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| CLINICAL STUDY AGREEMENT

This Agreement is made this

ggf day of /ne¥~ , 2016 by and between:

Kyowa Hakko Kirin Pharma, Inc. with
offices at 212 Carnegie Center, Suite 101,
Princeton, New Jersey 08540, USA, represented in
the European Union by ProStrakan Ltd, Company
No. 03504711, located at Galabank Business Park,
Galashiels, TD1 1QH, UK (“Speonsor™), and

Nemocnice Znojmo, state contributory
organization, located at MUDr. Jana Janského
2675/11, 669 02 Znojmo, Czech Republic
(“Institution"), and

located at MUD.
Jana Janského 2675/11, 669 02 Znojmo, Czech
Republic ("Principal investigator”).

BACKGROUND

WHEREAS, Sponsor has requested the Principal
Investigator, to conduct a clinical study involving
the study drug KHK4083 ("Study Drug") according
to Protocol 4083-002 ("Protocol") entitied “A phase
2, multicenter, randomized, double-blind, placebo-
controlled multiple ascending dose study (induction
therapy and long-term extension therapy} of an
Anti-OX40 monoclonal antibody (KHK4083) in
subjects with moderately active ulcerative colitis”
("Study"), attached hereto as Exhibit A and
incorporated herein by reference; and

WHEREAS, Institution is equipped to
undertake the Study and Principal Investigator has
agreed to perform the Study at the Institution in
accordance with the terms and conditions of this
Agreement; and

be
and

WHEREAS, the Sponsor shall
responsible for managing the clinical
administrative aspects of the Study; and

WHEREAS, Sponsor has requested that
PS| CRO Czech Republic s. r. 0., V Parku 2343/24,
148 00 Praha 4 - Chodov, Czech Republic, IN:
28186775, TIN: CZ28196775 (“CRO") assume
some responsibilities regarding the clinical and
administrative aspects of the Study under a
separate agreement.

SMLOUVA O KLINICKEM
HODNOCENI

Tato smlouva se uzavira dne

/inmésiceﬂu_rdﬂ, 2016 mezi:

spolecnosti Kyowa Hakko Kirin Pharma,
Inc., se sidlem 212 Carnegie Center, Suite 101,
Princeton, New Jersey 08540, USA; v Evropské
unii zastoupenou spoleénosti ProStrakan Ltd, IC;
03504711 se sidlem Galabank Business Park,
Galashiels, TD1 1QH, Velka Britanie (,zadavatel*),
a

Nemocnice Znojmo, prispévkova
organizace, se sidlem MUDr. Jana Janského
2675/11, 669 02 Znojmo, Ceska republika

(,zdravotnické zafizeni“), a

I - o

Jana Janského 2675/11, 669 02 Znojmo, Ceska
republika (,hlavni zkousSejici‘).

VYCHODISKA

VZHLEDEM K TOMU,
pozadal hlavniho zkousejiciho o provedeni
kfinického  hodnoceni  pfipravku ~ KHK4083
(.hodnoceny pfipravek®) v souladu s protokolem
4083-002 (,protokol*) s nazvem ,Multicentricka
randomizovana dvojité zaslepena klinicka studie

Ze zadavatel

faze 2 kontrolovana placebem  hodnotici
vicenasobné vzestupné davky (indukéni a
dlouhodoba navazujici terapie) monoklonalni

protilatky Anti-OX40 (KHK4083) u pacientd se
stfedné zavaznou ulcerdzni kolitidou* ( klinické
hodnoceni) pfipojenym ktéto smlouvé jako
Pfiloha A a na zakladé odkazu tvofi nedilnou
soucast této smiouvy; a

VZHLEDEM K TOMU, Ze zdravotnické
zafizeni je vybaveno k provadéni klinického
hodnoceni a hlavni zkousejici souhlasil provést
klinické hodnoceni ve zdravotnickém zafizeni v
souladu s podminkami této smlouvy; a

VZHLEDEM K TOMU, Ze zadavatel je
odpovédny za fizeni klinickych a administrativnich
otazek klinického hodnoceni; a

VZHLEDEM K TOMU, ze zadavatel
pozadal spole¢nost PSI CRO Czech Republic s. .
0., V Parku 2343/24, 148 00 Praha 4 - Chodov,
Ceska republika, IC: 28196775, DIC: CZ28196775
(.CRO*, smluvni vyzkumna organizace), aby
prevzala nékteré povinnosti tykajici se klinickych a
administrativnich otazek klinického hodnoceni na
zakladé samaostatné smlouvy.

Smlouva o klinickém hodnoceni mezi hlavnim zkousejicim KKP a zdravotnickym zafizenim (Ceska republika) (4Dec15) (2Feb18)



NOW, THEREFORE, in consideration of
the premises and the mutual promises and
covenants expressed herein, the parties agree as
follows:

1. Performance of Study:

A Compliance with Laws. The
Institution and Principal Investigator shall not
perform the activities in the Protocol in any way

until the Protocol has been approved by the |

relevant ethics committee and authorization to
commence the Study has been obtained from the
relevant regulatory authority. Institution and
Principal Investigator agree to use commercially
reasonable and diligent efforts and professional
expertise to perform the Study in accordance with:
(a) the Protocol; (b) all applicable European, national
and local laws, guidelines, rules and regulations
including Act No 378/2007 Coll., on pharmaceuticals
(Act on Pharmaceuticals), Decree No 226/2008 Coll.,
on good clinical practice and detailed conditions of
clinical trials on medicinal products, Act No 372/2011
Coll., on health services and the terms and
conditions for the providing of such services (Health
Services Act), and Act no 101/2000 Coll., on the
protection of personal data, all as amended, (c) the
authorisation of the Study issued by the relevant
regulatory authorities including the European
Medicines Agency (EMA) and the State Institute for
Drug Control (SUKL); (d) the terms and conditions of
the relevant ethics committees' favourable opinions
and approvals; (e) the International Conference on
Harmonisation (ICH) guidelines and rules for Good
Clinical Practice (E6) established by the ICH (ICH
GCP); and (f)the principles of the Declaration of
Helsinki adopted by the World Medical Association
(1996 version).

B. Institution. Except for Study Drug
and any other drugs as specified in the Protocol
(“Study Materials”), the Institution shall provide all
of the facilities, supplies, equipment and personnel
necessary to conduct the Study. The Institution shalil
proceed diligently with the Study using geod-faith
efforts to allocate sufficient time, effort, equipment
and facifities for the conduct of the activities
thereunder and using personnel with sufficient skills
and experience as are required to accomplish the
objectives of the Study. The Institution’s obligations
in relation to the Study shall be performed under
the direction and control of the Principal
Investigator. The Institution shall ensure that the
Principal Investigator has access to each patient or
subject participating in the Study (“Study Subject”)
and assist the Principal Investigator in the
performance of the Study. The Institution and
Principal  Investigator will not conduct a
simultaneous clinical study or perform any
simultaneous research unrelated to the Protocol on
any Study Subject without the Sponsor’s prior

| written consent.

SE NYNI TUDIZ pfi zvaZeni predpokladli a
vzajemnych slibl a zaruk zde vyjadienych strany
dohodly nésledovné:

1. Provadéni klinického hodnoceni:

A. DodrZzovani zakonu. Zdravotnicke
zafizeni ani hlavni zkousejici nebudou nikterak

provadét aktivity popsané v protokoiu do doby, nez
bude protokol schvalen pfislugnou etickou komisi a
kompetentni regulacni organ wvyda schvaleni k
zahdjeni  kiinického hodnoceni. Zdravotnické
zafizeni a hlavni zkouSejici se zavazuji, Ze uplatni
komertné primérené a peclivé Usili a odborné
znalosti pii provadéni klinického hodnoceni v

souladu s: (a)protokolem; (b)vSemi platnymi
evropskymi, vnitrostatnimi a mistnimi zakony,
pokyny, pravidly a predpisy vcetné zakona

&. 378/2007 Sb., o l|écivech (zakon o lédivech),
vyhiagky €. 226/2008 Sb., o spravné klinicke praxi
a blizS8ich podminkach klinického hodnoceni
léCivych pripravkl, zakona &. 372/2011 Sb., o
zdravotnich ~ sluzbach a podminkdch jejich
poskytovani (zakon o zdravotnich sluzbach), a
zakona &. 101/2000 Sh., o ochrané osobnich (daju,

véechny ve znéni pozdéjSich  pfedpis(;
(c) schvalenim klinického hodnoceni
kompetentnimi  regulaénimi  organy, vcéetné

Evropské lékové agentury (EMA) a Statniho Ustavu

pro kontrolu lé&iv (SUKL);, (d)podminkami
stanovenymi v souhlasnych stanoviscich a
schvélenich pfislusnych etickych komisi;

(e) pokyny a pravidly spravné klinické praxe (E6),
(ICH GCP) stanovenymi na Mezinarodni konferenci
o harmonizaci (ICH); a (f)zasadami Helsinské
deklarace pfijaté Svétovou I|ékafskou asociaci
(verze z roku 1996).

B.
hodnoceného  pfipravku
uvedenych v protokolu (,studijni materialy")
poskytne zdravotnické zafizeni veskeré daldi
vybaveni, material, zafizeni a personal potiebne k
provadéni klinického hodnoceni. Zdravotnicke
zarizeni bude pfi provadéni klinického hodnoceni
postupovat s veSkerou naleZitou péci a v dobreé vife
uplatn! snahu k vynaloZeni dostatecného Casu a
Usili a. zajisténi vybaveni a zafizeni k provadéni
éinnosti popsanych v protokolu a vyuZije personal s
dostateénymi  dovednostmi a  zkuSenostmi
nezbytnymi k dosazeni cili klinického hodnoceni.
Zdravotnicke zafizeni bude pinit své povinnosti v
souvislosti s klinickym hodnocenim pod vedenim a
dohledem hlavniho zkous$ejiciho. Zdravotnické
zafizeni zajisti hlavnimu zkouSejicimu pristup ke
véem pacientim nebo subjektim uéastnicim se
klinického  hodnoceni  (,subjekt klinického
hodnoceni*) a poskytne hlavnimu zkouSejicimu
souc¢innost pfi provadéni klinického hodnoceni.
Zdravotnicke zafizeni a hlavni zkouSejici nebudou

Zdravotnické zafizeni. S vyjimkou
a dalsich pfipravkl
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C. Principal __ Investigator. The
Principal Investigator shall direct and control the
performance of all activities under this Study. The
Principal Investigator  shall  possess  all
qualifications necessary and ensure that the
Institution has all requirements necessary for the
performance of the Study. The Principal
Investigator shall organize members of the study
team including sub-investigators and other staff
and assign each study team member certain tasks
within the Study. The Principal Investigator shall
ensure that the Institution and study team perform
their obligations and comply with the terms and
conditions of this Agreement relevant to those
obligations. The Principal Investigator shall deliver
to the Sponsor true, complete and correct copies of
the Principal Investigator's (and relevant sub-
investigator's) medical licenses and curriculum
vitae. In the event that the Principal Investigator
ceases affiliation with Institution, Institution and
! Principal Investigator shall use reasonable efforts
to provide written notice to Sponsor at least two (2)
weeks prior to such cessation. Sponsor must
approve in writing any new Principal Investigator
designated by Institution. The new Principal
Investigator shall be required to agree to the terms
and conditions of this Agreement. In the event
Sponsor does not approve such new Principal
Investigator, Sponsor may terminate this
Agreement in accordance with Section 2 (B) below
and Institution shall take all necessary steps to
accommaodate Sponsor's decision.

D. Study Drug. The Sponsor shall not
supply the Study Drug or other Study Materials to
the Institution or Principal Investigator until the
Sponsor has received a favorable opinion or
approval of the Study from the relevant ethics
committee, and authorization of the Study has been
issued by the relevant regulatory authority. Neither
Institution nor  Principal  Investigator  shall:
(a) conduct research activities, transfer, sell, or
make any use of Study Materials other than for the
performance of the Study (b) handle or store the
Study Materials other than in accordance with the
directions given by the Sponsor, this Agreement,
the Protocol and all applicable laws and guidance;
(c) make any modifications to the Study Materials;
or (d) charge any Study Subject for the Study
Materials or the administration of the Study
Materials. The Institution and the Principal
Investigator shall take all reasonable steps to
ensure that at all times the Study Materials are
secure and not lost, stolen or damaged. At
completion or termination of the Study, the
Principal Investigator shall perform an accounting
of the quantity of the Study Materials and provide a
copy of that accounting to the Sponsor.

subjektl klinického hodnoceni provadét Zadne
soubézné klinické hodnoceni nebo vyzkum
nesouvisejici s protokolem.

C. Hlavni zkougejici. Hlavni
zkousejici povede a bude dohliZzet na provadeéni
vech ¢innosti v rdmci klinického hodnoceni. Hlavni
zkouSejici je povinen mit veSkeré nezbytne
kvalifikace a zajistit, 2e zdravotnické zarizeni
splfiuje vSechny pozZadavky nutné pro provadéni
klinického hodnoceni. Hlavni zkou3ejici bude
organizovat cleny tymu klinického hodnoceni,
véetnd spoluzkou$ejicich a dalSich pracovniku, a
bude tédmto élendm v ramci klinického hodnoceni
pfidélovat urcité ukoly. Hlavni zkousSejici je povinen
zajistit, aby zdravotnické zafizeni a tym klinického
hodnoceni plnily své povinnosti a dodrZovaly
podminky této smlouvy, které se tykaji jejich
povinnosti. Hlavni zkou3ejici je povinen poskytnout
zadavateli pravé, uplné a spravné kopie lékafskych
osvédceni a Zivotopisd hlavniho zkou$ejiciho (a
pfisludnych spoluzkou$ejicich). V pfipadé, Zze
hiavni  zkouSejici  ukonéi  spolupraci  se
zdravotnickym  zafizenim, jsou  zdravotnické
zafizeni a hlavni zkouSejici povinni vynaloZit
pfiméfené Usili a pisemné takové ukonéeni oznamit
zadavateli alespoii dva (2) tydny predem.
Zadavatel musi nového hlavniho zkou$ejiciho
jmenovaného zdravotnickym zafizenim pisemné
schvalit. Kazdy novy hlavni zkouSejici je povinen
odsouhlasit podminky této smiouvy. V pfipadé, Ze
zadavatel neschvali nového hlavniho zkousejiciho,
je zadavatel opravnén vypoveédét tuto smlouvu v
souladu s odstavcem 2(B) nize a zdravotnické
zarizeni ucini veSkeré nezbytné kroky, aby bylo
vyhovéno rozhodnuti zadavatele.

D. Hodnoceny pripravek. Zadavatel
nesmi poskytnout hodnoceny pripravek nebo jiné
studijni materidly zdravotnickému zafizeni nebo
hlavnimu zkousejicimu aZ do okamziku, kdy obdrzi
pfiznivé stanovisko nebo schvaieni klinickeého
hodnoceni od pfisludné etické komise a
kompetentni regulaéni organ klinické hodnoceni
schvali. Ani zdravotnické zafizeni ani hlavni
zkouSejici nesmi: (a) provadét vyzkumné aktivity,
pfevadét, prodavat nebo jinak vyuzivat studijni
materialy jinym zpusobem nez k provadéni
klinického hodnoceni; (b) manipulovat se studijnimi
materialy nebo je uchovavat jinak nez v souladu s
pokyny zadavatele, ustanovenimi teto smiouvy a
protokolu a v8emi platnymi zakony a pfedpisy; (c)
jakkoliv studijni materidly upravovat nebo (d)
Gétovat studijni materidly nebo nakladani se
studijnimi materidly  subjektim klinického
hodnoceni. Zdravotnické zafizeni a hlavni
zkousejici prijmou veskeré pfiméfené kroky, aby
zajistili, ze studijni materialy jsou zabezpecCeny a
nedojde k jejich ztraté, kradezi &i poskozeni. Pfi
dokonéeni nebo ukongeni klinického hodnoceni je
hiavni zkouSejici povinen provést vylctovani
mnoZstvi studijnich materidld a Kkopii tohoto
vyuétovani predloZit zadavateli.
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The Study Drug (or other Study Materials) shall be
delivered to the pharmacy of the Institution.
The Study Drug (or other Study Materials) shall be
supplied on working days from 07:00 am to 03:30
pm. The study team shall include a pharmacist who
shall be responsible for handling the Study Drug (or
other Study Materials) in compliance with the Good
Pharmacy Practice. The pharmacist shall be
notified in advance of each delivery of the Study
Drug (or other Study Materials) to the Institution.

The Study Drug (or other Study Materials) receipt
shall be confirmed in the IWRS by Principal
Investigator or by sub-investigators.

E. Protocol. The Sponsor shall
provide to the Institution and Principal Investigator
the Protocol and the information related to the
Study including the investigator brochure and
template for the Informed Consent Form. The
Protocol may be modified by the Sponsor only by a
written amendment ("Amendment”). The parties
acknowledge that Protocol Amendments are also
subject to approval by the responsible ethics
committee and by the relevant regulatory authority.
If it is necessary to deviate from the Protocol on an
emergency basis for the safety of a Study Subject
then under treatment, Principal Investigator will
notify Sponsor and the responsible ethics
committee as soon as practicable, but in no event
later than one working day after the change is
made. No such change made for the safety of
Study Subjects then under treatment will be applied
to any future Study Subjects unless it is approved
by Sponsor and the responsible ethics committee
and documented in a written Protocol Amendment.

F. Co-operation. The Institution and
Principal Investigator shall provide all reasonable
assistance and cooperation as the Sponser may
request in relation to any regulatory matter relating
to the Study.

2. Term and Termination:

A. Term. The term of this Agreement
shall begin on the date first above-mentioned and
end upon completion of the Study unless sooner
terminated in accordance with the terms hereof.

B. Termination. This Agreement may
be terminated by Sponsor at any time in the
exercise of its sole discretion upon fifteen (15)
days' prior written notice to Institution and Principal
Investigator. Reasons for which Sponsor may
terminate this Agreement include but are not limited
to: (a) bredch of contract; (b) receipt of safety

Mistem dodani Hodnoceného pfipravku (nebo
jinych studijnich material() bude Ustavni lékarna
Zdravotnického zafizeni. Dodavky Hodnoceného
piipravku (nebo jinych studijnich material() budou
realizovany v pracovnich dnech v dobé od 7,00 do
15,30 hod. Clenem skupiny zkous$ejicich bude
farmaceut zodpovédny za nakladani s
Hodnocenym pfipravkem (nebo s jinymi studijnimi
materidly) v souladu se spravnou lékarenskou
praxi. Tento farmaceut bude dopfedu informovan o
viech dodavkach Hodnoceného pripravku (nebo
jinych studijnich materiélll) do Zdravotnického
zafizenl.

Prijeti dodavky Hodnoceného pfipravku (nebo
jinyeh studijnich materiald) potvrzuje v IWRS hlavni
zkou$ejici nebo dalsi zkousSejici lékafi.

E Protokol.  Zadavatel poskytne
zdravotnickému zafizeni a hlavnimu zkouSejicimu
protokol a informace tykajici se klinického
hodnoceni, véetné Souboru informaci pro
zkousejiciho a vzoru formulafe informovaného
souhlasu. Protokol smi upravovat pouze zadavatel
formou pisemného dodatku (,dodatek"). Strany
berou na védomi, Ze dodatky k protokolu taktéz
podiéhaji schvaleni odpovédné etické komise a
pfislusného regulacniho organu. Pokud je v
akutnim pfipadé pro bezpeénost lé¢eného subjektu
klinického hodnoceni nutno odchylit se od
protokolu, hlavni zkoudejici to co moZna nejdfive
oznami zadavateli a odpovédné etické komisi,
nicméné nikoliv pozdéji nez jeden pracovni den
poté, co bude zména uéinéna. Zadna takova
zména provedena z divodu bezpecnosti subjektd
klinického hodnoceni, ktefi pravé podstupuji 18€bu,
nebude aplikovana pro zadné budouci subjekty
klinického hodnoceni, pokud nebude schvalena
zadavatelem a odpovédnou etickou komisi a
zdokumentovéana jako pisemny dodatek protokolu.

F. Souginngst. Zdravotnicke zafizeni
a hlavni zkousejici poskytnou veskerou pfimérenou
pomoc a souinnost poZzadovanou zadavatelem v
souvislosti s regulatornimi zalezitostmi tykajicimi se
kiinického hodnoceni,

2. Doba trvani a ukonéeni:
A. Doba trvani. Doba trvani této

smlouvy zapaéne dnem vySe uvedenym a skonél
pfi dokongeni klinického hodnoceni, pokud nebude
v souladu s podminkami této smlouvy ukoncena
drive,

B. Ukon€eni. Zadavatel je opravnén
vypovédét tuto smilouvu kdykoliv na zakladé
uplatnéni svého vyluéného prava, a to s vypovédni
Ilhdtou patnact (15} dnd po podani pisemné
vypovédi zdravotnickému zafizeni a hlavnimu
zkousejicimu. Davody, pro néz je zadavatel
opraynén vypovédét tuto smlouvu, mohou mimo
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information that makes it prudent to do so; or {c)
receipt of data suggesting lack of sufficient efficacy.
Notwithstanding the above, either Sponsor may
immediately terminate the Study and this
Agreement upon written notice to the other parties,
or Institution together with the Principal Investigator
may immediately terminate the Study and this
Agreement upon written notice to the Sponsor if:
(a) within the notifying party’s sole judgment, such
immediate termination is necessary based upon the
occurrence of a Serious Adverse Event or other
health or safety considerations for Study Subjects;
and (b) a material breach of this Agreement has not
been cured within thirty (30) days after a party has
provided written notice to the party in breach. Upon
receipt of notice of termination, Institution and
Principal investigator shall promptly terminate the
conduct of the Study to the extent medically
permissible for any Study Subject; provided
however, that to the extent termination of the Study
would be medically inappropriate for any Study
Subject, Institution and Principal Investigator may
continue the Study until a medically appropriate
course of treatment is determined with respect to
any such Study Subject. In the event of termination
hereunder, other than as a result of a material
breach by Institution or Principal Investigator, the
total sums payable by Sponsor pursuant to this
Agreement shall be equitably prorated for actual
work performed (and non-cancelable costs
committed) prior to the date of termination, with any
unexpended funds previcusly paid by Sponsor to
Institution and Principal Investigator being refunded
| to Sponsor. Thereafter Sponsor shall have no
further obligation to make any payments to the
Institution or Principal Investigator hereunder.

C. Return of Materials. Except as
otherwise provided in this Agreement, at the
Sponsor's discretion and expense, Institution and
Principal Investigator shall destroy or return to
Sponsor any unused Study Drug, other Study
Materials, clinical supplies and all Sponsor
Confidential Information as defined in Section 4(B)
of this Agreement (including any and all copies and
reproductions thereof), at the earlier of the
conclusion of the Study or termination of this
Agreement. In addition, Institution and Principal
Investigator shall destroy: (i) any notes, reports or
other documents prepared by or on behalf of
Institution or Principal Investigator which contain
Sponsor Confidential Information and (i) any
Sponsor Confidential Information which is in
electronic form or cannot otherwise be returned to
| Sponsor, provided however, that Institution may

jiné zahrnovat: (a) porudeni smiouvy; (b) ziskani
informaci o bezpeénosti, na jejichz zakladé je
rozumné smlouvu ukonéit; nebo (c) ziskani tdaji
naznacujicich nedostateénou ucinnost. Bez ohledu
na vysSe uvedené je zadavatel opravnén okamzité
ukonéit klinické hodnocenf a vypovédét tuto
smlouvu na zakladé pisemné vypovédi podané
ostatnim stranam nebo zdravotnické zafizeni
spolecné s hlavnim zkousejicim jsou opravnéni
okamzité ukoncit klinické hodnoceni a tuto smlouvu
na zakladé pfsemné vypovédi podané zadavateli,
pokud: (a)na zékladé vlastniho uvazeni
vypovidajici strany je takové okamzité ukonéeni
nutné na zakladé vyskytu zavazné neZadouci
pfihody nebo jinych obav souvisejicich se zdravim
éi bezpeénosti subjektl klinického hodnoceni; nebo
(b) podstatné poruSeni této smlouvy nebylo
napraveno ve |hité tficeti (30) dnl poté, co strana
pisemné toto porueni druhé strané oznamila. Na
zakladé prijeti vypovédi jsou zdravotnické zafizeni
a hiavni zkouSejicl povinni okamZité ukoncit
provadéni klinického hodnoceni u jednotlivych
subjektd klinického hodnoceni v lékafsky mozném
rozsahu; nicméné v rozsahu, v jakém by ukonéen|
klinického hodnoceni nebylo ze zdravotniho
hlediska pro subjekt klinického hodnoceni vhodné,
smi zdravotnické zafizeni a hlavni zkousejici
pokracovat v klinickém hodnoceni az do okamziku,
kdy bude stanoven z |ékafského hlediska vhodny
pribéh lééby s ohledem na takovy subjekt
klinického hodnoceni. V pfipadé takového
ukonéeni, které neni vysledkem podstatného
porudeni smlouvy =ze strany zdravotnického
zafizeni nebo hlavniho zkou$ejiciho, budou
celkové d¢astky splatné zadavatelem dle této
smlouvy pomémeé pfiznany za skute¢né vykonanou
praci {(a nezruliteiné dohodnuté naklady) pred
datem ukonéeni, pricemz vydaje dfive zadavatelem
zaplacené a zdravotnickym zafizenim a hlavnim
zkou$ejicim  nevynaloZzené  budou  vraceny
zadavateli. Poté nebude zadavatel dale zavazan k
dal$im platbam vyplyvajicim z této smlouvy vuéi
zdravotnickemu zafizeni nebo hlavnimu
zkouSejicimu.

C. Vréceni materidld. Neni-li v této
smlouvé uvedeno jinak, jsou dle rozhodnuti
zadavatele a na jeho naklady zdravotnické zafizeni
a hlavni zkousejici povinni zniit nebo zadavateli
vratit veSkery nepouzity hodnoceny pripravek, jiné
studijni materidly, klinicky material a v8echny
duvérné informace zadavatele, jak jsou definovany
v odstavci 4 (B) této smlouvy (véetné vSech jejich
kopii a reprodukci), a to pfi ukonéeni klinického
hodnoceni nebo ukonéeni této smlouvy dle toho, co
nastane dfive. Dale jsou zdravotnické zafizeni a
hlavni zkouSejici povinni zniGit: (i) veSkeré
poznamky, zpravy nebo dalsi dokumenty
vyhotovené zdravetnickym zafizenim nebo hlavnim
zkousejicim nebo jejich jménem, které obsahuji
davérné informace zadavatele a (i) veSkeré
diuvérné informace zadavatele, které jsou v
elekironické podobé nebo je jinak nelze vratit
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retain one (1) copy of Sponsor Confidential
Information for archival purposes only. Institution
and Principal Investigator shall, upon written
request, provide evidence of any destruction of
unused Study Drug, other Study Materials and all

Sponsor Confidential Information required by
Sponsor.
D. Survival. The obligations of the

parties under Sections 1(D), 2, 4, 5, 7,9, 10,12, 13
and 15 shall survive the termination or expiration of
this Agreement.

3. Ethics Committee / Informed
Consent:
A. Ethics Committee. Principal

Investigator shall be responsible for obtaining
approval of the Protocol, Informed. Consent and
Study advertisements, from the appropriate ethics
committee and regulatory authority prior to
commencement of the Study. In the event the
ethics committee requires changes in the Protocol
or Informed Consent, such changes shall not be
implemented until Sponsor is notified and gives its
written approval. The Protocal and the Informed
Consent shall not be revised without the prior
written agreement of Sponsor and the ethics
committee. If, through no fault of Institution or
Principal Investigator, the Study is disapproved by
the ethics committee, the Sponsor may terminate
this Agreement in accordance with Section 2B with
no penally to the Sponsor, the Institution or the
Principal Investigator, The Principal Investigator
shall keep the relevant ethics committee fully
informed of the progress of the Study. The
Institution or Principal Investigator shall promptly
forward to the Sponsor copies of all ethics
committee correspondence concerning the Study
and immediately notify the Sponsor of any refusal,
withdrawal or suspension of relevant ethics
committee's approval of the Study.

B. Informed Consent. Principal
Investigator shall also be responsible for obtaining
an informed consent document ('Informed
Consent’) signed by or on behalf of each Study
Subject, which shall be the document which
complies with all applicable European, national and
local laws and regulations and is approved in
writing by the Sponsor and the relevant ethics
committee, prior to the Study Subject's participation
in the Study. Principal Investigator shall give a
copy of the Informed Consent to each Study
Subject after it has been signed by all required
parties. The Institution and Principal investigator
may not amend the Informed Consent without the
prior written approval of the Sponsor and the
relevant ethics committee.

zadavateli, pficemz si véak muZe zdravotnické
zafizeni ponechat jednu (1) kopii davérnych
informaci zadavatele vyluéné pro archivaéni Gcely.
Zdravotnické zafizeni a hlavni zkouSejici jsou
povinni na pisemnou Zadost poskytnout dikaz
zniteni nepouzitého hodnoceného pfipravku,
ostatnich  studijnich materiald a veskerych
davérnych informaci pozadovanych zadavatelem.

D. Pretrvani platnosti. Zavazky stran
vyplyvajici z odstavet 1(D), 2, 4, 5,7, 9, 10, 12, 13
a 15 zdstavaji v platnosti i po vypovézeni nebo
ukonéeni této smlouvy.

3. Eticka komise / Informovany
souhlas:

A. Etickd komise. Hlavni zkou3ejici je
povinen ziskat schvaleni protokolu, informovaného
souhlasu a reklamnich materidll  klinického
hodnoceni od pfisludné etické komise a
regulaéniho organu jedté pfed zahdjenim klinického
hadnoceni. V piipadé, Ze eticka komise pozaduje
zmény v protokolu nebo informovaném souhlasu,
nebudou tyto zmény provedeny dfive, nez budou
oznameny zadavateli a ten je pisemné schvali.
Protokol a informovany souhlas nesmi byt
revidovany bez predchoziho pisemného souhlasu
zadavatele a etické komise. Pokud nebude klinické
hodnoceni bez zavinéni zdravotnického zarizeni
nebo hilavniho zkouSejiciho etickou komisi
schvaleno, je zadavatel opravnén ukoncit tuto
smlouvu v souladu s odstavcem 2B, a to bez
postihu viéi zadavateli, zdravotnickému zafizeni
nebo hlavnimu zkouSejicimu. Hlavni zkoudejici je
povinen pIné informovat prislu§nou etickou komisi
o postupu klinického hodnoceni. Zdravotnicke
zafizeni nebo hlavni zkouSejici jsou povinni
okam?ité postoupit zadavateli kopie veskeré
korespondence s etickou komisi tykajici se
klinického hodnoceni a bezodkladné zadavateli
oznamit  jakékoliv odmitnutl, stazeni nebo
pozastaveni schvalent klinického hodnoceni
prislusnou etickou komisi.

B. Informovany _souhlas.  Hlavni
zkousejici je dale povinen ziskat dokument
informovaného souhlasu (,informovany souhlas®)
podepsany kazdym subjektem klinického
hodnoceni nebo jeho jménem, coz bude dokument,
ktery bude splfiovat veskeré evropskeé, vnitrostatni
a mistni zakony a predpisy a bude pisemné
schvalen zadavatelem a pfisluSnou etickou komisi
pred Ucasti subjektd klinického hodnoceni v
klinickém hodnoceni. Hlavni zkou3ejici je povinen
poskytnout kopii informovaného souhlasu kazdému
subjektu klinického hodnoceni poté, co byl
podepsan viemi patficnymi stranami. Zdravotnické
zafizeni a hlavni zkousejici nejsou opravnéni ménit
informovany souhlas bez predchoziho pisemného
souhlasu zadavatele a prislusné eticke komise.
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4. Ownership of Data,

Confidentiality, Privacy and Publication:

A. Ownership. All case report forms
and other data (including without limitation, written,
printed, graphic, video, electronic, medical images,
audio material, and information contained in any
computer data base or computer readable form),
and any derivatives thereof, created or generated
by or on behalf of the Institution and Principal
Investigator in the course of conducting the Study
("Data") shall be the sole property of Sponsor and
any intellectual property rights in the Data upon
creation are deemed to be assigned automatically
to the Sponsor without any further compensation
being payable. Sponsor may utilize the Data in any
way it deems appropriate, subject to and in
accordance with applicable privacy laws and
Section 8(A) of this Agreement. Sponsor grants to
Institution and Principal Investigator a non-
exclusive, non-transferable license and right to use
the Data solely for internal nonprofit educational,
research and patient treatment purposes, provided
that each of the Institution and Principal
Investigator shall keep such Data in confidence as
required under Section 4(B).

B. Confidentiality. All  information,
including, but not limited to, Data, the Study Drug,
the Protocol, the investigator brochure, information
and material  disclosed under  previous
confidentiality agreements, information regarding
the Sponsor's and its affiliates’ operations,
Sponsor's and its affiliates’ patent applications,
formulas, manufacturing processes, basic scientific
data, prior clinical data and formulation information,
trade secrets or any information which a
reasonable person would conclude is the
confidential and proprietary information of Sponsor
and its affiliates, and which is supplied by Sponsor
or its representatives to Institution or Principal
Investigator or their respective representatives and
not previously published by or with the approval of
Sponsor (“Sponsor Confidential Information”) is
confidential and shall remain the sole property of
Sponsor. Both during and after the term of this
Agreement, Institution and Principal Investigator
shall not disclose, shall maintain in confidence and
shall use only for the purposes contemplated in this
Agreement the Sponsor Confidential Information.
The preceding obligations shall not apply to
Sponsor Confidential Information: (a) which has
become public knowledge through no fault of
Institution or Principal Investigator; (b} which
Sponsor agrees in writing in advance, may be used
or disclosed; (c) which is published in accordance
with paragraph D of this Section 4; (d)is
independently developed by the Institution or
Principal Investigator and this development can be
proven by contemporaneous evidence; or (e) is
required to be disclosed under any applicable law,

5. Vlastnictvi  Gdajtl, davérnost,

ochrana osobnich idaju a publikace:

A. Vlastnictvi. VSechny  zéznamy
subjektd hodnoceni a dalsi udaje (zejmena
pisemné, ti§téné, grafické, video, elektronicke,
zdravotni snimky, audio materidl a informace
obsazené v jakékoliv poéitacové databazi nebo
potitacové Citelné formé) a tdaje z nich odvozeng,
vytvofené nebo vyprodukované zdravotnickym
zafizenim a hlavnim zkousejicim nebo jejich
jménem v prabéhu provadéni klinického hodnoceni
{,udaje") budou vyluénym viastnictvim zadavatele
a veskera prava k dusevnimu vlastnictvim tdaji pfi
jejich vytvoreni se budou mit za to, Ze budou
automaticky prif¢ena zadavateli, a to bez jakékoliv
dalsi kompenzace. Zadavatel sml vyuZit (Odaje
jakymkoliv zpusobem, ktery povaZuje za vhodny,
pfiéemz tak musi &init v souladu s platnymi zakony
na ochranu osobnich Udaji a odstavcem 8(A) této
smlouvy. Zadavatel udéluje zdravotnickému
zafizeni a hlavnimu zkou$ejicimu nevyluénou a
nepfevoditelnou licenci a pravo pouZivat Udaje
vwluéné pro interni neziskové vzdélavaci,
vyzkumné a léebné Glely za pfedpokladu, Ze
zdravotnické zaffzeni i hlavni zkou$ejici uchovaji
tyto Udaje jako divérné v souladu s odstavcem
4(B).

B. Divérnost. VeSkeré informace,
zejména Udaje, hodnoceny pfipravek, protokol, |
Soubor informaci pro zkousejiciho, informace a
materidly zvefejnéné dle pfedchozich smiluv o
zachovani micenlivosti, informace o aktivitdch
zadavatele a jeho pfidruzenych spoleénosti,
Zadosti o patenty zadavatele nebo jeho
pfidruzenych  spoleénosti, receptury, vyrobni
procesy, zakladni védecké Udaje, pfedchozi
klinické udaje a informace o slozeni, obchodni
tajemstvi nebo informace, u nichZ by rozumny
clovék dovodil, Ze se jedna o dlvérné a chranéné
informace zadavatele a jeho pfidruzenych
spolenosti a které jsou poskytnuty zadavatelem
nebo jeho zastupci zdravoinickému zafizeni nebo
hlavnimu zkou3ejicimu nebo jejich pfislusnym
zéstupclm a které doposud nebyly se schvalenim
zadavatele zvefejnény (,davérmné informace
zadavatele®), jsou dOvémé a zuistanou ve
vyhradnim viastnictvi zadavatele. B&hem trvani
této smlouvy i po jejim ukonCeni nesmi
zdravotnické zafizeni a hlavni zkousejici duvérné
infformace zadavatele zvefejnit, musi je uchovat v
tajnosti a pouzivat pouze pro Ucely zamyslene v
této smiouvé. VySe uvedené povinnosti se
neuplatni na davérné informace zadavatele: (a)}
které se staly vefejné znamé nikoliv zavinénim
zdravotnického zarizeni nebo hlavniho
zkoudejiciho; (b) u nichz zadavate! prfedem
pisemné souhlas{, Ze mohou byt pouzity nebo
zvefejné&ny; (c) které jsou zvefejnény v souladu s
odstavcem D v tomto oddilu 4; (d)které jsou
nezavisle vyvinuty zdravotnickym zafizenim nebo
hlavnim zkouS$ejicim, pfi¢emZ tento wvyvoj lze
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regulation or court order, provided, however, that
the Institution and the Principal Investigator shall,
whenever possible, give Sponsor reasonable
advance notice of any proposed disclosure
pursuant to this exception so that Sponsor may
have the opportunity to contest or seek to limit such
disclosure. It is understood and agreed that
disclosure by Institution or Principal Investigator of
Sponsor Confidential Information to CRO in
accordance with CRQ's participation in the
management or administration of the Study is
| permitted, and shall not constitute a violation of
| Institution’s or Principal Investigator’s obligations of
confidentiality under this Agreement. The Sponsor
makes no express or implied representation as to
the accuracy or completeness of the Sponsor
Confidential Information.

C. Privacy Laws. The parties agree
that with respect to the collection, use, storage,
transfer, deletion, disclosure or other forms of
processing of personal data, as defined by
applicable data protection and privacy laws
(“Personal Data”) each party shall comply with
those applicable data protection and privacy laws.
The Institution and the Principal Investigator shall
be jointly responsible for the processing of
Personal Data relating to Study Subjects and shall:
(a) process Personal Data relating to Study
Subjects in accordance with and solely for the
purposes of the performance of this Agreement;
and (b) except where otherwise required under
Sections6 and 7, and satisfying legal and
regulatory requirements, provide to the Sponsor
and the CRO ali data and reports relating to Study
Subjects solely in encoded form so as to exclude
re-identification of the Study Subjects and
implement technical measures to exclude possible
re-identification. The Institution and the Principal
Investigator may provide Personal Data relating to
the Principal Investigator and other members of the
study team, the processing of which may be
subject to applicable data protection and privacy
laws. The Principal Investigator is aware, and the
Institution and the Principal Investigator shall
ensure that the other members of the study team
are aware, that their Personal Data will be used,
processed and stored by the Sponsor for ensuring
proper conduct of the Study, review by a regulatory
authority,  satisfying legal or- regulatory
requirements, and maintaining databases for use in
selecting sites in future clinical studies. The
Principal Investigator consents, and the Institution
and the Principal Investigator shall obtain the
consent of the other members of the study team, to
the use, processing and storage of their Personal
Data for these specific purposes. The Principal
Investigator consents, and the Institution and the
Principal Investigator shall obtain the consent of the
other members of the study team, to the transfer of

prokazat soubéznymi dikazy; nebo (e) které musi
byt zvefejnény v souladu s platnym zakonem,
prfedpisem nebo nafizenim soudu, pficemZ vsak
zdravotnické zafizeni a hlavni zkousejici, kdykoliv
to bude mozné, podaji zadavateli v pfimérené Ihaté
oznameni o navrhovaném zvefejnéni dle této
vyjimky tak, aby zadavatel mél pfileZitost
protestovat nebo se snazit o omezeni takového

zvefejnénil. Rozumi se a je dohodnuto, Ze
zvefejnéni  ddvérnych  informaci  zadavatele
zdravotnickym zafizenim nebo hlavnim

zkousejicim smluvni vyzkumné organizaci v
souladu s u€asti smluvni vyzkumné organizace pfi
fizeni a spravé klinického hadnoceni je povoleno a
nepfedstavuje poruseni zévazk( zdravotnického
zafizeni nebo hlavniho zkou$ejiciho k zachovéani
davérnosti dle této smilouvy. Zadavatel nevydavé
zadné vyslovné & implikované zaruky ohledné
pfesnosti nebo UGplnosti  divérnych informaci
zadavatele.

C. Zakony na ochranu _osobnich
udajl. Strany se zavazuji, ?e v souvislosti se

shromazdovanim,  pouzZivanim, uchovavanim,
pfevodem, mazanim, zvefejfiovanim a dalSimi
formami zpracovavani osobnich (daj, jak je
definovano platnymi zékony na ochranu osobnich
udajt (,osobni udaje®), bude kaZda ze stran tyto
platné zakony na ochranu osobnich (dajl
dodrzovat. Zdravotnické =zafizeni a hlavni
zkouSejici budou spolecné odpovédni za
zpracovavani osobnich (daji subjektd klinického
hodnoceni a jsou povinni: (a) zpracovavat osobni
Udaje subjektd klinického hodnoceni v souladu s
touto smlouvou a vyluéné pro UGéely jejiho
provadéni; a (b) nestanovi-li odstavce 6 a 7 jinak, v
souladu se zakonnymi a regulaénimi poZadavky,
poskytovat zadavateli a smluvni vyzkumné
organizaci veskeré Udaje a zpravy tykajici se
subjekt( klinického hodnoceni vyluéné v kédované
formé, aby byla vylouéena opakovana identifikace
subjektl klinického hodnoceni a zavést technicka

opatfeni k vylouéeni moZné opakované
identifikace. Zdravotnické zafizeni a hlavni
zkouSejici mohou poskytnout osobni U(daje

hlavniho zkou3ejictho a dalSich &lend tymu
klinického hodnoceni, pfitemz jejich zpracovani
muZe podiéhat platnym zakonim na ochranu
osobnich Gdaju. Hlavni zkou$ejici bere na védomi
a zdravotnické zafizeni a hlavni zkousSejici jsou
povinni zajistit, aby ostatni ¢lenové tymu klinického
hodnoceni vzali na védomi, Ze jejich osobni udaje

budou pouZity, zpracovdny a uchovany
zadavatelem Kk zajisténl Fadného provadéni
klinického hodnoceni, pfezkoumani regulaénim

organem, uspokojeni zakonnych a reguladnich
poZadavk( a k vedeni databazi pro Udely vybéru
center pro budouci klinickd hodnoceni. Hlavni
zkousejici souhlasi a zdravotnické zafizeni a hlavni
zkouZejici ziskaji souhlas ostatnich ¢lent tymu
klinického hodnoceni s pouZivanim,
zpracovavanim a uchovavanim jejich osobnich
Gdajl pro tyto konkrétni dcely. Hlavni zkousejici
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their Personal Data outside the European(

Economic Area including to the Sponsor's
headquarters in the U.S.A. where a different data
protection regime applies.

D. Publication. In connection with any
Data or any other data or information generated
from the Study or the services conducted
hereunder by the Institution or Principal
Investigator, Sponsor shall have the right to publish
such Data and information without approval from
the Institution or Principal Investigator. The
Institution and Principal Investigator shall have the
right to publish the results of research and any
background information provided by Sponsor that is
necessary to include in any publication of research
results or necessary for other scholars to verify
such research results. Prior to submission of any
materials for publication or presentation, the
institution and Principal Investigator will provide the
Sponsor with at least sixty (60) days for review of
such materials for the proposed publication or
presentation. The Sponsor, the Institution and
Principal Investigator will use reasonable efforts to
arrange expedited reviews of the proposed
publication or presentation. If the Sponsor identifies
any of the Sponsor's Confidential Information in
such proposed publication or presentation, the
Institution and Principal Investigator will delete such

information from same. Notwithstanding the
foregoing, no publication, including without
limitation, paper, abstract, poster session or

presentation that incorporates Sponsor Confidential
Information will be submitted for publication without
Sponsor's prior written consent. If requested in
writing, the Institution and Principal Investigator will
withhold such publication for up to an additional
ninety (90) days to allow for filing of a patent
application. The Institution and the Principal
Investigator shall be responsible for the compliance
of all study investigators and other Institution
personnel involved with the Study with the
provisions of this paragraph. If the Study is part of a
multicenter study, the Institution and Principal
Investigator of such Study agree that the first
publication of the results of such Study shall be
made in conjunction with the presentation of a joint,
multicenter publication of the Study results with the
investigators and the institutions from all
appropriate sites contributing data, analyses and
comments. However, if such a multicenter
publication is not submitted within twelve (12)
months after the data base has been locked,
abandonment or termination of the Study at all
sites, or after Sponsor confirms there will be no
multicenter Study publication, the Institution and/or
such Principal Investigator may publish the results
from the Institution site individually in accordance
with this paragraph.

souhlasi a zdravotnické zafizeni a hlavni zkousejici
ziskaji souhlas ostatnich ¢leni tymu klinického
hodnoceni s pfevodem jejich osobnich Gdaji mimo
Evropsky hospodafsky prostor, véetné centraly
zadavatele ve Spojenych statech, kde plati jiny
rezim ochrany osobnich Gdajb.

D. Publikace. V souvislosti se viemi
Udaji nebo jinymi Gdaji &i informacemi vytvofenymi
na zakladé klinického hodnoceni nebo sluzeb
provadénych dle této smlouvy zdravotnickym
zarizenim nebo hlavnim zkousSejicim ma zadavatel
pravo zvefejnit tyto Udaje a informace bez
schvaleni ze strany zdravotnického zafizeni nebo
hlavniho zkous$ejiciho. Zdravotnické zafizeni a
hlavni zkouSejicl maji pravo zvefejnit vysledky
vyzkumu a jakékoliv vychozi informace poskytnuté
zadavatelem, které je nezbytné v publikaci
vysledkd vyzkumu uvést, nebo jsou nezbytné pro
ostatni védce, aby mohli ovéfit tyto vysledky
vyzkumu. Pred pfedlozenim jakychkoliv materidld k
publikaci nebo prezentaci poskytne zdravotnické
zafizeni a hlavni zkouSejici zadavateli alespon
Sedesat (60) dnl k pFezkoumani t&chto materiall
pro navrhované zvefejnéni nebo prezentaci.
Zadavatel, zdravotnické zafizeni a hlavni
zkouSejici uplatni pfiméfenou snahu pro rychié
pfezkoum&ni navrhovaného zvefejnéni nebo
prezentace. Pokud zadavatel v takovém
navrhovaném  zvefejnéni nebo  prezentaci
identifikuje ~ davérné  informace  zadavatele,
zdravotnické zafizeni a hlavni zkouSejici takové
informace z téchto dokumentl vymaZou. Bez
ohledu na vySe uvedené nesmi byt k publikaci bez
pfedchoziho pisemného souhlasu zadavatele
pfedloZena 2adna publikace, zejména esegj,
abstrakt, poster nebo prezentace, kierd obsahuje
divérné informace zadavatele. Bude-li to vyZadano
pisemné, zdravotnické zafizeni a hlavni zkousejici
pozdrzi takové zvefejnéni az na dalSich devadesat
{90) dnl, aby bylo moZné podat Zadost o patent.
Zdravotnické zafizeni a hlavni zkousejici jsou
odpovédni za to, Zze vSichni zkouSejici a dalsi
pracovnici zdravotnického zafizeni podilejici se na
klinickém hodnoceni budou dodrzovat ustanoveni
tohoto odstavce. Pokud je klinické hodnoceni
soucasti multicentrického Klinického hodnocent,
pak zdravotnické zafizeni a hlavni zkouSejici
takového klinického hodnoceni souhlasi s tim, Ze
prvni  publikace vysledk( tohoto klinického
hodnoceni bude uginéna ve spojeni s prezentaci
spoleéné multicentrické  publikace  vysledkl
klinického hodnoceni spole€né se zkousejicimi a
zdravotnickymi zafizenimi ze vSech pfisluSnych
center, ktera poskytnou Udaje, analyzy a
komentafe. AvSak pokud takova multicentricka
publikace nebude prediozena ve Ihité dvanacti
(12) mésicl po uzavfeni databaze, pferueni nebo
ukonéeni klinického hodnoceni ve vSech centrech
nebo poté, co zadavatel potvrdi, Ze se Zzadna
multicentrickd publikace o klinickém hodnoceni
nepfipravuje, pak zdravotnické zafizeni a/nebo
hlavni zkou$ejici smi zvefejnit vysledky za
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E Study Reqistration by Sponsor.
Sponsor commits to register the Study and publish
the resuits in a free, publicly accessible clinical
trials registry in accordance with applicable law.

5. Patents and Inventions:

A. Study-Related Discoveries _and
Inventions. All rights to any discovery or invention
conceived or reduced to practice (including any of
Sponsor’'s, Sponsor's parent or affiliated
companies’ pre-existing rights) as a result of the
Study or any wark conducted under this Agreement
that are related to the Study Drug, or are
dependent upon or related to Sponsor's or
Sponsor's parent or affiliated companies’
intellectual property rights or patent claims, or are
expressly anticipated by the Protocol shall belong
to Sponsor. Institution and Principal Investigator
are deemed to assign automatically to Sponsor the
sole and exclusive ownership thereto without any
further compensation being payable. Institution
and Principal Investigator shall promptly disclose to
Sponsor any invention or discovery arising under
this Agreement. Upon reasonable request from the
Sponsor, the Institution and Principal Investigator
shall execute, and shall have its employees and
representatives provide all necessary information
and execute, all documents necessary to transfer
all right, tite and interest in and to any such
invention or discovery to Sponsor at the Sponsor's
expense.

B. Other Discoveries and Inventions.
All other discoveries or inventions conceived or
reduced to practice solely by the Principal
Investigator, Institution, or any of its employees
without the use of the Study Drug or any Sponsor

Confidential Information shall belong to the
Institution.
6. Reporting of Data: Principal

Investigator agrees to provide Sponsor and/or CRO
periodically and in a timely manner during the term
of this Agreement with the Data called for in the
Protocol on properly completed case report forms.
Case report forms shall be submitted pursuant to
the schedule provided in Exhibit B. Principal
investigator shall notify Sponsor within twenty-four
(24) hours after discovery of any serious and/or
unexpected adverse drug experience (as defined in
the Protocol) affecting any Study Subject. Principal
Investigator further shall follow up such notification
with appropriate reports in compliance with all
applicable !egal and regulatory requirements.

zdravotnické zafizeni samostatné v souladu s timto
odstavcem.

E. Reagistrace _klinického _hodnoceni
zadavatelem. Zadavatel se =zavazuje klinické
hadnoceni registrovat a zvefejnit vysledky ve
vefejné a zdarma pfistupném rejstitku klinickych
hodnoceni v souladu s platnymi zakony.

5. Patenty a vynilezy:

A. Objevy a vynalezy souvisejici s
klinickym __hodnocenim. V8echna prava Kk
jakémukoliv objevu nebo vynalezu ziskanému nebo
uplatnénému v praxi (v€etné jiz existujicich prav
zadavatele, matef'ské spolecnosti zadavatele nebo
pridruZzenych spolecnosti) jako vysledek klinického
hodnoceni nebo &innosti provadéné dle této
smlouvy, kterd souvisi s hodnocenym pfipravkem,
nebo jsou zdvisléa &I souvisi s pravy duSevniho
vlastnictvi nebo patentovymi naroky zadavatele,
matefské spoleénosti zadavatele nebo
pfidruzenych spole€nosti, nebo ktera jsou vyslovné
pfedpokladana protokolem, patfi zadavateli. Ma se
za to, Ze zdravotnické zafizeni a hlavni zkou$ejici
automaticky pfiznavaji zadavateli vyhradni a
vyluéné vlastnictvi k nim, a to bez jakékoliv dalsi
kompenzace. Zdravotnické zafizeni a hlavni
zkous$ejici jsou povinni bez odkladu informovat
zadavatele o jakémkoliv vynalezu nebo objevu,
které vzniknou na zakladé této smlouvy., Na
zakladé pfimérené Zadosti zadavatele zdravotnické
zafizeni a hlavni zkou$ejic! vyhotovi a od svych
zaméstnancl a zastupcl ziska veskeré nutné
informace a tito taktéZz vyhotovi veSkeré dokumenty
nezbytné k prevodu vSech prav, narokt a zajmu k
takovému vynalezu nebo objevu na zadavatele na
naklady zadavatele.

B. Dals| objevy a vynadlezy. VSechny
dalsi objevy nebo vynalezy ziskané nebo uplatnéné

v praxi vyluéné hlavnim zkousejicim,
zdravotnickym zafizenim nebo nékterym z jejich
zaméstnancld, které vzniknou bez pouziti
hodnoceného piipravku nebo davérnych informaci
zadavatele, budou pfiznany zdravotnickému
zafizeni.

6. Vykazovani udaju: Hlavni
zkousSejici se zavazuje, Ze poskytne zadavateli
afnebo smluvni vyzkumné organizaci pravideing a
véas v pribéhu trvani této smlouvy udaje, které
vyzaduje protokol v fadné vyplnénych zaznamech
hodnoceni subjektu. Zaznamy hodnoceni subjektu
budou predkladany v souladu s harmonogramem
uvedenym v priloze B, Hlavni zkousejici je povinen
informovat zadavatele ve |haté dvaceti ¢tyf (24)
hodin poté, co zjisti jakykoliv zavazny a/nebo
neocekavany nepfiznivy G¢inek pfipravku (jak je
definovan v protokolu), ktery se objevil u subjektu
klinického hodnoceni. Hlavni zkouSejici je dale
povinen po takovém oznameni vydat pfisluiné
zpravy v soulacu s platnymi  zakonnymi a
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7. Monitoring of Study:

A. Records. The Institution and
Principal Investigator shall retain and store
complete, current and, accurate case report forms,
and “Essential Documents” and “Source
Documents” (as defined by ICH GCP) in a secure
place for review by representatives of the Sponsor,
the CRO, and regulatory or other government
authorities. The Institution and Principal
Investigator shall retain and store these documents
for at least: (a) two (2) years after the last grant of
marketing authorization for the Study Drug by a
regulatory authority for a country included in the
Study and until there are no further applications for
marketing authorization for the Study Drug pending
or contemplated by the Sponsor; (b) five (5) years
after the Sponsor has notified the Institution or
Principal Investigator that the Study has been
discontinued or completed; or {c)the minimum
period required by applicable laws and regulations,
whichever is the longest period.

B. Inspections/Audits. During the term
of this Agreement, Institution and Principal

Investigator agree to permit representatives of
Sponsor, CRO, and/or the regulatory or other
government authorites to examine at any
reasonable time during normal business hours: (a)
the facilities where the Study is being conducted;
(b) raw Study data including original Study Subject
records, if allowed under the terms of the Informed
Consent; and (c) any other relevant information
necessary to confirm that the Study is being
conducted in conformance with the Protocol and in
compliance with applicable laws and regulations,
including, without limitation, access to research
staff. Institution and Principal Investigator shall
immediately notify Sponsor if a regulatory or other
government authority schedules or, without
scheduling, begins an inspection and shall
promptly, upon issuance, provide Sponsor a copy
of any correspondence resulting from any such
inspection. The Institution and Principal
investigator shall allow the Sponsor, the CRO and
their representatives to take copies of all Study
records and other documentation.

C. Corrective Action. Institution and
Principal Investigator will promptly resolve any
discrepancies that are identified between Study
Data and any Study Subject's medical records.
Institution and Principal Investigator agree to take
any reasonable actions requested by Sponsor to
cure deficiencies noted during an audit or
inspection. Institution and Principal Investigator will
promptly forward to Sponsor any inspection

regulacénimi pozadavky.

7. Monitorovani klinického
hodnoceni:
A. Zaznamy. Zdravotnické zafizeni a

hlavni zkous$ejici jsou povinni uchovat a uschovat
kompletni, aktuaini a prfesné zaznamy subjektu
hodnoceni a ,dulezité dokumenty’ a ,zdrojove
dokumenty" (jak jsou definovany v ICH GCP) na
bezpeéném misté, aby je mohli pfezkoumat
zastupci zadavatele, smluvni vyzkumné organizace
a reguladnich nebo jinych statnich Gfado.
Zdravotnické zafizeni a hlavni zkou3ejici jsou
povinni uchovat a uschovat tyto dokumenty
alespofi po dobu: (a)dvou (2) let po poslednim
udéleni registrace  hodnoceného  pfipravku
regulaénim organem v zemi zapojené do klinického
hodnoceni a do okamziku, kdy jiz nebudou zadné
daldi nevyfizené nebo zamySlené Zadosti o
registraci ze strany zadavatele; (b) pét (5) let pote,
co zadavatel oznami zdravotnickému zafizeni nebo
hlavnimu zkou$ejicimu, Ze klinické hodnoceni bylo
preruSeno nebo dokonéeno; nebo (c) minimalni
dobu pozadovanou platnymi zakony a predpisy, dle
toho, které obdobi bude nejdelsi.

B. Kontroly/audity. Zdravotnicke
zaffzeni a hlavni zkousejici se zavazuji, Ze v dobée
trvani této smlouvy umozni zastupcim zadavatele,
smluvni vyzkumné organizace a/nebo regulaénich
&i jinych statnich organil prezkoumat v priméreném
dase béhem standardni pracovni doby: (a)
prostory, kde se klinické hodnoceni provadi; (b)
nezpracované Udaje z klinickeho hodnocenl,
véetné originald zadznaml subjektl klinického
hodnoceni, pokud to umoziuji podminky
informovaného souhlasu; a (c) veSkeré dalsi
relevantni informace nezbytné k potvrzeni, Ze
klinické hodnoceni je provadéno v souladu s
protokolem a v souladu s platnymi zakony a
pfedpisy, zejména pfistup k vyzkumnému tymu.
Zdravotnické zafizeni a hlavni zkouSejici jsou
povinni okamzité informovat zadavatele, jestlize
regulaéni nebo jiny statni organ naplanuje nebo
bez naplanovani zahaji kontrolu, a jsou povinni
bezodkladné po jejim vyhotoveni poskytnout
zadavateli kopii veSkeré korespondence vyplyvajici
z této kontroly. Zdravotnické zafizeni a hlavni
zkousejici jsou povinni umoznit zadavateli, smiuvni
vyzkumné organizaci a jejich zastupcim vyhotovit
kopie véech zdznamu klinického hodnoceni a dalsi
dokumentace.

C. Naprayné opatfeni. Zdravotnicke
zafizeni a hlavni zkousejici bezodkladné vyfesi
veSkeré nesrovnalosti, které jsou zjiStény mezi
Gdaji hodnoceni a lékafskymi zaznamy subjektl
klinického hodnoceni. Zdravotnické zafizeni a
hlavni zkoudejici se zavazuji, Ze pfijmou veskerd
pfiméfena opatfeni poZadovana zadavatelem k
napravé nedostatkl zaznamenanych béhem auditu
& .kontroly. Zdravotnické zafizeni a hlavni
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 findings that Institution or Principal Investigator
receives from a regulatory or other government
authority. In addition, Sponsor shall have the right
to review and approve any correspondence to a
regulatory or other government authority generated

| as a resuit of an inspection prior to submission by

Institution or Principal Investigator.

8. Compliance _ with licable
Laws:
A. Healthcare Compliance. The

parties to this Agreement specifically shall comply
with all applicable laws, rules and regulations
regarding kickbacks and physician referrals.
Accordingly, no part of any consideration paid
hereunder is a prohibited payment for the
recommending or arranging for the referral of
business or the ordering of items or services; nor
are the payments intended to induce illegal
referrals of business. In the event that any part of
this Agreement is determined to violate European,
nationa! or local laws, rules, or regulations, the
parties agree to negotiate in good faith revisions to
the provision or provisions that are in violation. In
the event the parties are unable to agree to new or
modified terms as required to bring the entire
Agreement into compliance, any party may
terminate this Agreement on sixty (60) days written
notice to the other parties.

B. Anti-Bribery Compliance. The
institution and Principal Investigator shall not,
directly or indirectly, offer or pay, or authorise an
offer or payment of, any money or anything of value
to any officer or employee of a government, public
international organisation or any department or
agency, or to any person acting in an official
capacity including acting for a public agency, public
enterprise, any political party or party official, or any
candidate for public office ("Public Official") or
public entity with the knowledge or intent that the
payment, promise or gift, will be made in order to
influence an official act or decision that may assist
the Sponsor, the Insfitution or the Principal
Investigator in securing an improper advantage,
obtaining or retaining business, or directing
business to any person or entity ("Official Act").
The Institution and Principal Investigator each
represents and warrants that neither itself nor any
individual or entity acting on its behalf is a Public
Official with the ability to influence an Official Act.
The Institution and Principal investigator will notify
the Sponsor promptly in writing if the Principal
Investigator or any person or entity acting on the
Institution’s behalf becomes a Public Official with
the ability to influence an Official Act.

zkoudejici bezodkladné postoupi zadavateli
kontroini zjiténi, které zdravotnické zafizeni nebo
hlavni zkousejici obdrzi od regulacniho neba jinéha
statniho organu. Déale bude mit zadavatel prave
prezkoumat a schvalit veSkerou korespondenci pro
regulacéni nebo jiny statni organ vyhotovenou jako
vysledek kontroly, a to je5t& pred jejim odeslanim
zdravotnickym zatizenim nebo hlavnim
zkousejicim.

8. Dodrzovani platnych zédkoni:

A. Dodrzovani zakont_platnych pro
sektor zdravotnictvi. Strany této smlouvy jsou

povinny dodrzovat jmenovité vSechny platné
zakony, pravidla a predpisy tykajici se provizi a
doporuceni lékard. V souladu s tim neni Zadna &ast
odmény vyplacené dle této smlouvy zakézanou
platbou za doporuceni nebo zaji§téni doporuéeni
zakazky nebo objednani zboZi Ci sluZeb: platby
také nejsou uréeny k nezakonnému doporuceni
zakazek. V pfipadé, Ze bude jakakoliv cast této
smlouvy shledana, Ze poruSuje evropsks,
vnitrostatni riebo mistni zaékony, pravidla nebo
pfedpisy, se strany zavazuji, Ze v dobré vife
vyjednajf dpravu ustanoveni, které nebo ktera jsou
s t&mito predpisy v rozporu. V pfipadé, Ze se strany
nejsou schopné dohodnout na novych nebo
upravenych podminkédch tak, aby cela smiouva
byla v souladu s platnymi pfedpisy, je kterdkoliv ze
stran opravnéna vypovédét tuto smlouvu pisemnou
vypovédi podanou ostatnim strandm s vypovédni
IhGtou v délce Sedesati (60) dnd.

B. DodrZovani zakont proti
Uplatkafstvi.  Zdravotnické zafizeni a hlavni
zkousejici nesmi, pfimo €i nepfimo, nabidnout &i
zaplatit nebo schvalit nabidku &i platbu penéznich
prostfedkd nebo cehokoliv hodnotného Gfednikovi
nebo zaméstnanci vlady, vefejné mezinarodni
organizace nebo ministerstva & Gfadu nebo
jakékoliv osobé jednajici z Gfedni pozice, veetné
osob jednajicich za vefejny G(fad, statni podnik,
politickou stranu, nebo politickému zastupci Ci
kandidatovi na vefejnou funkci (,afedni osoba“)
nebo Ufednimu subjektu se znalosti nebo imyslem,
Ze platba, slib nebo dar budou ucinény s cilem
ovlivnit ufedni postup nebo rozhodnuti, které by
napomohlo zadavateli, zdravotnickému zafizeni
nebo hlavnimu  zkouSejicimu pfi  zajisténi
nepatficné vyhody, ziskani nebo udrZeni zakazky
nebo zajidténi zakazky pro urditou osobu nebo
subjekt (,Gredni postup®). Zdravotnické zafizeni a
hlavni zkouSejici kazdy prohlasuji a zaruduji, Ze oni
sami nebo jakakoliv osoba nebo subjekt jednajici
jejich jménem nejsou ufedni osobou se schopnosti
ovlivnit Ufedni postup. Zdravotnické zafizeni a
hlavni zkou$ejicl oznami pisemn& a bezodkladné
zadavateli, pokud se hlavni zkoudejici nebo
jakékoliv osoba nebo subjekt jednajici jménem
zdravotnického zafizeni stanou Ufedni osobou se
schopnosti ovlivnit Gfedni postup.

12227




9. Indemnification:

A. Indempnification by Sponsor.
Sponsor shall defend, indemnify and hold harmless
Institution, and its, trustees, officers, agents, and
employees including the Principal Investigator
(together, “Institution Indemnitee(s)’) from any
and all losses, costs, expenses, liabilities, claims,
actions and damages (“Liabilities”), based upon a
personal injury to a Study Subject arising out of the
performance of the activities pursuant to the
Protocol except for and to the extent that the
Liabilities result from:

(a) any failure or inability of
any Institution Indemnitee to: (i) comply with any
applicable governmental law, regulation or
requirement; (ii) adhere to the terms and conditions
of the Protocol; or (iii)adhere to written
recommendations and written instructions delivered
to such Institution Indemnitee by or on behalf of
Sponsor concerning the administration and use of
any drug substances, including any placebo,
involved in the Study; or

(b) the negligent act or
omission or wiilful misconduct by any Institution
Indemnitee; or

(c) any breach of this
Agreement by any Institution Indemnitee.
B. Indemnification by  Institution.

Institution shall defend, indemnify and hold
harmless the Sponsor, and its, trustees, officers,
agents, and employees, and the CRO, (together,
“Sponsor Indemnitee(s)’) from any and all
Liabilities resulting from actions of an Institution
Indemnitee described in Section 9(A)(a), {b) and

{c).

C. Conditions of Indemnification. For
the purposes of this Section, "Indemnitees" shall
mean any Institution Indemnitee or Sponsor
Indemnitee and “Indemnifying Party” shall mean
the party that is obligated to indemnity the
Indemnitee under Section 9(A) or 9(B). The
obligation of an Indemnifying Party to defend,
indemnify and hold harmless hereunder shall apply
only if: {a) the Indemnitee provides prompt written
notice of all pertinent data surrounding the incident
to the Indemnifying Party upon the discovery of any
claim or suit; {b) the Indemnifying Party and its
attorneys and personnel have the option to assume
and control the defense of such claims or suits,

including, but not limited to any pretrial procedure, |
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9, Odskodnéni:
A. Qdskodnéni ze strany zadavatele.
Zadavatel  ochrani, odskodni a  zprosti

odpovédnosti zdravotnické zafizeni a dleny jeho
pfedstavenstva, feditele, zastupce a zaméstnance,
véetné hlavniho zkousSejiciho (spole¢né
,odskodriované strany zdravotnického
zafizeni*) v0¢i vSem ztratam, nakladim, vydajim,
zavazkim, narokim, Zalobam a Skodam
(.zavazk(m®) vyplyvajicim z Ujmy vznikié subjektu
klinického hodnoceni v souvislosti s provadénim
éinnosti v souladu s protokolem, vyjma
nasledujicich situaci a vyjma rozsahu, v jakém
zavazky vzniknou z:

(a) nedodrzeni nebo
neschopnosti  jakékoliv  od$kodrované strany
zdravotnického  zafizeni: (i) dodrzovat platné

zakony, pfedpisy nebo poZadavky; (ii) dodrzovat
podminky protokolu; nebo (iii) dodrzovat pisemna
doporuéeni  a pisemné pokyny  témto
od§kodriovanym stranam zdravotnického zafizeni
zadavatelem nebo jeho jménem, ohledné spravy a
pouzivani léciv v klinickém hodnoceni, véetné
placeba; nebo

(b) nedbalostniho  jednani
nebo opomenuti nebo Umysiného Cinu ze strany
odskodriovanych stran zdravotnického zafizeni:
nebo

(c)
strany odSkodfiovanych
zarizeni.

poruSeni této smlouvy ze
stran zdravotnického

B. OdsSkodnéni
zdravotnického zafizeni. Zdravotnické zafizeni
ochrani, od8kodni a zprosti odpovédnosti
zadavatele a cleny jeho predstavenstva, feditele,
zastupce a zameéstnance a smluvni vyzkumnou
organizaci (spole¢né ,od$kodfiované strany
zadavatele") vici vSem zavazk(m vyplyvajicim z
jednani odSkodfiovanych stran zdravotnického
zafizeni popsanych v odstavcich 9(A) (a), (b) a (¢).

ze strany

C. Podminky odskodnéni. Pro Gdely
tohoto odstavce se ,odSkedrovanymi stranami*
rozumi veskeré odskodnované strany
zdravotnického zafizeni nebo odSkodriované strany
zadavatele a ,odSkodfujici stranou" se rozumf
strana povinna od$kodnit stranu odskodriovanou
dle odstavce 9(A) nebo 9(B). Povinnost
odskodriujici strany ochranit, od8kodnit a zprostit
odpovédnosti dle této smlouvy se uplatni pouze
tehdy, pokud: (a) odSkodfiované strany poskytnou
okamzité pisemné oznameni vSech udaju tykajicich
se incidentu odSkodriujici strané pfi zjisténi naroku
nebo sporu; (b) odSkodfiujici strana a jeji pravni
zastupei a zameéstnanci maji moznost prevzit

kortroiu_nad obhajobou proti témto narokiim nebo
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trial or settlement discussions or any claims or
suits, as the case may be; and (c) the Indemnitee
fully cooperates and assists in such defense. No
Indemnitee shall make any payment or incur any
expense in connection with any such claim or suit
without the prior written consent of Indemnifying
Party. Nothing in this Agreement excludes or
restricts the liability of either party to the other for
any personal injury or death resulting from the
negligent act of one party, its employees, agents or
subcontractors or liability for any fraudulent
misrepresentation by either party, its employees,
agents or subcontractors.

D. The parties hereto acknowledge and
agree that the CRO shall not be liable in connection
with the Study Drug and the Protocol, except to the
extent that such liability arises from (i) any
negligent or willful act or omission of the CRO; or
(ii) any breach of this Agreement by the CRO.

10. [NOT USED]

11. No _ Third-Party Beneficiaries:
Except as expressly set forth in this agreement, this
Agreement shall not confer upon any third party
any rights hereunder, and no third party shall be
deemed a third party beneficiary hereof.

12. Insurance: [nstitution shall secure
and maintain in full force and effect through the
performance of the Study (and following
termination of the Study to cover any claims arising
from the Study) insurance coverage in compliance
with § 45 (2) of the Act No. 372/2011 Coll., on
Health Care Services, as amended. Upon request
of the Sponsor to the Institution, copies of
certificates evidencing such insurance coverage
will be made available by the Institution to the
Sponsor.

The Sponsor shall secure and maintain in
full force and effect through the performance of the
Study (and following termination of the Study to
cover any claims arising from the Study) insurance
coverage in amounts . appropriate to its
indemnification obligations under this Agreement,
and to cover Liabilities of the Sponsor and the
Principal Investigator based upen personal injury to
a Study Subject arising out of the performance of
the Study in accordance with § 52 of the Act
No 378/2007 Coll., on pharmaceuticals (Act on
Pharmaceuticals), as amended. A copy of the
Sponsor's Certificate of Insurance is attached
hereto as Exhibit D.

A party shall provide thirty (30) days’ prior

sporim, zejména nad fizenim pred zahajenim
soudniho  fizeni, soudnim  fizenim  nebo
vyjednavanim o vyrovnani narokd &i sporu, dle
toho, co nastane; a (c) odSkodnhované strany piné
spolupracuji a pomahaji pfi této obhajobé. Zadna z
od$kodiovanych stran neni opravnéna ucinit
jakoukoliv platbu nebo pfivodit si vydaje v
souvislosti s takovym narokem nebo sporem bez
predchoziho pisemného souhlasu odSkodriujici
strany. Nic v této smiouvé nevyluéuje nebo
neomezuje odpovédnost jakékoliv ze stran vici
druhé strané za Gjmu na zdravi nebo smrt
vyplyvajici z nedbalostniho jednani této strany,
jejlch zaméstnancl, zastupcl nebo subdodavateli
nebo odpovédnost za podvodné uvedeni v omyl
udinéné kteroukoliv ze stran, jejimi zaméstnanci,
zastupci nebo subdodavateli.

D. Smluvni strany berou na védomi a
souhlasi stim, Ze smluvni vyzkumna organizace
neponese odpovédnost v souvislosti s hednocenym
pfipravkem a protokolem s vyjimkou rozsahu, kdy
tato odpovédnost vznikne na zakladé (i) nedbalého
nebo Umysiného jednani nebo opomenuti ze strany
smluvni vyzkumné organizace, nebo (ii) poruSeni
této smlouvy smiuvni vyzkumnou organizaci.

Cl. 10 vynechén]

1. Bez tretich stran opravnénych
prevzit plnéni: Vyjma situaci, kdy tak tato smlouva
vyslovné uvadi, tato smlouva nepfiznava zadné
tieti strané Zzadna prava z této smlouvy vyplyvajici
a zadna treti strana nebude povaZovana za treli
stranu opravnénou pfevzit pinéni dle této smiouvy.

10.

12. Pojisténi: Zdravotnické zafizeni
uzavie a po celou dobu provadéni klinického
hodnoceni (a po jeho skonéeni k pokryti veskerych
naroku, které z néj vzniknou) bude udrZovat v piné
platnosti a uéinnosti pojisténi v souladu s § 45 odst.
2 zakona €. 372/2011 Sb. o zdravotnich sluzbach
vplatném znéni. Na  2adost zadavatele
predloZzenou zdravotnickému  zafizeni  Je
zdravotnické zafizeni povinno pfedlozit kopie
pojistek  dokladajicich takove pojistné  kryti
zadavateli.

Zadavatel uzavie a po celou dobu
provadéni klinického hodnoceni (a po jeho
skonéeni k pokryti veskerych naroku, které z néj
vzniknou) bude udrzovat v plné platnosti a
uéinnosti pojistné kryti v ¢astkach odpovidajicich
jeho zavazkim k odSkodnéni dle této smlouvy a
kryjici zavazky zadavatele a hlayniho zkouSejiciho
vyplyvajici z ajmy subjektu klinického hodnoceni v
disledku provadéni klinického hodnoceni v
souladu s § 52 zakona &. 378/2007 Sb., o lécivech
(zékon o |é€ivech) ve znéni pozdéjSich predpisu.
Kopie pojistky zadavatele je pfiloZena v pfiloze D.

V pfipadé zruseni nebo podstatné zmény v
pojisténi je strana povinna pisemné oznamit tuto
skutec¢nost druhé strané tficet (30) dnid pfedem.
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written notice to the other party in the event of
cancellation or any material change in insurance.

13. Debarment/Financial Disclosure:

A. Institution and Principal
Investigator each represents that it has never been
and, to the best of the Institution’s knowledge after
reasonable inquiry, none of iis employees or
contractors who shall be permitted to perform
services under this Agreement including the
Principal  Investigator, have ever been:
(a) debarred; or (b) convicted of a crime for which a
person can be debarred. Institution and Principal
Investigator each represents that neither the
Principal Investigator nor any of the Institution's
employees or contractors who shall be permitted to
perform services under this Agreement are under
investigation for debarment or loss of medical
license. Institution and Principal Investigator will
promptly notify Sponsor in the event of any such
debarment, conviction, threat, or indictment.

B. Upon  written request from
Sponsor, Institution and Principal Investigator shall,
within ten (10) days, provide written confirmation
that they continue to comply with the foregoing
obligation. Institution and Principal Investigator
shall also provide all information to Sponsor
necessary to comply with any financial disclosure
requirements including any information required to
be disclosed Iin connection with any financial
relationship between Sponsor and Principal
investigator and any other investigator involved in
the Study and any other agent or employee of
Institution and  Sponsor. This  disclosure
requirement may require disclosure of information
involving immediate family members of those
involved in the Study.

14. Compensation: The budget and
compensation to be paid by Sponser, or by CRO
on behalf of Sponsor, to Institution and Principal
Investigator in connection with the Study is set forth
in Exhibit B, attached hereto. Payment shall be due
and payable in accordance with the schedule set
forth in Exhibit B. All cost items in any budget
attached shall reflect the maximum amount payable
by Sponsor with respect to each such item unless
Sponsor’s prior written approval is obtained. All
parties to this transaction acknowledge and agree
that to the best of their knowledge, compensation
payable to the Institution by or on behalf of the
Sponsor hereunder represents fair market value for
the services that the Institution provided to
Sponsor. Such compensation has been negotiated
on an arms-length basis.

The Parties have agreed that all payments shall be
made to the account of the Institution.

13. Zakaz
finanénich informaci:

cinnosti/poskytovani

A Zdravotnické zafizeni a hlavni
zkousejici kazdy prohlasuji, Ze jim a ani, dle jejich
nejlepsich znalosti na zakladé priméfeného
dotazovani, jejich zaméstnancim nebo smluvnim
partnerim, kterym je povoleno provadét sluzby dle
této smlouvy, véetné hlavniho zkous$ejiciho, nikdy:
(a) nebyl vydan zakaz cinnosti; nebo (b) nebyli
obvinéni z trestného ¢inu, za néjz |ze osobé udélit
zakaz ¢innosti. Zdravotnické zafizeni a hlavni
zkousejici kazdy prohlasuji, Ze ani hlavni zkousejici
ani zadny zaméstnanec nebo smiluvni partner
zdravotnického zaffzeni, kterym je povoleno
provadét sluzby dle této smlouvy, nejsou
vySetfovani kvali zdkazu ¢&innosti nebo odejmuti
lékafské licence. Zdravotnické zafizeni a hlavni
zkousejici okamzité informuji zadavatele v pfipadé,
Ze dojde k udéleni zakazu ¢&innosti, obvinéni,
hrozb& obvinéni nebo obZalobé.

B. Na zakladé pisemné Zzadost
zadavatele jsou zdravotnické zarizeni a hlavni
zkoudejici povinni ve [haté deseti (10) dnl predlozit
pisemné potvrzeni, Ze i nadale spliuji vySe
uvedenou povinnost. Zdravotnické zafizeni a hlavni
zkousejici taktéz poskytnou zadavateli veskeré
informace nezbytné k dodrZzeni poZadavkl na
zvefejfiovani  financnich  informaci,  vietné
informaci, které musi byt zverejnény v souvislosti s
finanénim vztahem mezi zadavatelem a hlavnim
zkouSejicim a dalSimi zkouSejicimi zapojenymi do
klinického hodnoceni a dal§imi zastupci nebo
zaméstnanci zdravotnického zafizeni a zadavatele.
Tento pozadavek na zvefejnéni miZe zahrnovat
poZadavek na zvefejnéni informaci tykajicich se
nejblizSich rodinnych pfisludnikd osob podilejicich
se na klinickém hodnoceni.

14. Odména: Rozpotet a odmeéna,
ktera ma byt vyplacena zadavatelem nebo smluvni
vyzkumnou  organizaci  jménem  zadavatele
zdravotnickému zafizeni a hlavnimu zkouSejicimu
v souvislosti s klinickym hodnocenim, je uvedena v
pfiloze B této smlouvy. Platba bude splatnd v
souladu s harmonogramem uvedenym v pfiloze B,
VSechny naklady v prilozeném rozpoctu odrazej
maximalni ¢€astku hrazenou zadavatelem za
kazdou takovou polozku, nebude-li ziskan
pfedchozi pisemny souhlas zadavatele. VSechny
strany teto transakce berou na védomi a zavazuji
se, Zze die sve nejlepsi znalosti odména splatna
zdravotnickému  zafizeni zadavatelem nebo
jménem zadavatele dle této smlouvy pfedstavuje
spravedlivou trznl  hodnotu  sluzeb, které
zdravotnické zafizeni poskytlo zadavateli. Tato
odména vychézi z jednani dvou nezévislych stran.

Smluvni strany se dohodly, Ze veskeré platby
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The Institution is responsible for paying
compensation to the Principal Investigator and the
study team members in compliance with the
internal directive of the Institution applicable as of
the effective day of this Agreement.

15, Equipment: Sponsor  may
provide, or arrange for a vendor to provide, certain
equipment (“Equipment”} for use by Institution
during the conduct of Study.

A. Ownership _ and Use.
Equipment are and remain the property of Sponsor,
The vendor or the licensor, as the case may be,
and Institution may use Equipment only for
purposes of the Study.

B. Institution Responsibilities.
Institution will comply with any operating and
maintenance instructions for Equipment provided
by Sponsor, the vendor, or the manufacturer and
will store Equipment under conditions that are
appropriate to the nature of the Equipment and that
minimize the risk of loss or damage. Institution will
maintain insurance or a program of self-insurance
to provide appropriate coverage of Equipment
against theft or damage. In case there is an
Equipment provided by Sponsor to the Institution,
any regular or occasional service or technical
inspection of the Equipment specified by Sponsor
shall be performed at Sponsor's expense.

C. Liability. Sponsor has no
liability for damages of any sort, including personal
injury or property damage, resulting from the use of
Equipment except to the extent that such damages
were caused by the negligence or willful
misconduct of Sponsor or the vendor and except to
the extent that a personal injury constitutes a
research injury to Study subjects.

D. Exhibit C. Equipment to
be provided for the Study and any additional
requirements relating to that Equipment are
described in Exhibit C, ‘Equipment, which is
incorporated into this Agreement by reference.

E. Upon completion or
termination of the Study, as determined by the
Sponsor, the Equipment shall be returned promptly
by the Institution to the .Sponsor, at Sponsor’s
expense,

16. Independent Contractors:
Institution and  Principal Investigator are

independent contractors of the Sponsor hereunder
and neither are partners, employees or agents of
Sponsor. None of the Institution, Principal
Investigator or their respective representatives, is
entitled to receive any employee benefits of any

‘bezodkladné

budou poukazany Zdravotnickému zafizeni.

Z célkové uhrady je Zdravotnické zafizeni povinno
proplatit odménu zkousSejicim a jeho
spolupracovniklm v souladu s vnitini smérnici
Zdravotnického zafizeni platnou ke dni uzavieni
této smlouvy.

15. Vybaveni: Zadavatel mize
poskytnout nebo zajistit poskytnuti  uréitého

vybaveni (,vybaveni*) pro pouzivani zdravotnickym

zafizenim v prab&hu  provadéni  klinického
hodnoceni.
A Vlastnictvi a pouZivani., Vybaveni

je a zUstane ve viastnictvi zadavatele, dodavatele
nebo poskytovatele licence, dle dané situace, a
zdravotnické zafizeni smi pouZivat vybaveni jen
pro Ucely klinického hodnoceni.

B. Povinnosti zdravotnického
zafizeni. Zdravotnické zafizeni je povinno
dodrzovat provozni pokyny a pokyny pro Udrzbu
vybaveni poskytnutého zadavatelem, dodavatelem
nebo vyrobcem a uchova vybaveni za podminek,
které jsou vyhovujici vzhledem k povaze vybaveni
a ve snaze minimalizovat riziko ziraty nebo
poskozeni. Zdravotnické zafizeni uzavie pojisténi
nebo se zapoji do programu viastniho pojisténi,
které poskytne dostateCné kryti vybaveni proti
kradeZi nebo poskozeni. V pfipadé dodani
vybaveni hradi Zadavatel veskeré revize a
pravidelné ¢i nahodilé servisni prohlidky dodaného
vybaveni.

C. QOdpovédnost. Zadavatel

nenese Zadnou odpovédnost za $kody jakéhokoli
druhu, véetn® Skody na zdravi & na majetku,
vyplyvajici z pouzivani vybaveni vyjma rozsahu, v
némz byly takovéto Skody zplisobeny nedbalosti i
pfipadné umyslnym nespravnym  poéinanim
zadavatele nebo dodavatele, a vyjma v rozsahu, v
némz Skoda na zdravi pfedstavuje Gjmu subjektu v
ramci klinického hodnoceni.

D. Piilloha C. Vybaveni, které
bude poskytnuto pro klinické hodnoceni, a daldi
poZadavky tykajici se vybaveni jsou popsany v
pfiloze C ,Vybaveni*, ktera je do této smlouvy
zaclenéna odkazem.

E: Pri dokonéeni nebo
klinického hodnoceni, dle rozhodnuti
zdravotnické  zafizeni  vybaveni
vrati  zadavateli na  néklady

ukonéeni
zadavatele,

zadavatele.

16. Nezavisle smluvni strany:
Zdravotnické zafizeni a hlavni zkouSejici jsou
nezavislé smluvni strany zadavatele a nejedna se o
partnery, zaméstnance nebo zastupce zadavatele.
Zdravotnické zafizeni, hlavni zkouS$ejici ani jejich
pfisludni zastupci nemaji narok na ziskani
jakychkoliv zaméstnaneckych vyhod zadavatele.
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II kind from the Sponsor.

17. None of the parties

Publicity:

| shall use the name or any trademark of any other

party for promotional purposes without the prior
written consent of the party whose name or
trademark is proposed to be used. The parties shall
treat the substantive terms of this Agreement
(including inter alia, the Protocol, financial terms
and budgets, and the content of all other
attachments or exhibits) as Sponsor Confidential
Information under Section 4(B).

18. Controlling Law: This Agreement
shall be governed by and construed in accordance
with the laws of the Czech Republic.

19. Notice: Any notices given
hereunder shall be sent by a courier, deposited in
the mail or personally delivered, with postage
prepaid, as follows:

If to the Sponsor;

TO: Kyowa Hakko Kirin Pharma, Inc.

212 Carnegie Center, Suite 101
Princeton, New Jersey 08540
Attention: President

With a copy to the same address:

Attention: Legal Department

If to the Institution:

TO: Nemocnice Znojmo, pfispévkova
organizace,
MUDr. Jana Janského 2675/11,

669 02 Znojmo

If to the Principal Investigator:

TO: MUDr.
Jana Janského 2675/11, 669 02
Znojmo

20. Entire Agreement, Modifications

and_Waiver, Jointly and Individually: This
Agreement, including the applicable Exhibits and
Schedules and any executed statement(s) of work,
constitutes the complete and exclusive statement
of the terms and conditions between the parties,
and supersedes all prior negotiations, agreements
and representations. There are no other
agreements or representations not set forth herein.
This Agreement and its terms and conditions may
not be altered, amended, modified or waived

except by written document signed by all parties.
An agreement, representation or warranty in favor
of two or. more parties is for the benefit of them

17. Publicita: Zadna ze stran nesmi
pouzivat nazev nebo obchodni znamku druhe
strany k propagaénim 0¢elim bez predchoziho
pfsemného souhlasu strany, jejiz nazev nebo
obchodni znamka je navrZzena k pouZiti, Strany
jsou povinny zachazet s podstatnymi ustanovenimi
této smlouvy (véetné inter alia protokolu, financnich
podminek a rozpoCtt a obsahu vsech dalSich
dodatkll a pfiloh) jako s davérnymi informacemi
zadavatele dle odstavce 4(B).

18. Rozhodné pravo: Smlouva se ridi
zakony Ceské republiky a je v souladu s nimi i
vykladana.

19. Oznameni: V3echna oznameni dle
této smlouvy budou zaslana kuryrem, postovni
sluzbou nebo dorudena osobné s predplacenym
postovnym na nasledujici adresy:

Pro zadavatele:

PRO: Kyowa Hakko Kirin Pharma, Inc.
212 Carnegie Center, Suite 101
Princeton, New Jersey 08540
K rukam: prezident spole¢nosti

S kopii na stejnou adresu:

K rukam:; pravni oddélent

Pro zdravotnické zafizeni:

PRO: Nemocnice Znojmo, pfispévkova
organizace,
MUDr. Jana Janského 2675/11,

669 02 Znojmo
Pro hlavniho zkouSejiciho:

PRO: MUDr.
Jana Janského 2675/11, 669 02 Znojmo

20. Uplna smlouva, tpravy a vzdani
se prava, spoleéné a samostatné: Tato smlouva,

véetné platnych priloh a dodatkli a uzavieného
prchladeni o dile, predstavuje uUpiné a vyluéné
ujednani podminek mezi stranami a nahrazuje
viechny predchozi ujednani, dohody a pfisliby.
Mimo dohody a pfisliby uvedené v této smlouvé
neexistuji Zadna dalsi ujednani. Tato smlouva a jeji
podminky nesmi byt ménény, dopliovany,
upravovany nebo se jich nelze zfeknout bez
pisemného dokumentu podepsaného vSemi
stranami. Dohoda, pfislib nebo zaruka jménem
dvou nebo vice stran je uzaviena ve prospéch
téchto stran spolecné i kazdé z nich samostatné.

17z 27




'jointly and each of them individually.  An
agreement, representation or warranty by two or
more parties binds them jointly and each of them
individually.

21, Subcontracting; __Assignment:
Institution and Principal Investigator may not

subcontract with any other person or entity to
conduct the Study without the prior written consent
of the Sponsor. The Institution and Principal
Investigator each acknowledge the Sponsor's right
to delegate or subcontract, in whole or in part, any
of the Sponsor's rights or obligations under this
Agreement to the CRO without the consent of the
Institution and Principal Investigator. Sponsor shall
have the right to assign this Agreement to any
affiliate of Sponsor, or to any party who (whether by
merger, acquisition of assets or otherwise)
succeeds to the business being conducted by
Sponsor to which the Study relates, upon prior
written notice to Institution and Principal
Investigator. For the purposes of this section,
“affiliate” inciudes any entity that controls, is
controlled by or under common control of another
entity. In all other instances, no party shall assign
its rights or duties under this Agreement to another
without prior written consent of the other parties.
Subject to the foregoing, this Agreement shall bind
and inure to the benefit of the respective parties
and their successors and assigns.

22. Conflict with Protocol: If any of
the provisions of this Agreement conflict with any
provision of the Protocal, this Agreement shall take
precedence.

23. Force Majeure: No party shall be
liable for any delay or failure to perform its
obligations under this Agreement if prevented from
doing so by a cause or causes beyond its
reasonable control (“Force Majeure”), provided,
however, that: (i) the party claiming Force Majeure
provides prompt written notice of Force Majeure to
the other parties; and (ii) upon the cessation of the
events giving rise to the Force Majeure the party
having sought protection of Force Majeure provides
prompt written notice of the cessation of Force
Majeure and promptly resumes its duties and
obligations under this Agreement. Without limiting
the generality of the forgoing, such causes of Force
Majeure include, without limitation, acts of God,
the public enemy, fires, floods, storms,
earthquakes, riots, terrorism, strikes, blackouts,
wars or war operations, restraints of government,
utility or communications failures, computer
hackers, denial of service attacks, software viruses,
telecommunications  slow-downs ar failure,
erroneous data transmission, or causes which

Dohoda, prislib nebo zaruka uzaviena mezi dvéma
nebo vice stranami je zavazuje spole¢né a kazdou
z nich samostatné.

21. zavirani __ subdodavatelskych
smluv; Postoupeni: Zdravotnické zafizeni a hlavni
zkoudejici nejsou opravnéni uzavirat
subdodavatelskou smlouvu na provadéni klinického
hodnoceni s jinou osobou nebo subjektem bez
predchoziho pisemnéhc souhlasu zadavatele.
Zdravotnické zafizeni a hlavni zkousejici shodné
berou na védomi, Ze zadavatel je opravnén, zcela
nebo z&asti, delegovat sva prava nebo zavazky
vyplyvajici z této smlouvy nebo na jejich uplatnéni
uzavfit subdodavatelskou smlouvu se smiuyni
vyzkumnou organizaci, a to bez souhlasu
zdravotnického zafizenl a hlavniho zkouSejiciho.
Zadavatel je opravnén postoupit tuto smiouvu na
jakoukoliv pfidruZenou spoleénost zadavatele nebo
jakoukoliv jinou stranu, ktera (at uz flzi, akvizicl
aktiv nebo jinak) pfistoupi k podnikani zadavatele,
které se vztahuje ke klinickému hodnoceni, na

zakladé pfedlozeni predchoziho pisemného
oznameni zdravotnickému zafizeni a hlavnimu
zkoudejicimu. Pro  (fely tohoto odstavce

.pfidruzend spolec¢nost® zahrnuje kaZdy subjekt,
ktery ovlada, je ovladan nebo je pod spoleénou
kontrolou jiného subjektu. Ve vSech ostatnich
pfipadech neni Zadna strana opravnéna postoupit
sva prava ¢i povinnosti vyplyvajici z této smlouvy
na jinou stranu bez predchoziho pisemného
souhlasu ostatnich stran. V souladu s vySe
uvedenym tato smlouva zavazuje pfislusné strany
a jejich nastupce a postupniky a je uzaviena v
jejich prospéch.

22. Rozpor s protokolem: Pokud
bude jakékoliv ustanoveni této smlouvy v rozporu s
jakymkoliv ustanovenim protokolu, uplatni se
ustanoveni této smlouvy.

23.  Vy3si moc: Zadna ze stran
nebude odpovédna za zpozdéni v plnéni nebo
nepinéni svych zavazka vyplyvajicich z této
smlouvy, pokud tak nebude moci uéinit z dvodu &i
diivodi mimo svou pfiméfenou kontrolu (,vy$Si
moc®), avdak za pifedpokladu, Ze: (i) strana
dovolavajici se vy§§i moci bezodkladné pisemné
oznami pusobeni vy§si moci ostatnim strandm: a
(i) po ukonéeni skutecnosti, které zapfiinily to, Ze
se strana dovolavala vy$$i moci, poskytne tato
strana bezodkladné pisemné oznameni o konci
pusobeni vy$§i moci a okamZité se znovu ujme
svych povinnosti a zavazkd vyplyvajicich z této
smiouvy. AniZ by doslo k omezeni vSeobecnosti
vySe uvedeného, mohou pfipady vy3§i moci
zejména zahrnovat vy§Sl moc, vefejného nepfitele,
pozar, povoden, boufku, zemétfeseni, nepokoje,
teroristické Ciny, stavky, vypadky elektrického
proudu, valky a valetné operace, omezeni ze

strany viady, vypadky dodavek energii a
komunikaci, poéitacové hackery, U(toky na
dostupnost _ sluzby (DoS), softwarové viry,
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;could not with reasonable diligence be controlled or
prevented by the party. Notwithstanding the
foregoing, if a condition of Force Majeure
continues, or, in the commercially reasonable
opinion of by any other party, is projected to
continue for a period of more than sixty (60) days,
then that other party may terminate this Agreement
upon written notice to the other parties.

24, Severability: f any provision of
this Agreement is declared to be void or
unenforceable by any judicial or administrative
authority in any jurisdiction in which this Agreement
is effective, that provision will be deemed to be
severable and the parties shall each use their
reasonable endeavors in good faith to modify this
Agreement so that the intent of this Agreement can
be legally carried out. This clause has no effect if
the severance alters the basic nature of this
Agreement or is contrary to public policy.

25. Headings: The headings in this
Agreement are for the convenience and reference
only and are not substantive parts of this
Agreement, nor shall they affect its interpretation.

26, Counterparts. This Agreement
has been executed in three (3) originals, one for
each party.

27. Prevailing Language _Version.
This Agreement has been executed in the English

and in the Czech language. In the event of
discrepancies between the two language versions,
the Czech one shall prevail. All documents to be
provided or communications to be given or made
under this Agreement shall be in the English
language or, if in another language, shall be
accompanied by a certified translation into English.
The Czech version of any notice or other
communication shall be the governing version of
that notice or communication between the parties.

zpomaleni nebo nefunkénost telekomunikaci,
chybny prenos dat nebo pficiny, které nemohly byt
pfiméfenou péc&i zviadnuty nebo kterym nebylo
mozné zabranit. Aniz by bylo dotéeno vyse
uvedené, pokud stav plsobeni vy$§i moci trva
nebo die pfiméfeného podnikatelského nézoru
druhé strany se olekava, Ze bude trvat déle nez
Sedesat (60) dni, pak je druha strana oprévnéna
vypovédét tuto smlouvu na zakiadé pisemné
vypovédi podané ostatnim stranam.

24, Oddélitelnost: Bude-ii jakékoliv
ustanoveni této smilouvy prohlaseno soudnim nebo
spravnim orgénem v jakémkoliv pravnim fadu, kde
je  smlouva U€inna, za neplatné nebo
nevymahateing, bude toto ustanoveni povaZovano
za oddélitelné a strany pouziji pfiméfenou snahu,
aby v dobré vife upravily tuto smlouvu tak, aby ucel
této smlouvy mohl byt naplnén v souladu se
zakonem. Toto ustanoveni neni ucinné v pripadé,
Ze oddéleni ustanoveni zméni zakladni povahu této
smlouvy nebo je v rozporu s verejnym predpisem.

25, Nadpisy: Nadpisy v této smlouvé
jsou uvedeny pouze pro lepsi orientaci a jako
odkazy a nepfredstavuji podstatnou c¢ast této
smlouvy a ani neovliviiuji jeji vyklad.

26. Stejnopisy. Tato smlouva byla
vypracovana ve tfech (3) vyhotovenich, pfiCemz
kazda smluvni strana obdrzi jedno.

27. Rozhodna jazykova verze. Tato

smlouva je vyhotovena v anglickém a v Geském
jazyce. V pfipadé rozpord mezi obéma jazykovymi
verzemi se uplatni verze v Ceském jazyce. VSechny
dokumenty nebo dokumentace poskytnuté nebo
vyhotovené v souladu s touto smlouvu budou
vyhotovené v anglickém jazyce; pokud budou
vyhotovené v jiném jazyce, musi k nim byt pfilozen
uredné ovéfeny preklad do anglického jazyka.
Ceska verze jakéhokoliv ozndmeni nebo jiné
komunikace bude rozhodujici verzi tohoto
oznameni nebo komunikace mezi stranami.
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IN WITNESS WHEREOF, the parties
hereto have caused this Agreement to be executed
by their duly authorized representatives as of the

date first above written.

NA DUKAZ CEHOZ strany uzaviraji tuto
smlouvu prostfednictvim svych Fadné opravnénych

zastupel k datu uvedenému vyse.

Kyowa Hakko Kirin Pharma, Inc.

By / Podpis:
Name / Jméno:
Title / Funkce:
Date / Datum:

President

{14 ANAR RONG

Nemocnice Znojmo, prispévkovd organizace

M
By / Podpis: a
Name / Jméno: MUDr. Miroslav Kavka
Title / Funkce: Director/feditel

Date / Datum:

By / Podpis:
Date / Datum:

W ZaF
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EXHIBIT A

Protocol

PRILOHA A

Protokol
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EXHIBIT B

Fee and Payment Schedule

PRILOHA B

Rozpis plateb

. Fees

. Poplatky

a) The compensation shall be based on the
number of Study subjects included into the Study in
compliance with the Protocol and the number of
visits performed with respect to these Study
subjects in accordance with the following payments
table:

a) Kompenzace bude vyplacena na
zakladé poctu Subjektld hodnoceni zahrnutych do
Studie v souladu s Protokolem a poétu
uskuteénénych navstév s ohledem na tyto Subjekty
hodnoceni v souladu s nize uvedenou tabulkou
plateb:

Cohorts1 -3 Kohorty 1—3
Procedum S Price e ‘Pfociedﬂﬂa' S,; :
Screening Screening
Baseline/WWeek 0 Day1 Baseline/Tyden 0 Den1
Week 2 Tyden 2
Week 4 Tyden 4
Week 6 Tyden 6
Week 8 Tyden 8
Week 10 Tyden 10
End of Induction Konec indukéni
Therapy/Week 12 terapie/Tyden 12
Week 16 Tyden 16
Week 20 Tyden 20
Week 24 Tyden 24
Week 28 Tyden 28
Week 32 Tyden 32
Week 36 Tyden 36
Week 40 Tyden 40
Week 44 Tyden 44

| Week 48 Tyden 48
End of Extension Konec navazujici
Therapy/Week 52 terapie/T yden 52

| [FU#1 FU #1

| FU #2 FU #2

[ [FU #3 FU #3

TYotal per study; €13428,25 - Maximaini piatba za

i paglenta: . .

{ Cohort 4. i 1 Kohorta 4

| 2% : "5 -’.;-’- ¢ : ; g ..II.. -J.'.,-""_I- N < .:.' -

i ”‘mro L Prieg T e ?m?m T

| | Screening Screening

% Baseline/Week 0 Day1 Baseline/Tyden 0 Day1

| Week 2 Tyden 2

' | Week 4 Tyden 4

| Week 6 Tyden 6
Week 8 Tyden 8

' [Week 10 Tyden 10

!'| End of Induction Konec indukéni
Therapy/Week 12 terapie/Tyden 12

22z
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Week 16

Week 20

Week 24

Week 28

Week 32

Week 36

Week 40

Week 44

Week 48

End of Extension
Therapy/Week 52
FU #1

FU #2

FU #3 _
Total per study:

- €12908,75

Sampling for Pregnancy
test (Serum)

J Sampling for Serum FSH |

Pregnancy test (Urine) ]

Tyden 16

Tyden 20

Tyden 24

Tyden 28

Tyden 32

Tyden 36

Tyden 40

Tyden 44

Tyden 48

Konec navazujici
terapie/Tyden 52
FU #1

FU #2

[FU#3
Maximdlni platba za © |

aclenta; = BN e 9'{38.\?:5

Provedeni téhotenského
testu (sérum)

| VySetfeni FSH (sérum) |

Provedeni téhotenského
testu (mog)

b) Screen Failures: For purposes of this
Agreement, a Screen Failure shall mean any
subject, who initially appears to meet the criteria for
pre-screening, signs the informed consent form,
completes the pre-screening and/or screening visit
but does not randomize into the Study. In case of
five (05) Screen Fallures with no Study Subject
successfully randomized at the site, the
Investigator must cbtain Sponsor’s written approval
before proceeding with the screening activities.
Subject to the above conditions and after all data
required for entry for a screen failure as per eCRF
completion guidelines is captured in EDC, the
Sponsor shall reimburse the Screen Failures, as
follows:

€ - if the screening procedures
included endoscopy, or
- € -'rf no endoscopy was performed.

b) Neuspésné screenovany subjekt:
Pro (gely této Smlouvy bude za Nelspé&sné
screenovany subjekt povaZovan kaZdy subjekt,
ktery se bude zpod&atku jevit, ze splriuje kritéria pro

pre-screening, podepiSe informovany souhlas,
absolvuje pre-screeningovou a/nebo
screeningovou navstévu, avsak nebude

randomizovan do Studie. V pfipadé dosazeni poétu
péti (5) Nelspé&Sné screenovanych subjektd,
pficemz vdaném centru nebude Zadny Subjekt
hodnoceni uspésné randomizovan do Studie, je
Hiavni zkou3ejici povinen ziskat pisemny souhlas
Zadavatele pfedtim, neZbude pokradovat ve
screeningu. S ohledem na vySe uvedené podminky
a poté, co budou veskeré Udaje poZadované pro
zaneseni nedspésné screenovaného subjekiu do
eCRF dle pokynid k vyplfiovani vypinény do EDC,

uhradi Zadavatel poplatky za Neuspésné
screenovaneé subjekty nasledovné:
pokud byla soucasti

- @,
screeninglu eFm 0sKopie; nebo

--€, pokud endoskopie soucasti

screeningu nebyla.

c) Travel Reimbursement: PS| shalil
reimburse Study subjects’ reasonable travel
expenses related to visits completed in compliance
with the Protocol, through contracted
transportation/taxi company up to € per Study
subject and visit. If the estimated costs of a Study
subject travelling through the transportation/taxi
company would exceed i€ per visit, or if this type
of transportation is not possible for any other

¢) Cestovni nahrady: PSI uhradi
Subjektim  hodnoceni  odpovidajici  cestovni
nakiady souvisejici s navst&vami absolvovanymi
v souladu s Protokolem prostfednictvim smluvni
pfepravni spolecnosti/taxi sluzby do vyse | [P
jednu navstévu Subjektu hodnoceni. V pripadé, Ze
odhadované naklady  Subjektu  hodnoceni
cestujiciho se smluvni pfepravni spoleénostiftaxi
sluzbou presahnou [l € za navétévu, nebo pokud
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reason, as an alternative, PS| shall reimburse
Study subjects' travel expenses related to visits
completed in compliance with the Protocol based
on Study subjects’ tickets, receipts and/or other
supporting documents_collected by the Investigator
up to a maximum o € net per Study subject and
visit. PSI explicit prior approval shall be obtained
for the reimbursement of any amounts exceeding
the pointed maximums.

divodu neni moZné tento druh
pfepravy vyuZit, uhradi P8I cestovni naklady
Subjektu  hodnoceni  spojené s navsté&vami
absolvovanymi dle Protokolu na zakladé
pfedloZenych jizdenek, G&tenek a/nebo jinych
dokladll odevzdanych Hlavnimu zkou$ejicimu, a to
do maximaini vyse ] € za jednu navtewu
Subjektu  hodnoceni.  Vpfipadé  prekroceni
maximalni stanovené &astky je pfed uhradou treba
ziskat explicitni souhlas PSI.

z jakéhokoli

d) Other Reimbursement. Sponsor may
consider reimbursement of other Study-related
expenses, not mentioned in the Agreement, on a
case by case basis and always upon Spensor’s
explicit prior approval. All such expenses shall be
reimbursed based on receipts and/or other
supporting documentation.

d) Ostatni dhrady: Zadavatel mize zvazit
uhradu dalSich naklad( spojenych se Studii, které
nejsou uvedeny viéto Smlouvé na zéakladé
posouzeni individualnich pfipadu a vzdy po udéleni
explicitniho souhlasu Zadavatele. V8echny takové
naklady budou uhrazeny na zakladé C(é&tenek
a/nebo jinych dokladui.

e) Study Supplies. Sponsor and PSI shall
have the rights (i) to postpone the final payment
under the Agreement until the return of the Study
Supplies; and (ii) to offset against the remuneration
under the Agreement the cost of any lost or
destroyed Study Supplies as well as the cost for
the respective replacement Study Supplies.

e) Studijni material. Zadavatel a PSI si
vyhrazuji pravo (i) odloZit posledni platbu dle této
Smlouvy az do navraceni Studijniho materialu a (ii)
a odetist naklady na jakykoli ztraceny nebo
zniteny Studijni materidl a néklady za nahrazeni
takového  Studijntho  materidlu  od odmény
stanovené touto Smlouvou.

I Invoicing and Payments

Il. Faktury a platby

a) PSI shall make the payments in
CZK. PSI shall send quarterly overviews to the
Institution, setting out the amounts earned by the
Institution, based on the Case Report Forms
sections that have been completed by the
investigator and verified by the PSI Study monitor
against the source documents (each a “Quarterly
Overview").

a) PSI bude provadét uhrady v CZK. PSI
bude zaslilat &tvrtletni pfehledy Zdravotnickému
zarizenl, v nichZ budou uvedeny castky pfipadajici
Zdravotnickému zafizenl na zakladé Zaznaml
subjektu hodnoceni vyplnénych Hlavnim
zkousejicim a potvrzenych monitorem Studie z PSI
oproti zdrojové dokumentaci (vzdy ,Ctvrtletni
pfehled").

b) If the Institution agrees with the
Quarterly Overview, the Institution shall issue an
invoice for the amount indicated in the Quarterly
Overview, converted inte CZK, using the
conversion rate of CNB (Czech National Bank) on
the date of invoicing.

b) Pokud Zdravotnické zafizeni schvali
Ctvrtletni prehled, vystavl fakturu na &astku
uvedenou v Ctvrtietnim pFehledu, pfevedenou na
CZK za pouziti kurzu CNB (Ceska narodni banka)
ke dni vystaveni faktury,

c) PSI shall make the payments
within 30 days after receipt of the undisputed
invoice. PSI shall be entitled to withhold the last
payment until the Investigator has appropriately
answered all data clarification requests and PSI
has performed a closeout visit to the Institution.

c) PSI provede platbu béhem 30 dnd
po obdrZeni nesporné faktury. PSI si vyhrazuje
pravo pozdrzet posledni platbu, dokud Hlavni
zkouSejici fadné nezodpovi vesSkeré Zzadosti
na objasnéni (daji a PS| nevykona zavéreénou
navstévu ve Zdravotnickém zarizeni.

1. Account Details

lll. Informace k Gctu

The Institution and the Investigator hereby
instruct PSI to pay the entire compensation under
this Agreement to the following bank account (or
any other bank account subsequently notified to
PSI):

Zdravotnické zarizeni a Hlavni zkousejici
timto urcuji, aby PSI zaplatila celou odménu dle
této Smlouvy na nize uvedeny bankovni Gcet (&i
jiny bankovni Gcet sdéleny PSI| pozdéji):

Tax ID Number/DIC

CZ 00092584

Method of Payment/Zplisob platby

Bank _Transfer!Bankovni pfevod
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Beneficiary Name/Jméno pfijemce Nemocnice Znojmo, pfispévkova organizace

| Bank Name/Nazev banky
Bank Address/Adresa banky
Bank Account Number/Cislo bankaovniho uétu

25z 27



EXHIBIT C PRILOHA C
Equipment Vybaveni
Vybaveni poskytnuté dodavatelem

Vendor-Provided Equipment

Sponsor will arrange for a vendor to provide the
following equipment for this Study, subject to
applicable provisions in this Agreement (“Vendor
Property"). Institution will comply with any operating
and maintenance instructions for Equipment
provided by Sponsor, the vendor, or the
manufacturer and will store Equipment under
conditions that are appropriate to the nature of the
Equipment and that minimize the risk of loss or
damage. Institution will maintain insurance or a
program of self-insurance to provide appropriate
coverage of Equipment against theft or damage.

Permitted Uses

Principal Investigator will use Vendor Property only
for purposes of this Study.

Disposition

The equipment or intellectual property vendor will
determine the disposition of Vendor Property after
completion of Study conduct.

matetl
Bl VAlls

Shrinl® l'-_l_i':_i-'il.

1

Zadavatel zajisti, aby dodavatel poskytl nasledujici
vybaveni pro toto klinické hodnoceni, a to v
souladu s platnymi ustanovenimi této smlouvy
(,majetek dodavatele®). Zdravotnicke zafizeni je
povinno dodrzovat provozni pokyny a pokyny pro
udrzbu  vybaveni  poskytnuté  zadavatelem,
dodavatelem nebo vyrobcem a uchova vybaveni za
podminek, které jsou vyhovujici vzhledem k povaze
vybaveni, a ve snaze minimalizovat riziko ztraty
nebo poskozeni. Zdravotnické zafizeni uzavie
pojisténi nebo se zapoji do programu viastniho
pojisténi, které poskytne dostatecné kryti vybaveni
proti kradezi nebo poskozeni.

Povolena pouZiti

Hlavni  zkouSejici bude pouZivat majetek
dodavatele pouze pro Ucely tohoto klinického
hodnoceni.

Nakladéani

Dodavatel vybaveni nebo dusevniho vlastnictvi po

ukonéeni  provadéni  klinického  hodnoceni
rozhodne, jak bude s majetkem dodavatele
nalozeno.

oun]

RSP
;._H'L:Iﬂcp_,r
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2
3
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7
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EXHIBIT D

Insurance Certificate

PRILOHA D

Pojistka

Y

Czech Rep Cert. pdf
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