym jménem a jménem Spolupracujicich osob a
ZkouSejici samostatné prohladuji a zaruCuji, Ze on sadm ani
Zadna jind osoba, které zadal provadéni Studie podle této
Smlouvy, (i) nebyla v minulosti "vySkrtnuta", vylou€ena,
odregistrovdna ani ji jakykoli ndrodni, zahranini nebo
mezinarodni organ ¢&i organizace neodiala pravo provadét
klinické studie, (i) si neni védoma zahdjeni jakéhokoli fizeni
souvisejiciho s jejim vylouCenim, zruSenim registrace nebo
vylou¢enim, nebo (i) nebyla obvinéna z trestnych ¢inu
s disledkem odejmuti takového préva. Poskytovatel svym
jménem a jménem svého Spolupracujicich osob a Zkousejici
jsou povinni spole¢nost Covance bez odkladu informovat, pokud
béhem provadéni Studie dojde k odejmuti, zruSeni registrace
nebo vyloudeni.

10.  AUDIT, MONITOROVANI A INSPEKCE
(a) Poskytovatel a ZkouSejici musi spolupracovat se
spole¢nosti Covance, Zadavatelem a pfislusnymi vladnimi a
regulaCnimi organy v jejich Usili o sledovéani, audit nebo kontrolu
prub&hu Studie ve u Poskytovatele.  Povéfeni zastupci
spole¢nosti Covance a Zadavatele maji na zakladé upozornéni
u¢inéného s piiméfenym predstihem a v bézné pracovni dobé
tato prava:

()  zkoumat a kontrolovat prostory Poskytovatele a

ZkousSejiciho vyuzivané pro provadéni Studie;

(i) kontrolovat a kopirovat veskerd data a vysledky
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related to the Study; and

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

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

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

11. PUBLICATION

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

(b) Any and all data resulting from the Study will not be
presented or published in any form or media by the Service
Provider, Investigator or Study staff without the prior written
consent of Sponsor which consent maybe as directed within
the Protocol.

12, DATA AND REPORTS

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

prace spojené se Studii; a

(i) zkoumat zdrojové dokumenty a jiné lékarské
zaznamy o Subjektech hodnoceni, které jsou
pfiméfené nezbytné ke sledovani Studie.

(b) V piipadé, Ze Poskytovatel nebo ZkouSejici obdrzi
oznameni, ze maji byt pfedmétem vySetfovani nebo auditu ze
strany jakehokoliv statniho nebo regulaéniho organu, musi
subjekt, kterému je toto oznameni doruCeno, neprodlené
informovat spolecnost Covance. V pfipadé, Ze subjekt neobdrZi
pfedchozi oznameni o zminéném vySetfovani nebo auditu, je
o0 tom povinen co nejdfive poté, co se dozvi o vySetfovani nebo
auditu, informovat spole¢nost Covance. Poskytovatel nebo
ZkousSejici poskytnou spoleénosti Covance a Zadavateli kopie
véech specifickych materiald o Studii, externi korespondenci,
pfikazy, formulafe a zéaznamy, které Poskytovatel nebo
ZkousSejici ziska Ci vytvofi na zakladé takového vySetfovani, a
poskytne také spolecnosti Covance a Zadavateli pfiméfenou
moznost se pfedem vyjadfit k veSkeré korespondenci, kterou
Zdravotni zafizeni nebo ZkousSejici pro dany organ vytvori.

(c) Zdravotni zafizeni a/nebo ZkouSejici bezodkladné
opravi vSechny chyby zjiSténé Zadavatelem, spole¢nosti
Covance nebo jejich zastupci v pribéhu jakéhokoli auditu, jakoz
i veSkeré poloZky oznafené za neodpovidajici Protokolu,
smémici ICH-GCP nebo povinnostem ZkouSejiciho podle této
Smlouvy.

11.  ZVEREJNENI

(a) V8echny udaje a vysledky vyplyvajici z pinéni této
Studie se povazuiji za informace dle vySe uvedené definice, a
nesmi byt pouzity pro komeréni prospéch Poskytovatele,
Zkous$ejiciho nebo Spolupracuijicich osob.

(b) Veskeré udaje vyplyvajici ze Studie nebude
Poskytovatel, ZkouSejici ani Spolupracujici osoby nijak uvadst
ani publikovat v zadném médiu bez pfedchoziho pisemného
souhlasu Zadavatele, kteryzto souhlas Ize udélit podle pokynu
v Protokolu.

12.  UDAJE A ZPRAVY

Poskytovatel a/nebo Zkousejici pfedlozi veskeré udaje, zpravy,
dotazy a dalsi pozadované informace v€as. Poskytovatel
a/nebo Zkousejici jsou povinni vést hodnotici zpravy, jak
vyZaduje Protokol a Pokyny. Poskytovatel a Zkou$ejici se
zavazuji poskytnout spole¢nosti Covance data poZzadovana
v Protokolu prostfednictvim pfislusného elektronického systému
sbéru dat v souladu s harmonogramem sdélenym spolecnosti
Covance a v souladu s Podminkami pro elektronicky pfistup,
které tvofi Prilohu A k této Smlouvé, které jsou zahmuty
odkazem do této Smlouvy.
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13. INTELLECTUAL PROPERTY

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

(b) Neither Covance nor Sponsor shall transfer to
Service Provider or Investigator (or Study staff) by operation of
this Agreement or by any other means any patent right,
copyright or other proprietary or property right of Sponsor.

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

14, INDEMNITY, LIABILITY AND INSURANCE

(a) The Sponsor undertakes to indemnify, defend, bear
the defense costs and not to claim damages (“indemnify”) the
Investigator in the clinical trial, Service Provider and Study
staff, where the clinical trial is conducted, its representatives,
agents and staff and the independent EC and/or RA that
approved the Study (collectively, the “‘indemnitees”) against
any claims made by a third party regarding damages, costs,
liability and/or expenses related to the Study patient injury
(defined below), the design of the Study or the specifications
of the Study Protocol and for which the Sponsor is legally
responsible. Study patient injury means particularly a physical

13.  DUSEVNI VLASTNICTVI

(a) Veskeré vynalezy a objevy (bez ohledu na to, zda jsou
zpUsobilé k patentovani, & nikoli), inovace, navrhy, napady,
vysledky prace, vysledky a zprdvy, které Poskytovatel,
ZkouSejici a/nebo Spolupracujici osoby vytvori nebo vyvinou
v priibéhu této Studie a/nebo v souvislosti s Informacemi, musi
byt neprodlené sdéleny Zadavateli a stanou se a nadale
zlistanou jeho vyhradnim majetkem. Poskytovatel a Zkousejici
timto postoupi a zajisti, Zze veSkery Spolupracujici osoby
postoupi Zadavateli veSkerd prava, vlastnickd prava a podily
k t&mto vynalezim nebo objevim (bez ohledu na to, zda jsou
zplsobilé k patentovani, ¢i nikoli), inovacim, navrhim,
napadim, vysledkim prace, vysledkim a zpravam, a veSkerym
pravim duSevniho vlastnictvi k nim, a zajisti, aby totéz
Zadavateli zarucily i veSkeré Spolupracujici osoby, pficemz tyto
musi byt prosty v8ech zastavnich prav, narokl a vécnych
bfemen. VySe uvedené statky budou vytvoreny jako tzv. ,work
for hire” (dilo na objedndvku) ve prospéch Zadavatele. Na
Z4dost Zadavatele a na jeho vyhradni néklady a vydaje pfijmou
Poskytovatel a Zkousejici takovad opatfeni, kterd Zadavatel
povazuje za nezbytnd nebo vhodna k upevnéni vyluéného
vlastnictvi tohoto majetku a ziskani patentu nebo jiné
proprietarni ochrany jménem Zadavatele s ohledem na kterykoli
z vySe uvedenych statkd, pficemz zajisti pfijeti téchto opatreni i
ze strany Spolupracujicich osob.

(b) Ani spoleénost Covance ani Zadavatel na
Poskytovatele ani Zkousejiciho (nebo Spolupracujici osoby) na
zakladé této Smlouvy ani jinak nepfevedou Zadna patentova,
autorska ani jina vlastnickd prava Zadavatele.

(c) Hodnoceny léCivy pfipravek je a zustava ve vyhradnim
vlastnictvi Zadavatele. Pfevod fyzické drzby Hodnoceného
léCivého pfipravku podle této Smlouvy, a/nebo jeho drzba &i
pouziti ze strany Poskytovatele a ZkouSejiciho nesméji
pfedstavovat ani se povazovat za prodej, prondjem nebo
nabidky k prodeji €i pronajmu Hodnoceného Ié&ivého pfipravku,
ani za prevod vlastnického prava k nému.

14.  NAHRADA SKODY, ODPOVEDNOST A POJISTENI

(a) Zadavatel se zavazuje, Ze zbavi odpovédnosti, obhaji,
ponese naklady obhajoby a nebude pozadovat nahradu Skody
(“zbavi odpovédnosti”) ZkouSejiciho klinického hodnoceni,
Poskytovatel zdravotnich sluZeb a Spolupracujici osoby, v némz
se Studie provadi, jeho predstavitele, zastupce a zaméstnance a
NEK a/mebo RU, kterd Studii schvélila (souhrnné “strany
zbavené odpovédnosti”) vaci veSkerym ndrokim vznesenym
tfeti stranou ohledné Skod, n&kladu, odpovédnosti a/nebo vydaju
souvisejicich s Gjmou subjektu Hodnoceni (definovano nize),
usporadanim Studie nebo specifikacemi protokolu Studie a za
kieré je Zadavatel povaZovan pravné zodpovédny. Ujma
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injury or drug-induced psychiatric event caused by the proper
administration or use of the Investigational Medicinal Product
required by the Protocol that the Study patient likely would not
have suffered if he/she had not participated in the Study that
was performed in strict accordance with the Protocol (“Study
patient injury”). The Service Provider and Investigator
undertake to provide or ensure immediate diagnosis and
treatment of Study patient injury. Furthermore, the Service
Provider and the Investigator undertake to immediately notify
the Sponsor of such Study patient injury.

(b) The above indemnity by Sponsor shall not apply to
any such claim: (i) to the extent that such Study patient injury
arises out of the negligent or omissions or breach of statutory
duty of Service Provider, Investigator, and/or their respective
employees or agents’ breach of obligations; (ii) to the extent
that such Study patient injury arises out of the failure of
Service Provider, Investigator, and/or their respective
employees or agents to administer the Investigational
Medicinal Product in accordance with the Protocol or to
conduct the Study in accordance with the Protocol; (i) to the
extent that such Study patient injury is a pre-existing medical
condition or related to the underlying disease of the Study
subject; or (iv) if Service Provider, Investigator, and/or their
respective employees or agents have made any admission in
respect of such claim or taken any action relating to such
claim prejudicial to the defense of it without the written
consent of Sponsor, such consent not to be unreasonably
withheld.

Sponsor must maintain liability insurance according to
§52(3)(f). Sponsor must provide proof of such insurance.

15. PAYMENTS

(a) All payments will be made payable to the following
payees (“Payee(s)”) in accordance with the fee split delineated
in Exhibit B:

subjektu Hodnoceni znamend télesnou Gjmu nebo |éCivem
vyvolanou psychiatrickou udalost zpisobenou podavanim nebo
pouzivanim hodnoceného 1é&ivého pfipravku pozadovaného
protokolem, které by subjekt Hodnoceni pravdépodobné
neutrpél, kdyby se Studie, ktera byla provedena v souladu
s Protokolem,  neucastnil  (,Ujma  subjektu  hodnoceni®).
Poskytovatel zdravotnich sluzeb a Zkou$ejici se zavazuiji, ze
poskytnou nebo zajisti okamzitou diagnézu a lécbu Ujmy
subjektu  Hodnoceni. Poskytovatel zdravotnich sluzeb a
ZkouSejici se dale zavazuji, ze o takové Ujmé subjektu
Hodnoceni okamZité uvédomi zadavatele..

b) Shora uvedena nahrada $kody ze strany Zadavatele se
nebude vztahovat na Zadny takovy narok: (i) v rozsahu, v jakém
Ujma subjektu hodnoceni vznika v dusledku nedbalosti €i
opomenuti nebo porusenim zdkonnych povinnosti ze strany
Poskytovatele, Zkousejiciho, a/nebo porusenim povinnosti jejich
zameéstnanci nebo zastupci; (i) vrozsahu, vjakém Ujma
subjektu hodnoceni vznika v disledku nedodrzeni Protokolu ze
strany Poskytovatele, ZkouSejiciho, jejich zaméstnanci nebo
zastupcl pfi podavani Hodnoceného pfipravku v souladu
s Protokolem nebo pfi provadéni Studie; (iii) v rozsahu, v jakém
Ujma subjektu hodnoceni preexistujicim zdravotnim problémem
nebo souvisi se z&kladnim onemocnénim Subjektu hodnocent;
(iv) pokud Poskytovatel, ZkouSejici, a/nebo jejich zaméstnanci
nebo zastupci ucinili jakékoliv pfijeti takového naroku nebo
podnikli jakdkoliv opatfeni tykajici se takového néroku
poskozujici jeho obranu, bez pisemného souhlasu Zadavatele,
takovy souhlas nesmi byt nepfiméfené odmitnut.

Zadavatel musi mit uzaviené zékonné pojisténi odpovédnosti za
Skodu podle § 52 odst. 3 pism. f). Dikaz o uzavfeni takového
pojisténi musi Zadavatel predlozit.

15. PLATBY

(a) V8echny platby budou vyplaceny témto pfijemcim
(dale jen "Pfijemce platby" & "Pfijemci platby") v souladu
s rozdélenim poplatku definovanym v Pfiloze B:

Payee Name Fakultni nemocnice Hradec Jméno Prijemce Fakultni nemocnice Hradec
Kralove platby Krélové
Payee Address Sokolska 581, 500 05 Hradec Adresa Prijemce Sokolska 581, 500 05 Hradec
Kralove-Novy Hradec platby Krélové-Novy Hradec Krélové,

Kralove, Czech Republic Ceské republika

Payee Tax ID CZ00179906 DIC Prijemce platby CZ00179906

Payee Contact jitka.halesova@fnhk.cz Kontaktni e-mail jitka.halesova@fnhk.cz

Email prijemce platby

Payee Contact +420495833827 Kontaktni ¢islo +420495833827

Number prijemce platby
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(b) The approved payments for the Study and related
services to be conducted by Service Provider and Investigator
are provided for in the budget attached hereto as Exhibit B
and incorporated by reference herein (“Exhibit B”). The
payments noted in Exhibit B include all applicable overheads
due to any Party or entity as result of or in connection with the
Study.

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

(d) Payee shall be responsible for compensating all
persons or entities involved in the conduct of the Study.

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

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

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

(b) Schvalené platoy za Studii a souvisejici sluzby, které
maji Poskytovatel a ZkouSejici provadét, jsou uvedeny
vrozpoCtu pfilozeném k této Smlouvé jako Pfiloha B a
zaclenény zde odkazem (dale jen "Pfiloha B"). Platby uvedené
v Pfiloze B zahmuji vSechny pfislusné reZijni naklady splatné
kterékoli Smluvni strané nebo subjektu v disledku Studie nebo
v souvislosti s ni.

(c) Platby jsou podminény postupem v plném souladu
s Protokolem a touto Smlouvou, jakoz i véasnym a uspokojivym
pfedloZzenim Uplnych a spravnych Gdaju z formuldfd subjektd
hodnoceni (Case Report Form). Pfijemce ¢&i pfijemci plateb
neziskaji nahradu za subjekty hodnoceni, které byly do Studie
zafazeny bez fadné provedeného informovaného souhlasu,
které nespliuji kriteria pro zafazeni/vylouceni nebo jejichz
zafazeni Ize povazovat za poruseni nebo odchylku od Protokolu
nebo této Smlouvy. Platby jsou podminény pfedloZenim zprav a
dalSich informaci pozadovanych podle této Smlouvy a Protokolu
spolecnosti Covance, a to v€as a uspokojivym zplsobem.
Platba za ¢aste¢né provedené pfipady, tj. pfipady pfed¢asného
odstoupeni, musi byt provedena na pomérném zakladé za
sluzby provedené podle Pfilohy B. Pokud je tato Smlouva bez
ohledu na vySe uvedené ukonCena ze strany spolecnosti
Covance nebo Zadavatele v dusledku toho, Ze Poskytovatel
nebo Zkousejici nezaradili subjekt hodnoceni, vSechny zélohy
(pokud nejsou dle této Smlouvy nevratné) musi byt neprodlené
vraceny spolecnosti Covance.

(d) Prijlemce platby je povinen poskytnout nahradu v§em
osobam Ci subjektdm, které se podileji na provadéni Studie.

(e) Poskytovateli, Zkou$ejicimu nebo jakékoli dalSi osobé
nebo entité zapojené do studie nebudou ucinény Zadné jiné
platby. Nahrady za veSkeré naklady vynalozené mimo ramec
této Smlouvy a jejich pfiloh a doplikd musi byt pfedem pisemné
schvaleny spole¢nosti Covance.

(f) V pfipadé sporu mezi Smiuvnimi stranami tykajicimu
se jakékoli Casti faktury je spoleénost Covance povinna
bezodkladné oznamit Pfijemci platoy podrobnosti sporu, a
spolecnost Covance miZe zadrZet platbu sporné ¢asti faktury za
predpokladu, Ze se spolecnost Covance a Pfijemce platby snaZi
rychle a v dobré vife spor vyfesit.

Poskytovatel a/nebo ZkouSejici nesmi vylctovat zadné teti
strané jakykoli Hodnoceny IéCivy pfipravek ani jiné polozky nebo
sluzby poskytnuté Zadavatelem prostrednictvim spole¢nosti
Covance v souvislosti se Studii, ani jakékoli sluZby poskytnuté
subjektim hodnoceni v souvislosti se Studii, za néz je v rdmci
Studie stanovena platba, kromé pfipadd vyslovné povolenych
v Pfiloze B.
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All payments will be made only to the Service Provider in
accordance with this Agreement and shall not be made
directly to the Investigator or other Study staff.

16. TERM AND TERMINATION

(a) The term of this Agreement shall begin on the
Effective Date and shall continue until all services have been
properly completed and all queries resolved, unless sooner
terminated in  accordance  with  this  Agreement.

(b) Covance, with written authorization from Sponsor,
reserves the right to terminate this Agreement;
(i)  upon thirty (30) days written notice to Service
Provider;
(i) upon immediate effect if Sponsor terminates its
clinical research agreement with Covance for
the conduct of the Study; or

if Investigator has failed to recruit or enroll a
sufficient number of Study patients for
participation in the Study to make it likely that
the statistical requirements applicable to the
Study will be met, as determined by Sponsor.

() Either Party may terminate this Agreement upon
thirty (30) days prior written notice to the other Party if
(i) the other Party breaches any provisions of this
Agreement, and such breach is not remedied
within thirty (30) days of the breaching Party’s
receipt of a written notice requesting such a
remedy;

(i) either Party reasonably considers that risk to
the Study patients associated with continuation
of the Study becomes unacceptable for
scientific or Study patients safety and welfare
reasons;

any relevant certificate, authorization, approval
or exemption for conducting the Study is
revoked, suspended or expires without renewal;
or

Investigator becomes unable to work for the
Study and no replacement of him/her
acceptable to Sponsor or Covance is available
in accordance with the Replacement section
hereunder.

(d) Immediately upon receipt of a notice of termination of
this Agreement, Investigator shall, to the extent required by
ICH-GCP, cease entering patients into the Study, shall cease

Veskeré platby budou uskute¢nény pouze ve prospéch
Poskytovatele v souladu stouto smlouvou a nebudou
uskutecnény pfimo ZkousSejicimu ani jiné Spolupracujici osobé.

16. DOBA PLATNOSTI A UKONCENI

(a) Smlouva vstoupi v platnost v Den platnosti a jeji
platnost potrva do fadného dokonceni vSech sluzeb a vyreSeni
vSech dotazd, pokud neni ukon€ena dfive v souladu s touto
Smlouvou.

(b) Spole¢nost Covance si na zakladé pisemného povoleni
od Zadavatele vyhrazuje pravo vypovédét tuto Smlouvu;

(i)  na zakladé vypovédi s tficetidenni (30) vypovédni

dobou doru¢ené Poskytovateli;

(i) s okamzitou U€innosti, jestlize Zadavatel ukonéi
smlouvy o provadéni klinického hodnoceni se
spoleénosti Covance za U¢elem provadéni Studie;
nebo
pokud se ZkouSejicimu nepodafi nabrat nebo do
Studie zafadit dostateny poCet subjektl
hodnoceni pro UCast ve Studii tak, aby bylo
pravdépodobné, Ze budou naplnény statistické

pozadavky vztahujici se ke Studii uréené
Zadavatelem.
(c) Kazda ze Smluvnich stran mlze od této Smlouvy

odstoupit pisemnym oznamenim zaslanym druhé Smluvni
strané s vypovédni Ihdtou tficeti (30 dna), pokud
()  druha Smluvni strana porusi jakékoli ustanoveni
této Smlouvy, a toto poruSeni neni napraveno ve
Ihté tficeti (30) dnl ode dne doruéeni pisemného
ozndmeni o tomto poruSeni Smluvni strang,
v némzZ se poZaduje naprava;
(i)  kterakoli ze Smluvnich stran se divodné domniva,
Ze se riziko pro subjekty hodnoceni v souvislosti
s pokraCovanim Studie stane nepfijatelnym pro
védeckou bezpecnost nebo bezpecnost subjektu
hodnoceni az diivodd jejich dobrych Zivotnich
podminek;
dojde ke zrueni, pozastaveni nebo vyprseni bez
obnoveni jakéhokoli relevantniho osvédcent,
opravnéni, povoleni nebo vyjimky pro provadéni
Studie; nebo
ZkouSejici neni schopen pracovat v rdmci Studie
a k dispozici neni Zadny nahradnik pfijatelny pro
Zadavatele nebo spole¢nost Covance v souladu

s ustanovenimi o Nahradnicich podle této
Smlouvy.
(d) lhned po obdrZeni oznameni o ukonéeni této Smlouvy

je Zkousejici povinen v rozsahu poZadovaném smérnici ICH-
GCP zastavit zépis subjekti hodnoceni do Studie, prestat
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conducting procedures to the extent medically permissible on
Study patients already entered into the Study and shall refrain
from incurring additional costs and expenses to the extent
possible.

(e) The Parties agree that upon termination of the
Services in so far as they relate to Covance Personal Data,
Service Provider and all its Subprocessors, as defined in the
DPA, shall, at the choice of Covance, return all Covance
Personal Data and the copies thereof to Covance, or securely
destroy all Covance Personal Data and certify to Covance that
it or they have done so, unless a European Union or
European Member State law to which Service Provider or a
Subprocessor are subject prevent Service Provider or a
Subprocessor from returning or destroying all or part of
Covance Personal Data. In such a case, Service Provider
warrants that it will guarantee the confidentiality of Covance
Personal Data and will not actively Process Covance Personal
Data further, and will guarantee the return and/or destruction
of Covance Personal Data as requested by Covance when the
legal obligation to not return or destroy the information is no
longer in effect.

(f) In the event of termination of this Agreement, the
sum payable under this Agreement shall be limited to prorated
fees based on actual work properly and timely performed
through the date of termination pursuant to the Protocol as
determined in accordance with Exhibit B. Any funds not due
Payee(s) but already paid to Payee shall be returned to
Covance within thirty (30) days of the site close-out visit by
Covance.

17. REPLACEMENT

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

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

v lékafsky mozném rozsahu provadét postupy na subjektech
hodnoceni, které jiz byly do Studie zapsany a je povinen zamezit
vzniku dodateénych nakladl a vydajl v nejvy$§i mozné mife.

(e) Strany souhlasi s tim, Zze po ukonceni poskytovani
sluzeb v rozsahu, v némz se tykaji osobnich Udaju Covance,
Poskytovatel a vSichni jeho Diléi zpracovatelé, jak je definuje
DPA, vréti podle rozhodnuti Covance vSechny osobni Udaje
Covance a jejich kopie Covance, nebo bezpecné zniéi vSechny
osobni udaje Covance a potvrdi Covance, Ze tak u€inily, pokud
zakon Evropské unie nebo jejiho Clenského stétu, jimz se fidi
Poskytovatel nebo DilCi zpracovatel, nebrani Poskytovateli ¢i
Diléimu zpracovateli ve vraceni €i z ni¢eni vSech osobnich udaju
Covance nebo jejich Casti. V takovém pfipadé Poskytovatel
zarucuje, Ze zajisti dvérnost osobnich tdaju Covance a nebude
déle aktivné zpracovavat osobni udaje Covance a zaruci vraceni
a/nebo zniCeni osobnich Udaju Covance, jak to Covance
pozaduje, kdyz jiz zakonna povinnost nevratit a neznicit
informace neni dale U¢inna.

(f) V pfipadé ukonCeni této Smlouvy se Castka splatna
podle této Smlouvy omezi na pomérné poplatky na zékladé
skute¢né prace fadné a v€as provedené do data ukonceni podle
Protokolu, jak je stanoveno v souladu s Pfilohou B. Veskeré
prostiedky, které nejsou Prijemci &i PFijemcim plateb splatné,
ale které jim jiz byly vyplaceny, musi byt vraceny spoleénosti
Covance do tficeti (30) dnd ode dne zavérené navstévy
spolecnosti Covance na misté.

17. NAHRADNICI

(a) Pokud ZkouSejici bud nechce nebo nemdze plnit
povinnosti podle této Smlouvy, Poskytovatel a ZkouSejici budou
v dobré vife a bez pratahl spolupracovat na nalezeni
nahradniho Zkousejiciho s obdobnou kvalifikaci pfijatelného pro
Zadavatele a spolecnost Covance; ZkouSejici vSak bude i
nadale vazan ustanovenimi této Smlouvy tykajicimi se
davérnosti, zrudeni registrace, poskytovani finanénich informaci,
zvefejiiovani, duSevniho vlastnictvi, odSkodnéni, odpovédnosti a
pojisténi bez ohledu na své nahrazeni podle této Smlouvy.

(b) V pfipadé, Ze nedojde k nalezeni nahradnika
pfijatelného pro Zadavatele a Poskytovatel v pfiméfené Ihuté,
muze byt tato Smlouva vypovézena v souladu s ustanovenimi
0 dobé trvani a ukonceni podle této Smlouvy. Spoluprace
Poskytovatele a ZkouSejiciho pfi hledani pfijatelného
nahradnika je nezbavuje povinnosti plnit tuto Smlouvu az do (a
v€etné) ucinného data ukonceni.
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18. RECORD RETENTION
All Essential Documents as defined in ICH-GCP Guidelines
will be retained in accordance with ICH-GCP and the Protocol.

The Service Provider shall provide free archiving for 5 years in
accordance with Act No. 378/2007 Coll. and for the next 20
years, at an archiving fee of The invoice for
this archiving fee will be issued after the contract signature.

Sponsor shall inform the Service Provider 6 months before the
end of the “charged” archiving period that the Sponsor insists
on further archiving and will cover the costs associated with it.

In the event that within the aforementioned period the Sponsor
does not notify of the request for further archiving or does not
pay the fee for further archiving, it is assumed that the Service
Provider is entitled to destroy all archived Study documents.

Service Provider/Investigator will notify Covance should
he/she relocate or move the Study related files to a location
other than that specified in the submitted Study
documentation.

19. ASSIGNMENT

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

20. INDEPENDENT CONTRACTOR

Each of the parties to this Agreement shall act as an
independent contractor and not be interpreted, on any basis,
as an appointee, employee, servant or representative of the
other party. Accordingly, the employee(s) of one Party shall
not be regarded as employee(s) of the other Party and none
of the Parties shall conclude a contract or agreement with a
third party the meaning of which obligates or binds the other
contractual Party. For the avoidance of doubt Covance shall
not be liable to Payee for any employer related taxes and
Payee shall not be entitled to enroll in any employee benefits
of Covance.

21. PUBLICITY
The Parties agree for this Agreement to be published in the

18.  UCHOVAVANi ZAZNAMU
V8echny Ddalezité Dokumenty, které jsou definovany ve
smémicich ICH-GCP, budou uchovavany v souladu se
smérnicemi ICH-GCP a Protokolem.

Poskytovatel provede bezplatnou archivaci 5 let v souladu se
zakonem ¢. 378/2007 Sh. a na dalSich 20 let provede
zpoplatnénou archivaci - . Na zpoplatnénou
archivaci bude vystavena faktura po podpisu smlouvy.

Zadavatel v predstihu 6 mésicl od konce zpoplatnéné archivace
oznami poskytovateli, Ze trva na dalSi archivaci a uhradi néklady
s tim spojené.

V pfipadé, Ze ve shora uvedené Ihité zadavatel nesdéli
pozadavek na dalsi archivaci ¢i neuhradi poplatek na dalsi
archivaci, ma se za to, ze je Poskytovatel opravnén k likvidaci
véech archivovanych dokumentd Studie.

Poskytovatel/ZkouSejici bude informovat spoleénost Covance
v piipadé pfemisténi nebo pfesunu dokumentl tykajicich se
Studie na jiné misto nez je uvedeno v pfedlozené Studijni
dokumentaci.

19. POSTOUPENi SMLOUVY

Poskytovatel nebo Zkousejici nesmi tuto Smlouvu postoupit
nebo prevést bez predchoziho pisemného souhlasu spoleénosti
Covance a Zadavatele. Spole¢nost Covance mize tuto Smlouvu
postoupit nebo prevést na treti stranu po predlozeni pisemného
ozndmeni Poskytovateli. V pfipadé, Ze spole¢nost Covance
postoupi nebo prevede tuto Smlouvu na teti stranu, ta
pfevezme vSechny povinnosti podle této Smlouvy, Poskytovatel
zprosti a navzdy zbavi spole¢nost Covance a jeji pfidruzené
spoleCnosti  veSkerych zévazki a povinnosti spole¢nosti
Covance plynouci z této Smlouvy a po dni platnosti takového
postoupen.

20.  NEZAVISLA SMLUVNi STRANA

V8echny smluvni strany budou vykondvat funkci nezavislé
smluvni strany a nebudou v zadném pfipadé povaZzovany za
povérené osoby, zaméstnance, pomocniky nebo zastupce dané
strany. Zaméstnanci jedné Strany nebudou proto povazovani za
zaméstnance druhé Strany a zadna Strana neuzavie smlouvu
nebo dohodu s tfeti stranou, coZ by smluvné zavazovalo druhou
smluvni Stranu. Pro vylou¢eni pochybnosti spolecnost Covance
nenese V0¢i Pfijemci platby odpovédnost za dané tykajici se
zaméstnavatell a Pfijemce platby neni opravnén k ucasti na
zaméstnaneckych vyhodach spoleénosti Covance.

21. UVEREJNENi SMLOUVY
Smluvni strany se dohodly, Ze tato smlouva bude uvefejnéna
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Contract Registry, and the Agreement is to be published by
Service Provider. The Service Provider will notify the Sponsor
immediately upon publication of the Agreement in the Contract
Registry. The Parties agree that trade secrets and/or
confidential information marked by Sponsor are to be deleted
from  the  Agreement  before  publicaton  and
appendixes/exhibits to this Agreement will not be published in
the Contract Registry. Sponsor is to provide Service Provider
with the Agreement in an electronic form with the highlighted
text which Sponsor considers trade secrets and/or confidential
information before the Agreement signature. Service Provider
is to publish the Agreement within 10 days of the signature.

22, GOVERNING LAW

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

23. SURVIVAL

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

24. MISCELLANEOUS

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

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

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

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

(e) If any dispute, controversy or claim arises out of this
Agreement, the Parties agree that they will attempt in good

vregistru smluv a uvefejnéni smlouvy provede Poskytovatel.
Poskytovatel vyrozumi Zadavatele bezodkladné o uvefejnéni
smlouvy v registru smluv.

Smluvni strany se dohodly, Ze zadavatelem oznacené obchodni
tajemstvi a/nebo ddvémé informace, budou pfed zaddnim
smlouvy do registru smluv odstranény a pfilohy smluv nebudou
v registru smluv uvefejfiovany. Pfed podpisem smlouvy
Zadavatel zaSle Poskytovateli finalni verzi smlouvy ve strojové
Citelném formatu s podbarvenym textem smlouvy, ktery
povazuje Zadavatel za obchodni tajemstvi a/nebo divérné
informace. Poskytovatel zajisti uvefejnéni smlouvy béhem 10
dni od podpisu.

22.  ROZHODNE PRAVO .
Tato Smlouva musi byt vykladana v souladu s prdvem Ceské
republiky bez ohledu na kolizni ustanoveni.

23.  PRETRVANI PLATNOSTI USTANOVENI

Ustanoveni této Smlouvy tykajici se Duvérnosti, Zrueni
registrace, Auditd, Monitorovani a Kontroly, zvefejiovani,
DuSevniho vlastnictvi, Nahrady Skod, Odpovédnost a pojisténi,
Uchovavani zaznamd, Postoupeni a rozhodného préava zlstavaji
v platnosti i po vyprseni nebo ukon&eni platnosti této Smlouvy.

24.  DALSi USTANOVENI

(a) Tato Smlouva a veskeré pfilohy, dopliky atd., tvofi
Uplnou dohodu mezi Smluvnimi stranami ve vztahu ke Studii
a nahrazuiji vSechny pfedchozi a do¢asné smlouvy a ujednani,
at' uz pisemné nebo Ustni.

(b) Tato Smlouva a veskeré doplriky, pfilohy atd. Ize ménit
pouze pisemnym dodatkem podepsanym Smiuvnimi stranami.

(c) Je-li nékteré ustanoveni této Smlouvy v rozporu
s pravnimi pfedpisy, podle nichz se tato Smlouva vyklada, nebo
pokud je jakékoli takové ustanoveni prohlaSeno za neplatné
soudem, musi byt toto ustanoveni povaZovano za
pfeformulované tak, aby co nejblize vyjadfovalo pavodni zamér
Smluvnich stran v souladu s platnymi pravnimi pfedpisy,
pfiemz zbyvajici ¢ast této Smlouvy zlstane v pIné platnosti
a Ucinnosti.

(d) Pokud se nékterd ze Smluvnich stran vzdd svého
prava vzhledem k poruseni jakéhokoli ustanoveni této Smlouvy
nebo pfislusného zakona, nebo jej promine, nesmi to byt
povazovano za zfeknuti se prava vzhledem k jakémukoli
naslednému poruseni kteréhokoli ustanoveni této Smlouvy.

(e) Pokud z této smlouvy vznikne jakykoli spor nebo nérok,
Smluvni strany se zavazuji, Ze se pokusi véc vyfesit jedndnim
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faith to resolve the matter through negotiations.  If
negotiations fail to resolve the dispute, controversy or claim,
the Party may submit the matter to an appropriate court in the
Czech Republic for resolution.

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

9 This Agreement is drawn up in the Czech and
English language versions, whereas in the event of
discrepancies between individual provisions, the Czech
language version shall prevail.

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

If to Covance:

Covance, Inc.

206 Carnegie Center, Princeton
New Jersey, 08540-6233, USA

If to Service Provider:

Fakultni nemocnice Hradec Kralové, Pravni odbor, Sokolska
581, 500 05 Hradec Kralové — Novy Hradec Kralové, Czech
Republic

If to Investigator:
I - nerocrice

Hradec Krélové, Klinika otorinolaryngologie a chirurgie hlavy a
krku, Sokolska 581, 500 05 Hradec Kralové — Novy Hradec
Kralové, Czech Republic

If to Sponsor:

OptiNose US, Inc.

1020 Stony Hill Road - Suite 300
Yardley, PA 19067

Attention:

With A Copy To:
OptiNose US, Inc.

1020 Stony Hill Road — Suite 300
Yardley, PA 19067
Attention: Chief Legal Officer

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

v dobré vife. Pokud se jednanim nepodafi spory nebo néroky
vyfesit, mize Smluvni strana predlozit véc k rozhodnuti
prislusnému soudu v Ceské republice.

(f) Tato Smlouva je pro ob& Smiluvni strany, jejich dédice,
nastupce a pfipustné nabyvatele zavazna.

(9) Tato smlouva je vyhotovena v Ceském jazykovém
znéni a v anglickém jazykovém znéni, pficemZz v pfipadé
rozpord mezi jednotlivymi ustanovenimi mé pfednost Ceské
jazykové znéni.

(h) Veskera oznameni, ktera jakakoli Smluvni strana musi
nebo maZe ucinit podle této Smlouvy, musi mit pisemnou formu
a musi se povazovat za ucinéna k datu pfijeti, pokud budou
dorucena osobné, vyznamnou kuryrni sluzby, nebo pét (5) dnl
po datu uvedeném na poStovnim razitku v pfipadé zaslani
doporuenym dopisem nebo dopisem s doruCenkou na
nasledujici adresu:

Za spole¢nost Covance:
Covance, Inc.

206 Carnegie Center, Princeton
New Jersey, 08540-6233, USA

Za Poskytovatele:

Fakultni nemocnice Hradec Kralové, Pravni odbor, Sokolska
581, 500 05 Hradec Kralové — Novy Hradec Kralové, Ceska
republika

Za Zkousejiciho:

Fakultni nemocnice
Hradec Kralové, Klinika otorinolaryngologie a chirurgie hlavy a
krku, Sokolska 581, 500 05 Hradec Kralové — Novy Hradec
Kralové, Cesk4 republika

Za Zadavatele:

OptiNose US, Inc.

1020 Stony Hill Road - Suite 300
Yardley, PA 19067, USA
Attention:

OptiNose US, Inc.

1020 Stony Hill Road — Suite 300
Yardley, PA 19067, USA
Attention: Chief Legal Officer

Kazda ze Smluvnich stran mize zménit svou dorucovaci adresu
a/nebo kontakini osobu pfisluSnym oznamenim stanovenym
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provided. For the avoidance of doubt, an amendment to this
Agreement will not be required in order to provide notice of a
change of address.

(i) This Agreement shall not be considered accepted,
approved, or otherwise effective until signed below by all
appropriate Parties. Each of the Parties hereto represents
and warrants that the person signing below on such Party’s
behalf has the authority to enter into this Agreement, and that
this Agreement does not conflict with any existing agreement
or obligations of such Party. This Agreement may be executed
in two or more counterparts, each of which shall be an original
and all such counterparts together shall constitute the entire
Agreement and a single legal document.

Estimated value of this Agreement is: 1 116 808,50 CZK.
The Parties acknowledge that there will be no initiation visit
and delivery of the Investigational Medicinal Product until the
final document is published in the Contract Registry.

THE REMAINDER OF THIS PAGE IS INTENTIONALLY LEFT BLANK
SIGNATURE PAGE To FoLLOW

vtéto Smlouvé. Pro vylougeni pochybnosti neni tfeba tuto
Smlouvu ménit pro u¢inéni oznameni 0 zméné adresy.

(i) Tuto Smlouvu nelze povazovat za schvalenou ani jinak
platnou, dokud nebude podepsana vSemi Smiuvnimi stranami.
Kazda ze Smluvnich stran prohlasuje a zaruCuje, Ze osoba,
kterd se niZze podepisuje jménem této Smluvni strany, je
opravnéna tuto Smlouvu uzaviit, a Ze tato Smlouva neni
vrozporu s jakoukoli stavajici smlouvou nebo zavazkem této
Smluvni strany. Tato Smlouva m0Ze byt vyhotovena ve dvou
nebo vice stejnopisech, kdy se kazdy povazuje za original, ale
véechny takové stejnopisy spole¢né tvofi celou smlouvu a jediny
pravni dokument.

Predpokladana hodnota smlouvy je: 1 116 808,50 CZK.
Smluvni strany berou na védomi, Ze nedojde Kk iniciaCni
navstévé a dodavce hodnoceného Iécivého pfipravku do

okamziku uvefejnéni kone¢ného dokumentu v registru smiuv.

ZBYTEK TETO STRANKY JE ZAMERNE PONECHAN PRAZDNY
NASLEDUJE STRANKA S PODPISY
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Accepted and Agreed/Pfijato a odsouhlaseno:

COVANCE, Inc.

Signature / podpis:

Printed Name / jméno hdlkovym pismem:

Title / funkce:

Date / datum: 17. 3. 2020

Fakultni nemocnice Hradec Kralové

Signature / podpis:

Printed Name / jméno hdlkovym pismem:_prof. MUDr. Vladimir Pali¢ka, CSc., dr. h. c.

Title / funkce: Director/feditel

Date / datum: 25. 3. 2020

Signature / podpis:

Title / funkce: Principal Investigator / Hlavni zkouSejici

Date / datum: 26. 3 .2020
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Exhibit A: Electronic Access Terms and Condition

Investigator and others at Service Provider may be granted
usernames and passwords (“‘Authorized Users”) to facilitate
the entry of Study data into the electronic data capture
system applicable to the Study (“Systems”).  The
usernames and passwords are provided in exchange for
the agreement of Service Provider, Investigator, and site
Authorized Users obligation to adhere to subject the
following Terms and Conditions:

Authorized Users shall provide to Covance certain
registration information including name, address, phone
number, and email address all of which must be accurate
and kept current. Each Authorized User shall acknowledge
that he/she is accountable and responsible for all actions
initiated under his/her electronic signature.  Authorized
Users shall not (a) select or use a username or password
of another person with the intent to impersonate that
person; (b) use a username or password in which another
person has rights without such person's authorization, or
(c) permit any third party to use his or her username and/or
password.

Authorized Users shall agree to keep assigned usernames
and/or passwords confidential and to immediately notify
Covance

(a) if there is any reason to believe an assigned
username and/or password has been improperly disclosed
or otherwise compromised,

(b) of any known or suspected unauthorized use(s) of
a username and/or password, or

() any known or suspected breach of security,
including loss, theft, or unauthorized use of a username
and/or password.

Except as expressly authorized herein, Authorized Users
shall neither transfer nor permit the use of or access to the
Systems by any third party. Authorized Users, Service
Provider, and Investigator shall use the Systems only for
lawful purposes and in accordance with this Agreement.
Authorized Users and Service Provider shall not self-host
the Systems on its own servers or those of any third party
on its behalf. Service Provider and its Authorized Users
shall not reverse engineer, disassemble or decompile the
Systems in any manner.  Service Provider and its
Authorized Users shall not copy, enhance, modify, or
create derivative works based on the Systems or disclose
the results of Systems performance benchmarks to any
third party without the Systems owner’s prior written
consent. Service Provider and Authorized Users shall not

Priloha A: Podminky pro pristup k elektronickym
udajim

ZkouSejici a dalSi osoby u Poskytovatele mohou ziskat
uzivatelské jméno a heslo (,Opravnéni uZivatelé®)
k umoznéni pfistupu ke Studijnim Gdajim v systému pro
elektronicky sbér dat platném pro Studii (,Systémy®).
Uzivatelska jména a hesla jsou poskytnuta na zakladé
poskytnuti  souhlasu od Poskytovatele, Zkousejiciho
a Opravnénych uZivatelt pracovisté k dodrzovani zavazki
vyplyvajici z téchto podminek a ustanoveni:

Opravnéni uzivatelé musi poskytnout spolecnosti Covance
urcité registracni Udaje véetné jména, adresy, telefonniho
Cisla a e-mailové adresy, které musi byt pfesné a aktuaini.
V8ichni Opravnéni uZivatelé musi vzit na védomi, Ze jsou
odpovédni za vSechny své €innosti zapocaté po poskytnuti
elektronického podpisu. Opravnéni uZivatelé nejsou
opravnéni (a) zvolit & pouZivat uzivatelska jména ¢i hesla
jinych osob za ucelem vydavani se za danou osobu; (b)
pouzivat uzivatelské jméno ¢&i heslo, na které se vztahuiji
prava jiné osoby bez poskytnuti opravéni od takové osoby,
nebo (c) opravnit Zadnou tfeti osobu k pouZivani svého
uzivatelského jména a/nebo hesla.

Opréavnéni uZivatelé musi souhlasit s tim, Ze budou
pfidélend uZivatelskd jména a/nebo hesla uchovavat
v duvérnosti a bezprodlené uvédomi spolecnost Covance,

(a) pokud se vyskytne divod k podezfeni, Ze
pfidélené uZivatelské jméno a/nebo heslo bylo nechténé
uvedeno ve zndmost nebo jinak prozrazeno,

(b) 0 jakémkoli zndmém ¢i domnélém uzivani
uzivatelského jména a/nebo hesla nebo
(c) jakémkoli znamém nebo domnélém poruseni

bezpec€nosti, vCetné ztraty, odcizeni ¢i neopravnéného
pouZivani uzivatelského jména a/nebo hesla.

Neni-li zde vyslovné uvedeno jinak, Opravnéni uzivatelé
nejsou opravnéni pfedat i umoznit pouzivani nebo pfistup
do Systému zadné tfeti strané. Opravnéni uZivatelé,
Poskytovatel a ZkouSejici musi Systémy pouZivat pouze
k zakonnym UCelim a v souladu s touto Smlouvou.
Oprévnéni uzivatelé a Poskytovatel nesmi sami hostovat
Systémy na svych vlastnich serverech nebo na severech
jakékoli dalsi strany svym jménem. Poskytovatel a jeho
Oprévnéni uZivatelé nesmi v Z&dném pfipadé zajistovat
opravy, demontovat nebo dekompilovat Systémy.
Poskytovatel a jeho Opravnéni uZivatelé nesmi kopirovat,
vylepSovat nebo vytvafet derivaty Systémid nebo
zverejhiovat vysledky vykonnosti Systému Zadnym tietim
strandm bez pfedchoziho pisemného souhlasu vlastnika.
Poskytovatel a Oprdvnéni uzivatelé nesmi prendset,
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transfer, sell, resell, give, distribute or sublicense the | prodavat, opétovné prodavat, darovat, distribuovat Ci
License to any other party. poskytovat podlicence zadné teti strané.

Failure to comply with the foregoing shall constitute a | NedodrzZeni vySe uvedeného bude znamenat poruseni této
breach of this Agreement, which may result in immediate | Smlouvy, coz mlze mit pro Opravnéné uZivatele za
termination of an Authorized User’s access to the System. | nasledek okamzité zruSeni pristupu do Systému.
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EXHIBIT B

PRILOHA B

BUDGET AND PAYMENT SCHEDULE

ROZPOCET A PREHLED PLATEB

PROTOCOL NO: OPN-FLU-CS-3206

C. PROTOKOLU: OPN-FLU-CS-3206

PROTOCOL TITLE: A 24-Week Randomized, Double-Blind,
Placebo-Controlled, Parallel-Group, Multicenter Study
Evaluating the Efficacy and Safety of Intranasal Administration
of 186 and 372 g of OPN-375 Twice a Day (BID) in Subjects
with Chronic Sinusitis Without the Presence of Nasal Polyps

NAZEV PROTOKOLU: 24tydenni randomizovana, dvojité
zaslepena, placebem kontrolovana, multicentrickd studie
s paralelnimi skupinami vyhodnocujici U€innost a
bezpecnost intranazalniho podani 186 a 372 ug pfipravku
OPN-375 dvakrat denné (BID) u pacientd s chronickou
sinusitidou bez pfitomnosti nazalnich polypu

INVESTIGATOR: [

zkousevici: I |

Study Subject Enroliment

Zarazovani pacientt do studie

Service Provider may enroll up to a maximum number of [Jij
IllStudy subjects in the Study unless otherwise authorized
in writing in advance by Sponsor. The number of Study
subjects may be limited at the discretion of Sponsor based on
the number and type of Protocol deviations that have occurred
as well as Study subject retention. Payments for the
authorized additional Study subjects will be made in
accordance with this Budget and Payment Schedule.

Do studie smi Poskytovatel bez pfedchoziho pisemného
souhlasu Zadavatele zafadit maximainé [l

I pacientd. Pocet pacient ve studii mize zadavatel
podle vlastniho uvazeni omezit podle poctu a typu
odchylek od protokolu, k nimZ dojde, a podle toho, jak se
bude dafit udrzovat pacienty ve studii. Platby za schvalené
dali pacienty studie budou hrazeny podle tohoto rozpoétu
a prehledu plateb.

Payment Terms

Platebni podminky

In consideration for conducting the Study, the Sponsor or
Sponsor designee shall pay Service Provider as described in
this Budget and Payment Schedule. The Parties agree that
this Budget and Payment Schedule is part of the Agreement
clarifying the compensation associated with the Agreement
and includes all Study-related costs, as referenced in the
Protocol. All agreed upon ammounts in the Budget and
Payment Schedule are in Czech crowns (CZK). The VAT will
be settled by the Sponsor in the country of its registered
office.

Za provadéni studie bude zadavatel nebo jim povéfena
osoba vyplacet Poskytovateli odménu uvedenou v tomto
rozpocCtu a pfehledu plateb. Smluvni strany se dohodly, Ze
tento rozpocet a pfehled plateb tvofi nedilnou soucast
smlouvy upravuijici odménu stanovenou ve smlouvé

a zahrnujici veskeré naklady souvisejici se studii, tak jak
jsou uvedeny v protokolu. VSechny ¢astky dohodnuté

v tomto rozpoctu a pfehledu plateb jsou v korunédch
¢eskych (KE). DPH vypofada zadavatel v zemi svého sidla.

Payments by Sponsor, or Sponsor designee, will be made via
Electronic Bank Transfer and in accordance with the payment
instructions as detailed in the Payment Information Form and
sent with reference to the Study. For confidentiality purposes,
Payee details such as bank account numbers and IBAN
numbers should not be included in this Agreement.

Platby bude zadavatel nebo jim povéfeny zastupce
provadét elektronickym bankovnim pfevodem podle
platebnich instrukci ve formulfi platebnich Udaji

s uvedenim odkazu na studii. Z divodu zachovani
davérnosti by ve smlouvé nemély byt uvadény podrobné
udaje pfijemce plateb, napf. &islo jeho bankovniho U¢tu
nebo IBAN.

Payment Schedule

Prehled plateb
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IRB/EC Fees

Sponsor shall reimburse
reasonable and customary local
IRB/EC fees in connection with the
Study listed in the budget below,
within forty-five (45) days of issuing
of an invoice.

Poplatky EK

Pfiméfené a obvyklé poplatky
Uctované mistni EK v souvislosti se
studii a uvedené v rozpoctu nize
bude zadavatel proplacet do
Ctyficeti péti (45) dnli od vystaveni
faktury.

Administrative

Within forty-five (45) days of

Administrativni

Do Ctyficeti péti (45) dnl od

Start Up Fee signing the Agreement and its zahajovaci podpisu smlouvy a jejiho
publication, based on the invoice poplatek uverejnéni, na zakladé vystavené
issued. faktury.

Study Visits Fees | Sponsor shall pay Service Provider Poplatky za Za kazdou navstévu absolvovanou
for visits completed by each Study kontrolni kazdym pacientem studie uhradi
subject as described in the budget navstévy zadavatel Poskytovateli poplatek

below. Study visit payments are
based on procedures listed in the
Protocol. Study visit payments are
conditioned upon Service
Provider’'s completion of Case
Report Forms (“CRF”) or Electronic
Case Report Forms (“eCRF”).

Sponsor will pay Payee for the
Study visits of a valid Study
subject. A valid Study subject shall
mean that the subject meets the
inclusion criteria and does not
meet the exclusion criteria defined
in the Protocol, has signed an ICF
with all relevant GDPR
requirements and consents
included therein and/or pursuant to
a separate document covering
such GDPR matters, as reviewed
or approved in accordance with the
terms of this Agreement, and
completes each Study visit. If a
Study subject is discontinued from
the Study for any reason, Sponsor
will pay for all Study visits
previously completed by that Study
subject. Service Provider has sole
responsibility for any extra costs or
liabilities incurred by conducting
visits at a location not specified in
the FDA Form 1572.

uvedeny v rozpoCtu nize. Platby za
kontrolni navstévy se Fidi Ukony
uvedenymi v protokolu. Podminkou
pro uhrazeni platby za kontrolni
navstévu je, ze Poskytovatel vyplni
formular zaznamu pacienta
hodnoceni (Case Report Form,
CRF) (dale ,CRF*) nebo
elektronicky zaznam pacienta
hodnoceni (dale ,eCRF").

Zadavatel bude pfijemci plateb
proplacet kontrolni navstévy
platnych pacientl studie. Platnym
pacientem studie se rozumi, ze
pacient splfiuje zafazovaci kritéria
a nespliuje vyluCovaci kritéria
uvedena v protokolu, podepsal
formul&F informovaného souhlasu
obsahujici vechny dileZité
pozadavky a souhlasy podle
nafizeni GDPR a/nebo veetné
samostatného dokumentu
upravujiciho zaleZitosti tykajici se
nafizeni GDPR, posouzeny nebo
schvéleny v souladu s podminkami
této smlouvy, a absolvuje kazdou
kontrolni ndvstévu. Bude-li pacient
ze studie z néjakého divodu
vyfazen, uhradi zadavatel veSkeré
kontrolni navstévy, které takovy
pacient studie absolvoval. Pfipadné
naklady nebo povinnosti navic za
navstévy provadéné na misté
neuvedeném ve formulafi

FDA 1572 ponese vyhradné
Poskytovatel.
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Payment
Frequency

All authorized Study subject visit
and procedure payments shall be
paid by Sponsor on a quarterly
basis and prorated, as necessary,
for the actual number of Study
subjects for whom completed
CRFs and/or eCRFs, as
applicable, have been accepted by
Sponsor or Sponsor's
representative.

Upon termination of the Study (due
to completion of the Study or any
other cause), all remaining
amounts due for Study subject
visits completed shall be paid the
following payment cycle. For
purposes of this section,
termination shall not be deemed to
have occurred (and final payments
will not be made) until all
completed CRFs and/or eCRFs
and completed CRF and/or eCRF
corrections are received.

Cetnost plateb

Veskeré platby za schvalené
navstévy pacientu studie a platby
za ukony budou zadavatelem
hrazeny Ctvrtletné a pfipadné

v pomérné vysi podle skute¢ného
poCtu pacientl studie, za néz
zadavatel nebo jeho zastupce
obdrzi vyplnéné formulare CRF
nebo pfipadné eCRF.

Po skonceni studie (dokonéeni
nebo ukonceni z jiného dlivodu)
budou veskeré zbyvajici Castky za
probéhlé navstévy pacientu studie
uhrazeny v nasledujicim platebnim
cyklu. Pro ucely tohoto ¢lanku
dojde ke skonceni studie az

v okamziku, kdy budou doruceny
veskeré vyplnéné formulare CRF
nebo eCRF v&etné pfipadnych
oprav (a teprve poté probéhnou
zavérecné platby).

Final Payment

Final payment shall be made in
accordance with the budget and
payment schedule hereunder,
within forty-five (45) days of the
completion of all required visits and
Sponsor's verification that all CRFs
and/or eCRFs have been entered
and verified and all queries have
been resolved for each patient
visit.

Zavérecna platba

Zévérec€na platba bude provedena
podle nize uvedeného rozpoctu

a pfehledu plateb do Ctyficeti péti
(45) dnG od dokonceni véech
pozadovanych navstév a potvrzeni
zadavatele, Ze byly zadany

a ovéfeny v8echny formuléfe CRF
nebo eCRF a zodpovézeny
véechny dotazy ke véem
navstévam pacientl studie.

Screen Failures
Fees

A “Screen Failure” is defined as a
candidate who signs the ICF with
all relevant GDPR requirements
and consents included therein
and/or pursuant to a separate
document covering such GDPR
matters, and received any Study
procedure but who is not
randomized or enrolled into the
Study. Service Provider shall
request payment for each Screen
Failure by submitting an invoice to
Sponsor, specifying the
candidate’s screening number and
the date of the Screen Failure.
Payment for Screen Failures shall
be paid in accordance with the
expense reimbursement table as

Poplatky za
pacienty, ktere
neprojdou
vstupnimi
vysetrenimi

Za ,pacienta, ktery neprosel
vstupnimi vySetfenimi®, je
povazovan kandidat, ktery
podepi$e formular informovaného
souhlasu obsahujici vSechny
dulezité poZadavky a souhlasy
podle nafizeni GDPR a/nebo
véetné samostatného dokumentu
upravujiciho zaleZitosti tykajici se
nafizeni GDPR a podstoupi n&jaky
ukon ve studii, avSak neni
randomizovan nebo zafazen do
studie. O uhradu za kazdého
pacienta, ktery nepro$el vstupnimi
vySetfenimi, bude Poskytovatel
Z4dat na zakladé faktury zaslané
zadavateli s uvedenim
screeningového Cisla kandidata
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specified in the Budget. Payments
for any Screen Failures exceeding
the limit listed in the budget grid
are subject to Sponsor’s written
approval and should be directed to
program manager or other Sponsor
designated representative. If the
approved number of allowable
Screen Failure payments changes
during the course of the Study, an
amendment to this Agreement is
not required.

a data, kdy kandidat neprosel
vstupnimi vy$etfenimi. Céstka za
pacienty, které nepro$ly vstupnimi
vySetfenimi, bude hrazena podle
tabulky proplaceni nakladu
uvedené v rozpoctu. Platby za
pacienty, které neprojdou vstupnimi
vySetfenimi, nad limit uvedeny

v rozpoctu, podléhaji pisemnému
schvéleni zadavatele a pozadavek
na proplaceni je tfeba zaslat
manazerovi programu nebo jinému
zastupci zadavatele. Pokud se
schvaleny pocet pfipustnych plateb
za pacienty, které neprojdou
vstupnimi vySetfenimi, béhem
studie zméni, nebude nutné
uzavirat kvali tomu dodatek k této
smlouve.

Other Expense Sponsor shall also pay additional
Reimbursement Study related expenses, as listed in

the budget or as otherwise pre-
approved by Sponsor in writing. To
request payment of these costs,
Service Provider shall submit
itemized invoices, accompanied by
appropriate back-up documentation
or receipts in accordance with the
invoicing instructions below.
Sponsor will pay Service Provider
within forty-five (45) days of issue of
an approved invoice. The Payee will
have up to ninety (90) days after the
completion of the Study to submit
any outstanding invoices for
reimbursement consideration and to
resolve any payment discrepancies.
Variable symbol: invoice number

Proplaceni Zadavatel bude proplacet i dalsi
dalsich vydaju vydaje spojené se studii uvedené

v rozpoCtu nebo jinak pfedem
pisemné schvalené zadavatelem.
Bude-li Poskytovatel zafizeni chtit
poZadat o proplaceni takovych
vydaju, predlozi podrobnou
poloZkovou fakturu véetné
pfislusnych podkladd nebo stvrzenek
podle niZe uvedenych pokynd

k fakturaci. Schvélenou fakturu
uhradi zadavatel do Ctyficeti péti

(45) dn od jejiho vystaveni.
Pfijemce plateb bude mit maximalné
devadesat (90) dnli po skonéeni
studie na pfedlozeni faktur za
proplacené vydaje a na vyreSeni
pfipadnych nesrovnalosti v platbach.
Variabilni symbol: &islo faktury

Invoicing Instructions

Pokyny k fakturaci

Invoices should clearly identify the following:

Ve fakturdch museji byt jasné uvedeny tyto nalezitosti:

Investigator name/Site Number

jméno zkousejiciho/ndzev studijniho pracovisté

Study Reference Code: OPN-FLU-CS-3206

Referencni kod studie: OPN-FLU-CS-3206

Subject number (if applicable)

Cislo pacienta (pokud je relevantni)

Invoice date

Datum vystaveni faktury

Date & description of services provided and pass-
thru costs

Datum a popis poskytnutych sluzeb
a pfetctovavanych nakladu

Total amount payable

Celkova ¢astka k Uhradé

Supporting documentation (i.e. third-party invoices,
receipts)

Podklady k faktufe (napf. faktury od tfetich osob,
uctenky)
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Invoices to Sponsor shall be deliverable to:

Faktury pro zadavatele je tieba zasilat na:

Medidata Payments Email; (Please
include the Study Reference Code: OPN-FLU-CS-3206 in
the Subject Field)

e-mailovou adresu spolecnosti Medidata Payments:
I o o/cdmétu zpravy Uvedie

referenéni kod studie: OPN-FLU-CS-3206)

Changes to Payment Details

Zmény platebnich udaju

If during the course of the study the payee details change,
please provide the following information:

Pokud se platebni udaje pfijemce plateb v pribéhu studie
zméni, bude tfeba nahlasit tyto (idaje:

* New payee name

*jméno nového piijemce plateb

* Account Holder Name

*jméno majitele uctu

* Bank Name * nazev banky
* Account Number * ¢islo uctu
*|BAN *|BAN

* Sort Code * kdd banky

* SWIFT * SWIFT

Phone Support for Medidata Payments

Telefonicka podpora k platbam prostrednictvim
spolec¢nosti Medidata

Client Success for Medidata Payments can be contacted via

Telephone. A full listing of toll-free numbers can be found at

https://support.mdsol.com/hc/en-us/articles|

Medidata-Help-Desk-Support-Telephone-Numbers. The “3-

gﬂt support code” for redirect to Medidata Payments Team is
(PAY).

Podporu klientd pro platby prostfednictvim spoleénosti
Medidata Ize kontaktovat telefonicky. Kompletni seznam
bezplatnych telefonnich &isel najdete na webu
https://support.mdsol.com/hc/en-us/articles/ | G
Medidata-Help-Desk-Support-Telephone-Numbers. Pro
pfepojeni na tym plateb Medidata zadejte tfimistny kod
podpory

Budget and Fee Schedule (CZK)

Rozpocet a prehled poplatkti (CZK)

Visit 1/ Navstéva 1

Single-blind placebo run-in 7 up to 14 days / Run-in
Placebo 7 az 14 dni

Baseline (Randomization) Day 1/ Baseline

Visit 2/ Navstéva 2 (Randomizace) Den 1
Visit 3/ Navstéva 3 Week 4  /Tyden 4)
Visit 4/ Navstéva 4 Week8 /Tyden 8
Visit 5/ Navstéva 5

Week 12/ Tyden 12

Patient Contact/ Kontaktovani pacienta

Week 16 / Tyden 16

Patient Contact/ Kontaktovani pacienta

Week 20 / Tyden 20

Visit 6/ Navstéva 6 Week 24/ET / Tyden 24/Konec lécby
Total/ Celkem |
PATIENT REIMBURSEMENT PACIENTSKE NAHRADY

Subject Travel Reimbursement in the amount of | o
visit is not included in subject visit Payment amounts. Sponsor
through Covance will reimburse Service Provider for
reasonable patient travel expenses in amount approved by the
Ethics Committee, i.e. in amount of per each visit of

Néhrada cestovnich nakladt subjektu ve vysi [ lllza
navstévu neni zahrnuta v ¢astkach plateb za navstévu
subjektu. Zadavatel prostrednictvim spole¢nosti Covance
proplati Poskytovateli pfiméfené nahrady cestovnich
nakladu pacient( v ¢astce schvalené etickou komisi, t..
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patient required by study protocol (including additional visits)
upon receipt by Covance of a valid and detailed invoice with
supporting and anonymized documentation from the Service
Provider.

v castce [ kazdou navstewu pacienta na pracovisti
studie dle poZadavku protokolu (véetné dodatecnych
navstév) poté, co od Poskytovatele obdrzi platnou a
podrobnou fakturu s anonymizovanou doprovodnou
dokumentaci.

Other Payments (CZK)

Dalsi platby (CZK):

Contract negotiation fee (in other words startup fee, to be paid after contract FE) / Poplatek za
sjednani smlouvy (Nebo-li startovaci poplatek, k prolaceni po uzavieni smlouvy)

Pharmacy startup fee (to be paid after contract FE) / Startovaci poplatek pro lékarnu (k proplaceni

po uzavfeni smlouvy)

Pharmacy monthly fee / M&siéni poplatek pro Iékarnu

Pharmacy per IMP shipment fee / Poplatek pro lékarnu za jednotlivy vydej

Archiving fee (1 000 per year, duration of 20 years), to be paid after contract FE / Archivaéni
poplatek (1 000 za rok, trvani 20 let), k proplaceni po uzavreni smlouvy

Screen Failure Fee: Payment will be made based on the
actual completion of assessments performed during the
screening period for up toflscreen failure subjects. Payments
for any screen failures exceeding the limit of up toffscreen
failures are subject to Sponsor’s written approval and should
be directed to program manager or other Sponsor designated
representative. If the approved number of allowable Screen
Failure payments changes during the course of the Study, an
amendment to this agreement is not required.

Poplatky za pacienty, které neprosli vstupnimi
vySetrenimi: Hrazena budou skute¢né provedena
vySetfeni béhem vstupni faze, a to maximalné za

pacientd, které neprojdou vstupnimi vySetfenimi. Platby
za pacienty, které neprojdou vstupnimi vySetfenimi, nad
limitfftakovych pacientti, podiéhaji pisemnému schvélent
zadavatele a pozadavek na proplaceni je tfeba zaslat
manazerovi programu nebo jinému zastupci zadavatele.
Pokud se schvaleny pocet pfipustnych plateb za pacienty,
které neprojdou vstupnimi vySetienimi, béhem studie
zméni, nebude nutné uzavirat kvili tomu dodatek k této
smlouve.

The total payment per screen failure patient is based on the
actual completion of assessments performed during the
screening period, based on the following table.

Celkovy poplatek za pacienta, ktery neprojde vstupnim
vySetfenim, zaleZi na skutecné provedenych procedurach
dle nasledujici tabulky.

All amounts in CZK / VSechny ¢astky jsou uvedeny v CZK:

Informed Consent/ Informovany souhlas

Medical History/ Historie zdravotniho stavu

Prior Medication History (Performed as part of Con Meds) / Historie uzivanych Iékd a

pfipravku (Soucasti ConMeds)

Inclusion/exclusion criteria / Vstupni a vylu€ovaci kritéria

Confirm ability to use EDS / Potvrzeni schopnosti pouzivat EDS

Serum chemistry, hematology, urinalysis / Laboratorni chemické vySetieni séra,

hematologie, analyza moci

Urine drug screen/ Vyhledavaci vySetfeni na léky v moCi

Blood draw/ Odbér krve

Lab Handling/ Manipulace se vzorky

Urine collection/ Sbér modi

Full physical examination/ Kompletni fyzikalni vySetfeni

Vital Signs and weight/ Vitalni funkce a hmotnost

Ocular Examination/ Oéni vySeteni

Ocular Examination subsequent visit/ O¢ni vySetieni na nasledujici navstévé

tabouall el
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Nasal Examination/ Nazalni vy$etieni

Nasoendoscopy/ Nazalni endoskopické vySetieni

Computed Tomography (CT) head/Poéita¢ova tomogfarie hlavy

Exacerbation Assessment / Hodnoceni exacerbace

Surgical Intervention Assessment / Hodnoceni chirurgického vykonu

SNOT-22

EQ-5D

SF-36v2

PQSI

QIDS

HPQ (subject completed)

SIT

PGIC

Dispense/collect study drug (OPN-375) / Vydani/vraceni hodnoceného pfipravku (OPN 375)

Review proper use of EDS / Kontrola sprdvného pouziti EDS

Treatment Compliance/ Dodrzovani pokynu k 1é¢bé

Provide/collect subject diary / Vydani a vraceni pacientského deniku

Review subject's diary entries/ Kontrola zaznamu v pacientském deniku

Contact IWRS / Kontakt s IWRS

Adverse Events Collection/ Sbér nezadoucich pfihod

Record Concomitant Medications/ Seznam dalsi uzivané medikace

Total / Celkem

AT
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