NEMOCNICE JiHLAVA.
pfispévkova organizace
smlouva zaevidovana

pod ¢.
Y /T

Agreement
on the conduct of

a clinica! trial
Institution: Mamocniee Jihlava, p.o.
Address: Vrchlického 69, 686 33

Jihlava, Czech Republic
Taxpayer ID No.: 0700090638
Company No.: 00090638
Represented by:

(hereinafter referred to as “Institution”)

and

PHARWNET s,r,o0» (company identification
number 61856797) with a registred office at
K Hrnéifdm 20, 149 00 Praha 4, Czech
Republic, represented by

(hereinafter referred to as "Coritractuai
Research Organizatloif' or "CRQO") acting in
its name in behalf of Dermapharm AG,
Grunwald, Germany (hereinafter referred to
as "Sponsor”)

and
Principle  Investigator:
Contact Address:

Hereinafter referred to as ,iiwastigator" or
~Principal Investigator”

(hereinafter jointly referred to as “the parties”)

enter into the following agreement (hereinafter
referred to as the “Agreement”):

1”
1.1.

Purpose of the Agreement

The subject of this clinical study
agreement (the "Agreemenf) is clinical
study with protocol number 17-
OIl/CiinBPO-30, titled *“Doubie”blind,
randomised dinicai study comparing
efficacy and safety of
Clindamydn/Benzoyl Peroxide Gel (10
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Smilouva
o provedeni klinicke tlil.,

hodnoceni
instituce: Nemocnice Jihlava, p.o.
Adresa: Vrchlickeho 59, 586 33 Jihlava,
Ceska republika
DIC: CZ00090038
IC: 00090638
Zastoupena: |

(dale jako ,Zdravotnické zafizenh")

a

PHARMNET s.r.o, (identifikacni  Cislo
61856797) se sidiem K Hrn¢ifim 20, 149 00
Praha 4, Ceska republika, kterou zastupuje

(dale jen “Kontraktni vyzkurniid organizace”
nebo "CRO") jednajici vlastnim jménem na
Ucet Dermapharm AG, Grdnwaid, Némecko
(dalejen "Zadavatel”),

Hlavni zkouSejici:

Kontaktni adresa:

dale jen ,ZkouSejid* nebo ,Hlavni
Zkousejici™

(daie spolecné Jako ,smluvni strany")

uzaviraji nésledujici smlouvu (dale jako
~SmiouvaQ;

1. Ucel Smlouvy

Pfedmétem této smlouvy o klinickém
hodnoceni (dale jen "Smlouvy") je
klinické hodnoceni humanniho |éCiva dle

protokolu ¢&islo 17701/ClinBFO~30 s
nazvem "Randomizované, dvojité
zaslepené klinické hodnoceni

porovnavajici Gcinnost a bezpecnost
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1.2

1.3.

1.4.

2.1,

2.2.

mg/g + 30 mg/g) (Test) vs. DUAC® 10
mglg + 30 mglg CGel (Reference) vs.
Vehicle in patients with papulopustular
acne”, as amended, (hereinafter
referred fo as the “Study”).

The Purpose of the Agreement is o
determine conditions for the conduct of
the trial and to define the rights and
duties of the parties hereto for the
performance and processing of the trial.

start date is
recruitment

The planned Trial
31Mar2019  (expected
period: 18 months),

The Trial will be conducted at the
Department of Dermatology of the
hospital Jihlava, Vrchlickeho 58, 586 33,
Jihlava (hereinafter referred {0 as
“Institution”).

is as the Principal
investigator of the Institution responsible
for the conduct of the Trial (hereinafter
referred to as the “Investigator”).

General Conditions for the Conduct
of the Trial

The ftrial shall be conducted in
accordance with the trial Protocol, which
is part of Investigalor Site File (“ISF”).
The ISF is part of this contract.

The trial shall be conducted in
accordance with the rules of ICH GCP,
the Declaration of Helsinki as well as all
relevant  laws  and reguiations,
particularly the Act No. 378/2007 of the
Coll., on pharmaceuticals, as amended
{hereinafter referred to as
“Pharmaceuticals Act”}, the Act no.
37212011 of the Coll., on healthcare
services, as amended, the Act no.
226/2008 of the Coll., on Good Clinical
Practice and further conditions for
clinical irial, as amened and Act no
101/2000 of the Coll., on personal data
protection, as amended, local regulatory
requirements and guidelines (including
EMA guidelines) relative to the conduct
of clinical drug protocols, conditions
imposed hy the Central Ethics
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1.2.

1.3.

1.4.

2.1

22.

hodnoceného pripravku
Klindamycin/Benzoyl peroxid Gel (10
mg/g + 30 mgfg), komparatoru DUAC® 10
mg/g + 30 mg/g Gel a vehikula u pacientd
s papulopustularnim akné” v platnem
zné&ni (déle jen "Studie”).

Utelem Smiouvy je stanovit podminky
pro provadéni klinického hodnoceni a
stanovit prava a povinnosti smiuvnich
stran pii vykonu a zpracovani klinického
hodnocenti.

Pianovanym datemn zahgjeni Studie je
31.3.2019 (predpoklddana doba naboru:
18 mésic),

Studie hude provadéna na Koznim
oddéleni Nemocnice Jihlava, Vrchlického
59, 586 33 Jihlava (dale oznadované jen

jako ,Zdravoinické zafizeni’).
ie jako Hiavni
zkouSejici  Zdravolnického  zafizeni

odpovédna za provedeni Studie (dale jen
<Zkousejici).

Obecné podminky provadéni
klinického hodnoceni

Klinické hodnoceni se bude provadét
vsouladu s protokolem  klinického
hodnoceni, kiery je soucasti
dokumentace  ZkouSejictho v centru
{Investigator Site File, ISF). Talo

dokumentace je soucasti télo Smlouvy.

Kiinické hodnoceni se bude provadét
vsouladu se zasadami smérmic [CH
GCP, Helsinskou deklaraci
a sveSkerymi pfedmsétnymi  obecngé
zgvaznymi pravnimi pfedpisy, zejména
zakonem &, 37872007 Sb.,
o légivech, v platném zneéni (dale jen
L2akon 0 l&&ivech”), zdkonem
&, 3722011 Sb., o zdravotnich sluZbach,
v platném znéni, vyhlaskou €. 226/2008
8h. o spravné klinické praxi a bliZzsich
podminkach klinického hodnoceni, v
platném znéni a zédkonem &. 101/2000
Sh., o ochrané osobnich Gdajd, v platném
znéni, mistnirmi regulatornimi poZzadavky
a sméricemi (véeind smérnic EMA)
tykajicimi  se  protokold  klinickych
hodnoceni, podminkami stanovenymi
multicentrickou a mistni etickou komisi a
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2.3.

3.2.

Committee, local Ethics Committee and
the written instructions of Sponsor
and/or CRQO fo administer the Protocol
handed over by provable way to the
Investigator.

The Institution and the Investigator are
entitled to refuse complying with
instructions of Sponser and/or CRO and
they won't be obliged to complete the
instructions, if they are contrary o law,
Frotocol, approval of the Institute for
Drug Control or favorable opinion of the
appropriate ethic committees, good
clinical practice or if it can be reasonably
expected that compliance with the
insfructions could impose a
disproportionate increase of health to
subjects or a risk to damage of property
to the Institution.

The Parties shall strictly comply with all
legal and official requirements that apply
to clinical trials as well as the codes of
conduct of the applicable professional
and industrial associations,

The services under this Agreement shall
not obligate the Institution and/or the
Principal  Investigator in  any way
whatsoever to make use of products and
services of Sponsor andfor CRO outside
of the scope of this Agreement. Sponsor
and/for CRO explicitly do not expect
preferential treatment for its products
due to this Agreement.

Selection of Patients and Requesting
their consent

The trial Protocol sets forth a detailed
schedule concerning the participation of
patients in the trial. The recruitment of
the Trial is a competitive one and will be
stopped afier the worldwide recruitment
goal has been achieved. Sponsor
retains the right to limit, at any time and
with immediate effect, the number of
patients in excess of the minimum
number. Sponsor retains the right to
discontinue the trial prematurely due 1o
insufficient recruitment (e.g. in case that
a minimum of 1 patient is not enrolled
within the first 2 months after the
initiation of the trial).

Each patient shall be fully informed by 3.2.

the Investigator on the essence and
significance of the trial and legally
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2.3.

3.

3.1.

pisemnymi pokyny Zadavatele a/nebo
CRO  kvedeni protokolu predanymi
prokazatelnym zplUsobem Zkousejicimu.
Zdravotnické zafizeni a Zkousejici jsou
opravnéni  odmitnott  pinéni  pokyni
Zadavatele alnebo CRO
a nebudou véazani povinnosti tyte pokyny
plnit, pokud jsou lyto
v o rozporu s prawnimi pFedpisy,
Protokolem, povolenim Statniho dstavu
pro kontrolu 1éfiv nebo souhlasnym
stanoviskem pfislunych etickych komisi,

spraviou klinickou praxi, nebo Ize
odGvodnéné pledpokladat, Ze |ejich
pinéni by pfedstavovalo neimémé

zvyseni zdravotniho rizika pro subjekty
hodnocent nebo riziko Skody
na majetku Zdravotnického zafizeni.

Strany jednaji v strikinim  souladu
s veSkerymi pravnimi a Ofednimi
pozadavky na klinicka hodnoceni, jakoZ i
etickymi fady pfislusnych odbornych a
odborovych sdruzeni.

Sluzby poskytované na zakladé tefo
Smiouvy Zdravotnické  zafizenf ani
Hiavniho zkoudejictho nijak nezavazuji,
aby wyuZivallo produkty a sluzby
Zadavatele a/nebo CRO mimo rozsah

puscbnosti  tétar Smiouvy. Zadavatel
aineboe CRO vyslovné neodlekava
preferenéni  pfistup _ k  produkiom

Zadavatele v disledku této Smiouvy.
Vybér subjektd hodnoceni
a zadast o jejich souhlas

Protokol kiinického hodnoceni stanovi
podrobny  plan  ucéasti  subjekty
v klinickém hodnoceni. Nabor v ramci
Studie je soutéini a bude ukondéen po
dosaZeni celosvétového naborového
cile. Zadavalel si vyhrazuje pravo kdykoii
s okamzitou platnosti  omezit  pocet
subjekit hodnoceni na minimaini podel.
Zadavatel si vyhrazuje prévoe ukondit
predéasné klinické hodnoceni v pfipadé
nepostaéujiciho naboru (napf. v pfipadé,
Ze béhem prvnich 2 mésicd od zahdjeni
klinického hodnocani nedojde k naboru
minimalniho potu 1 subjekiu).

KaZzdy  subjekt  hodnoceni  bude
Zkousejicim piné informovéan
0 podstaté a vyznamu Kklinického
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3.3.

41.

required informed consent is received by
the Invesligator before participation in
the trial (part of Investigator Site File)
where the Informed Consent Form will
be handed over to the Investigator
during the initiation visit.

The Parties declare that they will ensure
protection of personal data at any time in
accordance with applicable laws and
regulations. In some countries drug and
medical device manufacturers are
required to report data on any and all
items of value including, but not limited
to fees, meals, educational items, gifls,
expense reimbursement and other
payments or items of value provided to
healthcare professionals. These reporis
may be made public consistent with the
applicable statutory requirements. The
Institution agrees to such disclosure of
the Speonsor and/or CRO andior
publication. The Instilution gives iis
express consent that Sponsor andfor
CRO may use, collect, process, record,
commit and transmit its personal data for
the purpose of this Agreement.

Obligations of the Institution and the
Investigator

Ingtitution and/or the Investigator are
obliged,

a. to fully cooperate with Sponsor
and/or CRO and the Investigator on
the trial and, in particular, provide
adequate number of qualified staff to
conduct the clinical trial property and
safely and provide necessary
facilities for the conduct of the trial
{Institution),

b. to accept monitoring visits and
source data verification in agreed
upon frequency,

c. io allow visits of losal and foreign
authorities and representatives of
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4.1.

hodnoceni a pied svou Ugasti v klinickém
hodnoceni  poskytne  Zkousejicimu
pisemny informovany souhlas (Cast
Investigator Sile File), kdy formular
informovaného souhlasu predd
Zadavatel Zkousejicimu b&hem iniciaéni
navstévy,

Smiuvni strany prohladuji, ze po celou
dobu zajisti ochranu osobnich Udaji
vsouladu s pfisiusnymi  zékony a
pfedpisy. V nékierych zemich jsou
vyrobci [é€iv a zdravotnickych prostiedka
povinni vykazovat Udaje
o veEkerych poloZkéach s hodnotou, jako
napfikiad o odménach, stravovani,
poloZkach slouzicich ke vzdélavani,
darech, naéhradach vydajuo a dalSich
platbach & poloZkach s hodnotou, které
byly poskytnuty profesionalnim
pracovnikiim z oboru zdravotnictvi. Tyto
vykazy mohou byt zvefejfovany
v souladu s platnymi zakonnymi
pozadavky. Zdravotnické zafizeni déva
svij souhlas s poskytnutim uvedenych
informaci zadavatele a/nebo CRO anebo
jejich zverejnéni. Zdravotnické zafizent

timto dava svdj vyslovny souhlas
Zadavatali amebo  CRO  kuZiti,
shromazdovani, zpracovani,

zaznamenavani, ukladéni pro budouci
vyuZiti a k pfenosu svych osobnich Gdajl
pro Gdely této Smiouvy.

Povinnosti Zdravoinického zafizenf a
Zkousejiciho

Zdravoinické zafizeni a/nebo ZkouSejici
se zavazuil:

a. piné spolupracoval se Zadavatelem
amebo CRO a Zkoudejicim na

kiinickém hodnoceni a zejmena
Zajistit odpovidajic pocet
kvalifikovanych pracovnikd

K fadnému a bezpeénému proveden
Klinického hodnoceni a paskytnout
nezbytnd zafizeni pro provedeni
klinického hodnoceni (Zdravotnické

zafizent),

b. povolit  monitorovaci  navitévy
a ovéfeni zdrojovych Udajd se
sjednanou frekvenc,

c. povolit navstévy mistnich

a zahraniénich Ufadd a zastupcl
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4.2.

4.3.

4.4.

Sponsor  andfor CRO  for the
purpose of monitoring, inspections,
and audits including access to the
Electronic Case Receord Forms
(eCRFs) and hospital patient
records and other documentation for
source data verification.

d. to notify the sponsor about SAE

immediately after take note.
Institution and the Investigalor are
obliged to guarantee that:

a. the archiving period for the entire
documentation of the ftrial, e.qg.
protocol, eCRFs, ISF, informed
consent, source dala, list of patient
identification, is fifteen (15) years
(based on the Trial Close-Out Visit
date at the site), thereafter the
documentation will be destroyed in
compliance with the law.
Documentation of the study will be
stored above fifteen (15) years only
it the Sponsor submits written
request before the end of this period
and a new agreement determining
the condition for an additionai period
of retention of records is executed.

b, During the agreed the period of 15
years such records will be never
destroyed without the prior written
consent of the Sponsor or ifs
designated Party.

¢. other trials do not take essential
subjects or facilities away from the
trial,

d. that all requirements for Remote
Data Capture (RDC) are in place.

Institution and the Invesligator agree
that the Agreement for the conduct of the
clinical trial will be forwarded to ethics
committee and/or regulatory authorities,
if requested by law.

The Parties consent that this Agreement
may be forwarded {o the Insurance
company in case of an insurance claim.
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4.2.

4.3.

4.4.

Zadavateie a/neho CRO
za Gfelem maonitorovani, inspekci a
auditi véetne pfistupu
K elektronickym kiinickym
zaznamOm  subjekit  (Electronic
Case Record Forms, eCRF)
a k nemocniénim zaznamum

o subjektech a k dalsi dokumentaci
za OCelem ovéfeni zdrojovych Gdajl.
d. nahlasit Zadavateli SAE (zavaZnou
nezadouci pfihodu) neprodlend od
jejtho zjisténi
Zdravelnické zafizeni a Zkousejici se
zavazuil zarudit, Ze:

a. veSkerd dokumentace klinického
hodnoceni, napf. protokal klinického
hodnoceni, eCRF, ISF, informovany
souhlas, zdrojové Udaje, seznam
identifikatnich kédi subjektl, je
archivovana po dobu patnacti (15) let
(od okamZiku data zavéreéné
navstdvy v centru), poté bude
dokumentace v souladu s
prislusnymi  pravnimi  pfedpisy
ziikvidovana. V pfipadd, Z2¢ mé
zadavatel zajem na dalsl archivaci
dokumentace, je povinen swij
pozadavek uplatnit pisemné u
Zdravotnického  zafizeni pied
uplynutim sjednané doby archivace
a uzaviit novou dohodu urcujici
podminky pro dodateéné uchovani
studijni dokumentace.

b. bé&hem sjednané doby 15 let nebude
tato dokumentace nikdy skartovana

bez pfedchozino pisemného
souhlasu  Zadavatele nebo jim
povéfeného subjektu

c. nedojde kpfebrani podstatnych

subjektd hodnoceni nebo zafizeni
z tohoto klinickeho hodnoceni pro
jind klinické hodnoceni

d. jsou spinény veskeré nalefitosti
sysiému Remote Data Capture

(RDC).
Zdravotnické  zafizeni a  Zkousejici
souhlasi s {im, Ze Smiouva

o provadéni kiinického hodnoceni bude
pledioZena etické komisi a/nebo
regulacnim organtm, pokud tak stanovi
zavazneé pravni pfedpisy.

Smluvni strany souhlasi s tim, aby byla
tatc  smiouva predana pojiStovac!
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4.5.

4.6.

4.7.

5.2.

5.3.

All trial medication and all information 4.5.

pertaining thereto given to the
Investigaior are exclusive property of
Sponsor. The Investigator is obliged to

return  all material and information
immediately after written reqguest of
Sponsor and/or CRO |

The parties are fully responsibie for
complying with the provisions of the
Confidentiality Clause as set forth in
clause 8 of this Agreement, including
providing information about
consequences and holding liability for
any breach of said Confidentiality
Clause, no matter whether the breach of
said Confidentiality Clause is committed
by leading officers of the Institution or
one or more of its employess or a
member of the trial team delegated by
ihe Investigator.

The Parties represent and warrant that it
will act in full compliance with applicable
anti-corruption legislation, including the
anfi-corruption laws applicable in the
Czech Republic Institution and the
Investigator are prohibited {0 offer,
promise or pay a bribe or any improper
gift or benefit in order t¢ obtain an
improper advantage in connection with
the services under this Agreement.

Obligations of the Sponsor / CRO
Sponsor undertakes fo inform  the
Investigator and the Institution of
chemical/pharmaceutical, toxicological,
pharmacological and clinical data and
resulls to justify nature, scope and
duration of the trial.

Sponsor delivers the ftrial medicinal
products and any other {rial material free
of charge and in time. The trial medicinal
products will be delivered to the address:
Hospital pharmacy, Hospital Jihlava,
Vrchlickeho 598, 586 33, Jihlava (“the
Pharmacy”).

In accordance with the Act no. 226/2008
Coll., the investigational product will be
stored in the pharmacy till the moment of

Agreement Pharmnat / CZ / institution / Site 08

4.6.

4.7.

s
N

8.3.

spoleCnosti v pfipadé, Ze  dojde
k narokovani pojistneho.

Veskeré hodnocené lecivo a vedkers
souvisejici informace poskytnuté
Zkousejicimu jsou vyhradnim majetkem
Zadavalele. Zkouejici je povinen na
pisemnou  Zadest Zadavatele a/nebo
CRO neprodlené vratit veSkery material a

informace.

Smiuvnf strany jsou plné odpovédné za
dodrZeni ustanoveni o mi¢enlivosti podie
glanku 8 této Smlouvy, a to vieing
poskytnuti informaci o disledcich a
neseni  odpovédnosti  za  jakékoli
porugeni  uvedeného ustanoveni o
mic¢enlivosti bez chledu na to, zda se
porudeni uvedenehe ustanoveni o
mi¢enlivosti dopusti vedouci pracovnici
Zdravotnického zaffzeni nebo néklery &
néktefi z jejich zaméstnanct nebo &ien
studijniho tymu delegovaneého
Zkousejicim.

Smiuvni stranu prohladujf a zaruduji se,
Ze bude jednat piné v souladu
s plisludnou protikorupdni legislativou
Ceske republiky, véetné protikorupénich
pfedpistt platnych v Ceské republice.
Zdravotnické zafizeni a Zkousejici nesmi
nabizet, slibovat nebo poskytnout
uplatek ani zadny nepatficny dar ani
prospé&ch za OCelem ziskani nepatficné
vyhody v souvislostt  se  sluZbami
poskyiovanymi die iéto Smiouvy.

Povinnosti Zadavatele | GRQ
Zadavatel se  zavazuje seznamit
Zkoudejiciho a Zdravotnické zafizeni
s chemickymiffarmaceutickymi,
toxikologickymi  a  klinickymi  Gdaji
a vysledky, aby tak odivodnil povahu,
rozsah a délku klinického hodnocenti,

Zadavatel zdarma a vdas dodéa
hodnocené lédivo a jakykoli jiny material
pro klinicke hodnoceni. Zadavatel zajisti
dodavku lédivych pfipravkd na adresu;
Nemocni¢nl lékarna, Nemocnice Jihlava,
Vrchiického 52, 586 33 Jihlava (déle jen
“‘Lékarna”).

Hodnocené lé&ivo bude do doby predani

na centrum v souladu
s vyhlagkou €. 226/2008 Sh., v plainém
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5.4.

5.5.

the transfer of the investigational product
fo the study site. Authorized pharmacist
is responsible o keep the requirements
of Good Clinical Praclice related
instructions of State Institute for Drug
Control  and  sponsor  instructions
including keeping of the study
documentation and also guarantees that
the manipulation with the IP will be done
only by authorised persons.

The destruction of used and unused
medication will be ensured by the
Sponsor on ils own costs.

The Sponsor declares that all conditions
laid down by the legislation for the
production (import) of the provided trial
medicinal product and its distribution to
the Institution are fulfilied.

The pharmacy will be also responsible
for receipt of the IP and dispensation of
the IP to the Investigator or to a
designated person.

Sponsor as a originator of wasie
undertakes to ensure on its own costs
during and after Trial completion transfer
of unused investigational medication to
authorized person in accordance to
regulation law no. 185/2001 Coll on

waste and related reguiafions as
amended.
The trial is covered by insurance

pursuant to the insurance policy issued
by CNA Hardy International Services
Limited (Policy No. HCCHG617) on the
terms and conditions therein.

Sponser shall  indemnify and hold
harmmless, and at Institution’s and/or the
Investigator's request, defend

Institution, Investigator and all staff
members working under the Institution’s
direction on the conduct of the Trial
(hereinafter referred to  as  the
"Indemnitees”) from and against any
claims, damages, losses and expenses,
including court costs and reasonable
fees of solicitors and other professionals
arising out of or resulting from adverse
drug experiences resuliing in bodily
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5.4.

znéni, uskladnéno v lékarné do dobhy
piesunu do studijniho centra., Fovéieny
farmaceut je odpovédny za kontrolu
zachazeni s hodnocenym  léCivym
pfipravkem podie zasad spravné
lekarenské praxe souvisejicli s pokyny
SUKL a pokynG zadavatele, véetné
vedeni pfislugné dokumentace a déle
poviieny farmaceut zarucuje
manipulaci s [&&ivem pouze opravnénymi
osobami.

Likvidaci pouZitého a nevyuzitého 1&6iva
si Zadavatel zajisti na viastni naklady.

Zadavate! prohlasuje, Ze jsou spinény

vegkeré podminky stanoveng
pifslusnymi pravnimi pfedpisy pro vyrobu
(dovoz) dodavaného  hodnocenégha
[&&iva a jeho distribuci  do

Zdravotnickeho zafizeni.

lL.ékdma bude zodpovidat za pfijem
zasilky hodnoceného lédiva a vydej
hodnoceného 1éive Zkousejicimu nebo
jim povéfené osobé.

Zadavatel se jako plvodce odpadu
zavazuje, Ze zajisti na viastni naklady,

jak v pribgéhu, tak i po skondeni
klinického hodnoceni, predani
nepouZitého [&¢ivého pfipravku
opravnéné osob& v souladu s

ustanovenimi zakona ¢&. 185/2001 8b., o
odpadech a jeho provadécimi predpisy v
platném znéni.

Klinické  hodnoceni  je  pojiiéno
v rozsahu dle podminek pojistné smiouvy
uzaviené se spolednosti CNA Hardy
International Services Limited (pojisina
smlouva & HCCH0617).

Zadavaiel odskodni, pfevezme
odpovédnost a na zadost Zdravotnického
zafizeni a/nebo ZkouSejiciho bude héjit
Zdravotnické zafizeni, Zkoudejiciho a
viechny pracovniky podilejici se podle
polkyn{ Zdravotnického zallzeni
na provadéni klinického hodnoceni (déie
jako ,odgkodnéné osoby”) vudi jakymkoli
narokom, ndhraddm djmy, zirdtdm a
vydajim véetné soudnich vydajl a
pfiméfenych poplatk( pravnim
zastupcom a jinym odborniklm vzeslym
nebo plynoucim z nezadoucich Gdinkd
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injury to patients, including death caused
directly by the participation of the patient
in the trial, whether as a consequence of
administration of the Triat drug or as a
consequence of a procedure applied on
basis of the Protocol of this Trial.
Sponsor's obligation of indemnification
is further contingent the following:

a. Terms of the Protocol or any written
instruction relative to the
administration of the Trial drug(s)
are strictly adhered {o;

b. Indemnitees have used reagsonable
medical judgment in the
adminisiration, or in contral of the
administration of the Trial drug(s);

c. Indemnitees have complied with all
applicable laws and regulations and
have conducted the Trial in
accordance  with the  latest
applicable Good Clinical Practice,

d. The damage is not attributable to the
negligent act, omission or willful
miscenduct on the part of the
Indemnitees involved in the Trial;

e. The Insiitution, the Investigator and
Indemnities have given Sponsor or
CRO prompt written notice of any
claims involving the Trial drug(s)
and have cooperated fully with
Sponsor in the defense thereof,
including but not limited to, allowing
Sponsor and CRO complete access
to all relevant documents.

The Sponsor andfor CRO are obliged to
provide the Investigator for the Trial's
purpose with the muster inform consent
form that contains all requirements of the
Sponsor, Pretocol, law and regulations
and that was approved by Institute for
Drug Control and relevant sthic
committees.

The Sponsor and CRO declares that all
information provided for the purpose of
the conduct of the Trial (including
protocol) is complete and proper for the
purpose of the conduct of the Trial.

Agreement Pharmnet / CZ / Institution / Site 08

hodnocengho éku vedoucich k Ujmé na

zdravi subjekit hodnoceni, a to véetné

smrli zpusobené pfimo GCasti subjekiu
hodnoceni v klinickém hodnoceni, at' jiz

v disledku podani hodnocengho lédiva,

&i v dusledku postupu aplikovaného na

zakladé protokolu tohoto  klinického

hodnoceni. Zavazek Zadavatele
poskytnout odSkodnéni je dale podminén
nasledujicim:

a. plfisnym  dodrZzenim  podminek
protokolu klinického hodnoceni nebo
jakéhokoli  pisemného  pokynu -
v souvislosti s podavanim
hodnoceného léku (Iéku);

b. odSkodnéné osoby pouZily
pfiméfeny Iékafsky dsudek pfi
podani nebo pfi kontrole podavani
hodnoceného léku (1ékay,

c. od8kodnene osoby dodrzely veskeré
pfedméiné obecné zavazné pravni
pfedpisy a provadély Klinické
hodnacen! v souladu 8 predmétnou
Spravnou klinickou praxi v platném
znéni;

d. Ujma nebyla zpusobena hrubou
nedbalosti, opomenutim nebo
umysinym jednanim odSkodnénych
osob podilejicich se na klinickém
hodnoceni;

e. Zdravoinické zafizeni, Zkoudejici a
odskodnéné  osoby  neprodiené
pisemné seznamily Zadavatele,
nebo CRO sveBkerymi naroky
tykajicimi  se hodnoceného  [éku
(lekd) a poskytly Zadavateli pinou
soucinnost pfi obhajobé vadi témio
naroklm, & to kromé jiného vietné
naprostého zpfistupnéni vedkerych
pfedmetnych dokumentll Zadavateli
a CRO.

Zadavatel a/nebo CRO se zavazuji
predat Zkoudejicimu pro (cely Siudie
vzorovy informovany souhlas, klery
obsahuje veskeré pozadavky
Zadavatele, Protokolu a pfiisiudnych
pravnich pfedpis( a byl schvalen SUKL a
piisiusnymi etickymi komisemi,
Zadavatel a CRO prohlasuji, Ze veskeré
informace predané pro Gdely provadéni
Studie (vfetné Profokolu) jscu dpiné
a spravné pro Ucely provadéni Studie.
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6.

6.2.

6.3.

The Sponsor and/or GRO are obliged to
immediately inform the Institution and the
Investigator about the Clinical trial
completion (earlier completion or in the
expected date of proper). Further the
sponsor and/or CRO are obliged to
inform the Institution and the Investigator
in case that the Institute for Drug Control
suspends or prohibits the conduct of the
study and further in case that the ethic
committee withdraws (temporarily or
permanently) their favorable opinion.

Paymaiit of Fees

Financlai reimbursement  of
Institution and the investigator for the
work performed during the trial will be
made according to thefollowing
schedule; A payment of be
made for each patient who passed visits
as set forth in the Trial Protocol. This
payment covers remuneraiion of the
Institution and all costs in connection
with this  Trial including the
reimbursement of the Investigator and
trial team delegated by the Investigator.
This payment should be split: for
the institution and the
Investigator in accordance with the
payment schedules (Appendices 1 and
2). This payment shall be made via bank
transfer to accounts specified in
Appendices 1 and 2. Reimbursement of
the trial team is investigator's
responsibility.

The above mentioned payment does not
Inciude VAT. VAT will be charged
according to the valid legislation -
abroad by the reverse charge system.

Payments will be made via bank
transfer. The Institution is obliged to take
care ofthe existence/correctness as well
as completeness and validity of the bank
details  specified below in this
Agreement. In case any incorrect or
incomplete data is provided by the
Institution payment cannot be executed
by Sponsor or CRO. In case of any
changes of bank details (e.g. new bank
account number, deactivation of bank
account etc.) the Institution will
Immediately notify Sponsor or CRO.
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6

the 6.1.

6.2.

6.3.

Zadavatel a/nebo CRO se zavazuji
neprodlené informovat Zdravotnické
zafizeni a ZkouSejiciho o ukon&eni
Studie (pfedCasném nebo v fadném
pfedpokladaném terminu), Déle jsou
Zadavatel a/nebo CRO  povinni
Zdravotnické zafizeni a ZkouSejiciho
neprodlené informovat, v pfipadé, Ze
SUKL pozastavi nebo zakaze provadéni
Studie a daie bude“ii souhlas etickych
komisi (doCasné nebo trvale) odvolan.

Financni platby Zdravotnickému zafizeni
a ZkouSejicimu za praci provedenou
v ramci  klinického hodnoceni budou
provadény podle nasledujiciho planu.
Platba ve vySI™MAN bude provedena
za kazdy subjekt hodnoceni, ktery
absolvuje néavstévy dle Protokolu. Tato
platba zahrnuje odménu pro
Zdravotnické zafizeni a uUhradu vSech
nékladli v souvislosti s touto studii
zahrnujicich odménu ZkouSejicimu a
studijnimu tymu, ktery Je delegovan
Zkou$ejicim. Céstka bude rozdélena v
poméru Zdravotnické zafzeni
ZkouSejici v souladu s platebnimi rozvrhy
(Pfiloha 1 a 2). Platba bude provedena
prostiednictvim bankovniho prevodu na
Ucty uvedené v jednotlivych pfilohach 1 a
2. Odména pro studijni tym je
zodpovédnosti Zkousejiciho.

VySe uvedené platby nezahrnuji DPH.
DPH bude uc¢tovano dle platné legislativy
- do zahrani€i v systému reverse charge.

Platby budou provedeny prostfednictvim
bankovniho  pfevodu.  Zdravotnické
zafizeni se zavazuje zkontrolovat
existenci/ spravnost a Uplnost a platnost
nize uvedenych bankovnich daju.
V pfipadé, Zze Zdravotnické zafizeni
poskytne jakékoli nespravné nebo
nedplné Udaje, Zadavatel, nebo CRO
nebude moci platbu provést. V pfipadé
jakychkoli zmé&n bankovnich Gdajl (napf.

nové Cislo bankovniho uctu, zruSeni
bankovniho actu apod.) bude
Zdravotnické zafizeni neprodlené

informovat Zadavatele, nebo CRO.
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6.4. Payment will be made based on

institution Invoicing based on enrolment
status and patient status by the Sponsor
or CRO and approved by the
Investigator. Details for the invoice and
all other notifications to the Institution wili
be sent to the email address

Due date of the
invoice is 30 days after the invoice is
raised by the institution. The last
payment will be done at the end of the
trial as soon as all queries and data
clarification forms are resolved and no
further are to be expected.

6.5. Pharmacy fee -- The Sponsor and CRO

agree to pay the institution for the
services provided by the hospital
pharmacy In connection with this Trial
(incoming IMP, transfer of IMP to the
clinic and storage of IMP in the period
between Incoming and transfer).
Pharmacy payments are paid on the
basis of a separate invoice on behalf of
the Institution, the payment will be
marked "Pharmacy Fee” and the name
of Study 17»01 / CiinBPO»30. The details
for the payment wili be provided by the
CRA / Sponsor to the economio
department and he/she will also inform
the study pharmacist about the payment
execution. In particular a net amount of
will be paid for every supply of
the IMP. The Institution will issue a
separate invoice for this amount for the
first shipment during the firsts payment
round after the enrollment of first
patientThis fee will be paid even if no
patient is randomized.
All subsequent payments for incoming
IMP  shipments shall be invoiced
separately by the institution with the
same frequency as the payments for
enrolled subjects In accordance with the
above-mentioned instructions. The
Sponsor and CRO agree to pay the
Institution for the initial training (including
administration - CV, arrangements for
delivery, training) a one-time fee of
| For the monitoring visit of the CRj®
in the Pharmacy (with the presence of
responsible Pharmacy representative)

Agreement Pharmnet/ CZ / Institution / Site 08

6,4. Platby budou provadény na zakladé

fakturace  zdravotnickym  zafizenim
vypocitané dle seznamu zafazenych
pacientll vytvoreného zadavatelem nebo
CRO a odsouhlaseného zkousejicim.
Podklady pro fakturaci a veSkera
oznameni  Zdravotnickému  zafizeni
budou zaslany na adresu

Doba splatnosti
faktur je 30 dnl ode dne vystaveni
zdravotnickym  zafizenim.  Posledni
platba bude provedena na konci
klinického hodnoceni, jakmile budou
vyfeSeny vSechny dotazy a formuléfe pro
upfesnéni Udaji a Zadné daldi se uz
nebudou oCekéavat.

. Platba pro Iékarnu - Zadavatel a CRO

souhlasi zaplatit Zdravoinickému
zafizeni platbu za sluzby poskytnuté
nemocnicni Iékarnou v ramci této Studie
(pfijem hodnoceného 1éCiva, predani
hodnoceného IéCiva na klinikku a
skladovani hodnoceného léCiva
v mezidobi mezi jeho pfijetim a
pfedanim). Platby Iékarné se vyplaceji na
zékladé samostatné faktury na Ucet
nemocnice, platba bude oznacena
.Lékarensky poplatek” a nazvem studie
17-01/CiinBPO-30. Podklady k platbé
poskytne monitor/ zadavatel
ekonomickému oddéleni a zaroven bude
informovat studijniho farmaceuta o
provedeni platby. Konkrétné bude
zaplacena castka ve za
kazdou zasilku hodnoceného [éCiva.
Zdravotnické zafizeni vystavi
samostatnou fakturu na tuto Castku za
prvni zasilku pfi prvnim kole fakturaci po
zafazeni prvniho pacienta. Tato castka
bude proplacena i v pfipadé, Ze nebude
zafazen Za&dny pacient, VeSkeré
nasledujici platby za prijaté zasilky
hodnoceného IéCiva budou  vzdy
provadény se stejnou frekvenci jako
platby za zafazené subjekty pro
Zdravotnické  zafizeni na zakladé
samostatnych faktur vystavenych dle
pokynli uvedenych vySe. Zadavatel a
CRO souhlasi zaplatit Zdravotnickému
zafizeni platbu za iniciani tréning
(v€etné administrace KS - CV, ujednani
podminek dodani, Skoleni) jednorazovy
poplatek ve vysi Za kontrolni
navstévu monitore v Ilékarné s UcCasti
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6.6.

6.7. The Sponsor or CRO shall

6,8.

the Institution shall Invoice one-time fee
of for each monitoring visit. The
orderly Invoices shall be issued by the
Institution and sent to the following
address:

The approved compensation of
subject’s travel (in the amount of]

wili be paid to the subjects enrolled
to the study by the investigator directly
at the visit on site. Amount of
will be paid to the subject in 2 separate
payments (one after V6 and one at the
last patient's study visit).

pay for
administrative activities during study
initiation and conduct phase for the above
mentioned Clinical Trial in the amount
totaling for the Institution.
Payment shall be made based on the
orderly invoice of the Institution after the
Agreement’s signature within forty five
(45) days from the date the invoice is
received by the Sponsor/CRO.

The orderly Invoice shall be issued by the
Institution and sent to the following
address:

The Sponso™RO shall pay flat rate
fee of year for the costs
related to the storage of the IMP at the
site.

The orderly invoice shall be issued by the
institution and sent to the following
address:

Agreement Pharmneti CZ i Institution / Site 08

6.6.

6.7. Zadavatel

6.8.

odpovédné osoby bude Zadavateli nebo
CRO u5to” jednorazovy poplatek ve

vysi za kazdou provedenou
navstévu.
Radné vystavené faktury  budou

Zdravotnickym zafizenim zasilany na
nasledujici adresu:

Schvalend kompenzace za cestovn”
jiné néklady pro pacienty (ve vySI™|
bude vyplacena  pacientim
zafazenym do studie ZkousSejicinr*nmo
pii navstévé v centru. Castka
bude vyplacena ve dvou platbach (Jedna
po Navstévé 5 a jedna pfi posledni
navstéve pacienta ve studii).

nebo 'CRO zaplati za
administrativni Gkony béhem pfipravy
realizace a provadéni vysSe uvedeného
klinického hodnoceni ¢astku ve vy SinN

Zdravotnické zafizeni. Platba
bude provedena na zakladé TFadné
faktury vystavené Zdravotnickym
zafizenim po podpisu smlouvy béhem
Ctyficet! péti (46) dni ode dne, kdy je
faktura obdrzena Zadavatelem/CRO.
Zdravotnické zafizeni vystavi a zaSle
fAddnou fakturu na nasledujici adresu
spolecnosti:

Zadavatel nebo CRO zaplati pausalni
¢astku ro¢né na pokryti nakladu
spojenych s uskladnénim  studijni
medikace v centru.

Zdravotnické zafizeni vystavi a zaSle
fadnou fakturu na nasledujici adresu
spole&nosti:
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Following bank transfer details will be used for payment of all fees with exception
of subject related fees (specified in separate Appendices) / Pro platbu veskerych
poplatkd s vyjimkou poplatkd za pacienty (specifikovano v samostatnych Prilohach)

bude pouzito nésledujici bankovni spojeni

7. Inspections 7.  Kontroly

7.1. Sponsor or a designated parly shall 7.1. Zadavatel nebo uréeny subjeki mé pravo
have the right to inspect the progress of provadét ve  vzdjemné  vhodnych
the tial and the quality of obtained terminech kontroly postupu klinického
resulfs at mutually convenient times. hodnoceni a kvality ziskanych vysledkd.
The inspections shall be as frequent as Kontroly budouw provadény tak Gasto, jak
Sponsor deems necessary. to Zadavatel uzna za petffebné.

7.2. The Institution and the Investigator 7.2. Zdravotnicke zafizeni a ZkouSejici se
agree to make available all ftrial zavazuji, Ze na Zadost Zadavatele nebo
documents, resulls, materials and trial uréeného subjekiu zpfistupni veskerou
patients’ medical records, as defined in dokumentaci  klinického  hodnoceni,
the Protocol, and any other information vysledky, materialy
concerning the ftrial if requested by a nemochniéni  zaznamy  subjektl
Sponsor or the designated party. hodnoceni stanovené v protokolu

klinickeho hodnoceni a jakékoli dal$i
informace  tykajici  se  klinického
hodnoceni.

7.3. The Institution and the Investigator /-3 Zdravotnické zafizenia Zkousejic berou

acknowledge that there may be audits of

na védomi, e mdZe dojlt k auditim ze

domestic, foreign and international strany ~ narodnich,  zahraniénich  a
authorities/organizations, whose mezinarodnich - Ofady
aclivities consist in the registration of organizaci, jejichZ finnosti  spoCivajl

medicinal products andfor supervision/

vregistraci 1&&ivych pfipravka a/mebo

inspection  of clinical  studies. In dohledu  nadfinspekci  Klinickych
particular, the aforementioned hodnoceni. Vyse uvedené (fady/
authorities/organizations shall have the organizace budou mit zejmena pravo
right to inspect the rooms, the provést  kontrolu  prostor,  postup

procedures and equipmenis employed
for the ftrial, the wmanner of data
documentation and the storage of
documentation as well as the documents
concerning the trial, including medical
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a zafizeni pouZivanych pro klinické
hodnoceni, zpusob dokumentace Udaji a
archivovani dokumentace
a dokumentaci tykajici se klinického
hodnoceni vieing nemochiénich
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7.4,

documentation concerning all patients
included in the trial.

During the conduct of the review or audit
by the Sponsor and/or CRO in the
Institution are Sponsor and the
designated parlies obliged to respect the
operaling conditions of the Institution so,
that the time and place of the audit
determines the Investigator afier the
agreement with the Sponsor and CRO.

The law obligations of the Institufion will
be respected within the audit, especially
the obligation of the confidentiality and
personal data protections and further the
protection of the trade secret of the
Institution.

in the event of a supervision/ inspection

related to the trial, within the scope of &l

applicable laws and regulations the

Institution and the Investigator agree to:

a. notify  Sponsor  and CRO
immediately,

b. cooperate with the representatives
of such authorities,

c. provide access f{o
described trial records,

d. provide Sponsor and CRO with a
copy of the inspection report except
for any information concerning
confidential patient data and other
confidential information, which may

the above

not be disclosed according to
applicable local laws and
regulations,

e. report to Sponsor and CRO any
findings during such audit.

Confidentiality

For the purpose of this Agreement
“Information” shall mean all visual, oral,
written and/or electronic information and
data on the compound, any technical
and/for test resuits pertaining thereto and
any other matter related to the Trial that
have been handed over by the Sponsor
and/or CRO to the Insfitution and the
Investigator for the purpose of the
conduct of the Trai or generated
pursuant o the Trial (“Confidential
information™).
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7.4,

zaznamu lykajicich se v8ech subjekid
hodnoceni. ‘

Pii provadéni kontroly nebo auditu ze
strany Zadavatele a/hebo  CRO
ve  Zdravotnickem  zafizeni  jsou
Zadavatel a povéfeng osoby povinni
respekiovat provozni podminky
Zdravotnickéhao zafizeni s tim, Ze misto a
¢as kontroly stanovuje ZkouSejici po
dohodé se Zadavatelem a CRO.

V réamci auditu budou respekfovany
zékonné  povinnosti  Zdravotnického
zatizent, pfedevdim povinnost

mi&eniivosti a ochrany osobnich Udajd, a
dale ochrana obchodniho tajemstvi
Zdravotnického zafizeni.

Zdravotnické zafizeni a Zkoudejicl se
zavazuji, Zze v pfipadé dohledu/inspekce

souvisejici s Klinickyrm  hodnocenim

vrozsahu  veSkerych  pfedmétnych

obecné zavaznych pravnich piedpisi:

a. budou neprodlend informovat
Zadavatele a CRO,

b. poskytnou técmto Ufadim
saudinnost,

c. zpfistupni  uvedené zdznamy

klinického hodnoceni,
d. poskythou Zadavateli a CRO Kkopii

inspekéni Zpravy s vyjirnkou
jakychkoli informac! tykajicich se
davérnych (dajil o subjektech
hodnoceni a  jinych  dGvémych
informaci, které nelze podle
pfedmétnych  obecné zavaznych

pravnich pfedpisil sdé&iovat,
e. seznami Zadavalele a3

s veskerymi nalezy

uvedensho auditu.

CRO
v ramoei

Miceniivost

Informacemi se pro Géely této Smiouvy
rozum&ji  veskerd  vizualni,  Gsini,
pisemné a/nebo elekironicke informace a
udaj@ o hodnoceném 1édivy, jakékoli
technické vysledky a/mebo vysledky testl

tykajici se t6hoZ a jakékoli dalsi
zaleZitosti souvisejici s klinickym
hodnocenim,  kieré  Zdravoinickému

zafizen! a Zkousejicimu byly pfedany
Zadavatelem a/mebo CRO za ulelem
provadéni klinického hodnoceni nebo
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8.2.

8.3.

8.4,

8.5,

8.6.

The Institution and the Investigator are
obliged to keep such information as
defined in clause 8.1. of this Agreement
strictly confidential.

The Institution’s and the Investigator's

obligations include, but are not limited {o:

a. not disclosing the Confidential
Information to any third party without
prior written consent by Sponsor,;

b. not using the information for any
other purpose but the one agreed
herein.

For the purpose of the performance of
the Trial the Institution and the
Investigator may disclose Information to
such responsible employees or to third
parties fo whom it shall be necessary
and essential for the conduct of the Trial
to disclose such Information. Prior to
disclosure of any such Information to
employses and/or third parties the
Institution undertakes to inform about
extent of such obligations as imposed on
the Institution and the Investigator
according to this Agreement as weli as
about their duty to  observe
confidentiality obligation fo the same
extent as defined in this clause.

in case the Institution and/or the
Investigator provide information to the
Sponsor during the conduct of the Trial,
the Instifution and/or the Investigator will
indicale which information provided to
Sponsor  should be treated as
confidential and Sponsor undertakes fo
keep the confidentiality about this
information.

The obligations set forth above in clause
8.1.-8.4. shall be valid for the duration of
this Agreement and shall additionally
expand for a period of fitteen (15} years
after termination of this Agreement.

The Sponsor acknowledges and agrees
that the Institution makes this
Agreement public in accordance with Act
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8.2.

8.3.

8.4,

8.5.

8.6.

vytvofilo vramci kiinického hodnocenti
(,Dlvérné infarmace”),

Zdravotnické zafizeni a Zkoudejici jsou
povinni zachovavat informace
definovaneé v odstavci 8.1. téte Smilouvy
v pfisne tajnosti.

Zavazky Zdravotnického zafizeni

a Zkousejictho kromé jiného zahrnuijf;

a. nesdélovani DOvérnych informaci
jakékoli tfeti strané bez pfedchoziho
pisemného souhlasu Zadavatele

b. pepouzivani Divérnych informaci za
Jakymkeli jinym uéelem kromé (&elu
sjednaného touto Smlouvol.

Zdravotnické zafizeni a ZkouBejicl
mohou sdélit DGveémné informace pro
Ucely provadeéni klinického hodnoceni
odpovédnym zaméstnancim nebo tfetim

stranam, u kierych bude sdéleni
Duvémych  informaci  nezbytné a
podstatné pro provadéni  klinického

hodnoceni, Zdravotnické zafizeni se
zavazuje, ze pied sdélenim jakychkoli
Davérnych  informaci  zaméstnancum
a/nebo tfetim stranam bude uvedené
zaméstnance  a/hebo  teti  strany
informovat o rozsahu téchto zdvazkd,
kjakym se zavézali Zdravotnické
zafizeni a Zkoudejicl podie tsto
Smiouvy, jakoZ i o jejich povinnosti
dodrzovat zavazek mienlivosti
ve shodném rozsahu, jak je uveden
v tomto ¢lanku,

V pfipadé, Ze Zdravoinické zafizeni
anebo Zkousejici poskyine informace
Zadavateli v prdbéhu  Klinického
hodnoceni, zdravotnické zafizeni a/neba
ZkouZejici oznall, s kierymi informacemi
je ftfeba nakladat jako s ddvérnymi
a Zadavatel se zavazuje zachovavat
micenlivost o t&chio informacich.

Zavazky stangvené v odstavcich 8.1, aZ
84. plati po dobu této Smlouvy
a dale po dobu patnacti (18) let po
ukonéeni této Smiouvy.

Zadavatel bere na védomi a souhlasi s
tim, Ze zdravotnické zalizeni zvefejni
tuto smicuvu dle zakona ¢&. 340/20158b.,,
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9.1.

9.2.

9.3.

9.4.

no. 34072015 colon the Registry of
contracts in period set by the law.

Confidential information concerming the
clinical trial and that meets the definition
of trade secret under § 504 of the Act no.
89/2012 Coll. Civii Code (eg. the
investigator brochure, calculation of
financial renumeration for Invesligator
etc.), will not be published in the registry.

Intellectual
rights

As Investigator is obliged to conduct the
trial strictly according to the trial Protocol
itis not inlended that the trial leads to the
generation of know-how, discoveries or
patentable inventions (“inventions”).
However, in the event any invention is
made by the Investigator in connection
with the conduct of the frial, this shall be
promptly disclosed by the Investigalor
and the Instifution to Sponsor. The
institution and the Investigator are
cbliged o assign its rights relating to the
invention to Sponsor and its affiliated
companies without any additional
compensation. All Inventions shall be
the sole and exclusive property of
Sponsor, who shall have the sole and
exclusive right to apply for world-wide
patent rights in its own name and ils own
costs, naming the inventor, and to make
unlimited use of the Inventions.

Froperty and Patent

The Instifution and the Investigator are
obliged to inform all persons involved in
the clinical irigl about respeciive
obligations resulting from this clause.

All  projects, data, documents,
information, experiences and inventions
raesulting from this clinical trial are
exclusively owned by  Sponsor.
Accordingly Sponsor keeps all rights for
worldwide commercialization of its
respective products and licenses without
any restrictions.

The Instifution and the Investigaior
certify that the above mentioned
obligations are not confradictory to any

Agreement Pharmnet / CZ / Institution 7 Site 08

8.1.

0.2.

9.3.

8.4,

v registru smiuv v zakonem stanovené
hité.

Divérné informace, kieré se iykaji
klinického hodnoceni a kieré splfiuji
definici obchodniho tajemstvi dle § 504
zékona €. 89/2012 Sb. ob&ansky zakonik
(napf. brozura zkousejiciho, vypodtet
finanéni odmény za pacienta, apod.),
nebudou v registru zvefejné&ny.

Dusevni viastnictvi a patentova prava

Vzhledem k tomuy,
povinen provadét klinicke hodnoceni
pfisné podie protokolu  Klinickéhao
hodnoceni, nepfedpokiadd se, Ze by
kiinické hodnoceni vedlo k novému know
how, objevim nebo patentovatelnym

7¢ je Zkousejict

vyndlezlm  (,Vyndlezy*). Pokud ale
ZkouSeiict  vytvofl  jakvkoli  Vyndlez
v souvislosti s provadénim  klinického

hodnoceni, Zkoudejici a Zdravotnické
zafizeni to  neprodlené  ozndmi
Zadavateli. Zdravotnické zafizeni a
ZkouSejici jsou povinni pfevést sva prava
souvisejici s Vynalezem na Zadavalele a
jeho dcefineg spoleénosti bez jakekoli
dodatedné nahrady. Velkergé Vynalezy
budou vylu€nym a vyhradnim majetkem
Zadavalele, ktery bude mit wludné a
vyhradni pravo poZzadat
o celosvetova patentovd prava svym
vigstnim - jménem a na své viasini
naklady s uvedenim wvyndlezce a na
neomezené pouivani Vynalezl.

Zdravotnické zafizeni a Zkoussjict jsou
povinni  informovat o pfisludnych
zévazcich vyplyvajicich z tohoto &ldnku
viechny osoby podilejici se na Klinickém
hodnoceni.

Vegkeré projekty, Udaje, dokumenty,
informace, zkusenosti a  vynalezy
plynouci z tohoto klinického hodnoceni
jsou  wyludnym majetkem Zadavatele.
Zadavatel si proto vyhrazuje vedkerd
prava na celosvétové vyuZiti prislusnych

produktd  a licenci bez jakéhokoli
omezeni.
Zdravotnické  zafizeni a ZkouSejici

potvrzuji, Ze vySe uvedsné zévazky
nejsou vrozporu se Zadnou jinou
dohodou uzavienou se tretimi stranami.
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10.
10.1.

10.2.

10.3.

other agreement concluded with third
parties.

Publications

it is understood and agreed that any and
all information, data or discoveries
resulting, generated or developed by the
trial is the property of Sponsor and may
be used by Sponsor in connection with
any of its research, development,
marketing or promotional aclivities.

Spensor has unrestricted publication
rights on data resulting from the trial and
may also give data to third parties for
publication.

If the clinical trial is a part of the
multicentric clinical trial, the Investigator
and the Instifution cannot publish the
daia found out at the Institution until the
results from the entire clinical trial (multi
centre publications) are pubfished. If
such a clinical frial is not admitied for
publication within 18 months after its
completion or termination in all sites or
the Sponsor confirms, that they will not
prepare any multicentric publication,
then the Institufion or the Investigator
can publish the resulls from the
[nstitution separately in compliance with
this clause upon Sponsor’s writlen
approval.

In case any publication is inlended by
the Investigator or the Institution,

a. all manuscripts will be submitted in
written form  to  Sponsor  for
information and possible adjustimerit
comments prior to publication. In
order to ensure that the Sponsor will
be able to make comments and
suggestions where pertinent, papers
must be provided to the Sponsor no
later than 4 weeks, abstracts no
later than 2 weeks prior to
submission for publication. Sponsor
will respond to such submissions
within a reasonable period of time,

Agreement Pharmnet / CZ / Institution / Site 08

10,
10.1.

10.2.

10.3.

Publikace

Smluvri strany berou na vedomi
a dohodly se, Ze veSkeré informace,
udaje nebo objevy plynouci, zhotovené
nebo  vyvinuié  vramel  Kiinickeho
hodnoceni jsou majetkem Zadavatele a
Zadavatel je muZe vyuZivat v souvislosti
s jakymkoll svym vyzkumem, vyvojem,
marketingem nebo propagaci.

Zadavatel ma neomezena  prava
k publikaci adajl plynoucich z Klinického
hodrioceni a mUZe také poskytnout Gdaje
tfetim stranam k publikovani.

Pokud je wurdité klinické hodnoceni
soutasti  multicentrického  klinického
hodnoceni, Zdravotnicke zafizeni

a Zkoussjici tohoto klinickehe hodnocent
nemchou publikovat Gdaje zjigténé v
zdravotnickém zafizeni do doby, neZ
jsou publikovany vysledky z kempletniho
klinického hodnoceni  (multicentricka
publikace). Neni-li takoveto
muiticentrické klinické hodnoceni pfijato
k publikaci b&hem 18 mésict po jeho
dokoncenf nebo predéasném ukondeni
ve viech cenirech nebo zadavalel
potvrdi, 2e Zadnou multicentrickou
publikaci nevytvofi, mize Zdravatnické
zafizeni a/nebo Zkoudejici publikovat
vystedky ze svého zdravotnického
zatizeni samostatné v souladu s timto
¢lankem smlouvy po pisemném souhlasu
zadavatels.

Jestlize ZkouSejici nebo Zdravotnické
zafizeni uvaZuje o zvefejnéni jakekoli
publikace, pak:

a. veskeré rukopisy budou pied
zvefejnénim poskytnuly v pisemné
podobé Zadavateli pro informaci a
pfipadnym pfipominkam. Zadavatel
musi dostat piednddky nejpozdsii
4 tydnt @ abstrakta nejpozdgji 2
tydny pfed predanim
ke zvefejnéni, aby mél moZnost
vyjadiit v pfedmétnych pfipadach
své pfipominky a névrhy. Zadavatel

odpovi na poskytnuté malerialy
v pfiméfené Casové |hutd, ale
nejpozdéji do thceti (30) dna.
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10.4.

11.
11.1.

11.2.

11.3.

not to exceed thirly (30) days. All
reasonable comments made by the
Sponsor in relstion to a proposed
publication must be incorporated
info the publication;

b. Sponsor reserves the right to name
co-authors,
The Parties agreed that at the end of the

clinical rial upon a request of the Ethics
committee of the Institution the Sponsor
shali provide a list of publications related
to results from this clinical trial.

Duration of the Contract

This contract comes into effect afler
signing by all three parties and is valid
for the whole duration of the trial (until
the clinical study report has been
completed). The expeclted duration of
this clinical trial is till Nov2020.

Sponsor and CRO have the right to
discontinue the trial prematurely due to:

insufficient  recruitment  of  trial
subjects (e.g. in case a minimum of
1 patient is not enrolled within the
first 2 months after the initiation of
the trial},

a.

material breach of contract by the
Institution and/or the Investigator (in
particular violation of any of iis
ebligations set forth in section 4),

safety reasons,

another important justified reason (if
e.g. insolvency proceedings have
been initiasted  against  the
Institution).

Termination of the Agreement by CRQO
shall be made in writing.

oo

The Institution andior the Investigator
have the right to earlier termination of
this Agreement due to:

a. material breach of the Contract by
Sponsor and/or CRO,
b. safety reasons regarding Subjects.

Agreement Pharmnet / CZ / Institution / Site 08

10.4.

11.
11.1.

11.2. Zadavaiel a

11.3.

Veskeré piiméfend pfipominky ze
strany  Zadavalele v souvislosti
s navrhovanou publikaci musejl byt
zalleneny do publikace,

b, Zadavalel si vyhrazuje pravo uvést
spoluautory.

Smluvni  strany  se  dohodly, Ze
na zakladé 2Zadosti Etické komise
zdravolnického  zaflzeni  zadavatel
poskyine po  ukongeni  klinického
hodnoceni seznam publikact vztahujicich
se k vysledkim toholo klinického
hodnoceni.

Smiluvni doba

Tato  smlouva  nabyvd  (OCinnost
podpisem vEech tfech smiuvnich stran a
plati po celou dobu klinického hodnocent
(zz do vydani zavéreCné zpravy
klinického hodnoceni). Pfedpokladana
doba trvani klinického hodnoceni je do
listopadu 2020.

CRO maji pravo
na pled€asné ukondeni Kklinickeho
hodnoceni v pfipadé:

a. nedostateéného naboru  subjekil

hodnoceni  (napf. jestlize béhem
prvnich 2 mésicti  od  zahdjeni
klinického  hodnoceni  nedojde
knaborty  miniméalné 1 subjektu
hodnocent),

b. zédvainého  poruSeni  Smlouvy
ze strany Zdravolnického zaffzeni
nebo  Zkoudegjicige  (zejména

v pfipadé porudeni jakéhokoli z jeho
zévazki stanovenych v &ianku 4},

¢. bezpetnostnich davodu,

d. jiného dllezitého opodstainéného
divodu (napi. vpiipadé zahdjeni
fizeni vi&i Zdravotnickému zafizeni
z diivodu platebni neschopnosti).

CRO je povinno ukondit Smiouvu

pisemnou vypovédi.

Zdravotnické zafizeni a/fnebo Zkoudejict
maji pravo pfedéasné vypovédét tulo
Smiouvu v pripadé, Ze:

a. bude zavazné poruSena fato
Smiouva ze strany Zadavatele/CRO,

b. bude ohroZena hezpetnost subjektl
klinického hodnoceni.
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11.4.

i2.
12.1.

12.2.

12.3.

12.4.

Termination of the Agreement by the 11.4.

Institution and/or the Investigator shall
be made in writing upon 30 (thirty) days.
The subjects may not suffer any harm to
their lives or their health due to early
termination of the Agreement.

the Investigator shali return any {rial drug
and material as instrucied in writing by
Sponsor or designated party.

Final provisionsg

This Agreement has been executed in 12.1.

Czech and in English. The parties hereto
agree that the Czech version shall
prevail over the English one for all
rmalters of interpretation and
construction.

Neither party may assign or otherwise 12.2.

transfer its rights or duties under this
Agreement to any third party without the
prior written consent of the other parly,
except that the Institulion and the
Investigator herewith expressly agree
that Sponsor andfor CRO may assign or
transfer its rights and duties without prior
consent to its Affiliated Cormpanies.

All amendments and madifications to
this Agreement including this clause
shall only be effective if made in writing,

In case one or more provisions
contained in this Agreement should be
or become, or be declared or held, fully
or in part invalid, illegal or unenforceable

in any respect under any applicablelaw, -

court proceedings or any other
governmental or other regulatory
authority, the validity, legality and
enforceability of the  remaining

provisions of this Agreement shall not in
any way be affected or impaired. The
Parties agree to substitute for any such
invalid, illegal or  unenforceable
provision a valid, legal and enforceable
provision which achieves to the greatest
extent possible the legal, economic and

Agreement Pharmnet / CZ / Institution / Site 08

. Upon any termination, the Institution and 11.5.

12.

12.3.

12.4.

Ukongeni  Smiouvy  Zdravoinickym
zafizenim a/nebo Zkoudejicim bude
Zadavateli dorudeno pisemnou vypovédi
30 {tficet) dnd pfed ukondenim Smiouvy.
Zdravi nebo Zivot pacientd nesmi byt
ohroZen pfedasnym ukencenim
Smiouvy.

V jakémkoli pfipadé ukonéeni Smiouvy
Zdravotnicke zafizent a Zkoudejict vrati
veskeré hodnoceng lédivo a materialy
v souladu s pisemnymi pokyny
Zadavatele neho uréeného subjektu.

Zavéredné ustanovent

Smiluvnim jazykem této Smiouvy je Lesky
a anglicky jazyk. Smluvni strany se
dohodly, Ze ve v3ech otazkach
interpretace a vykladu rozheduje Geské
znéni nad anglickym.

Zadnd ze smiuvnich stran nesmi bez
pfedchoziho  pisemného  souhlasu
protistrany  pfevést sva prava nebo

povinnosti podle  této Smiouvy
na Zadnou feti stranu s vyjimkou {oho,
ze Zdravotnicke zafizeni

a Zkousejici timto vyslovné souhlasi
s tim, Ze Zadavatel smi bez predchoziho
souhlasu pfevest sva prava a povinnosti
na své Spiiznéné spoleénosti.

Veskeré dodatky a zmény této Smiouvy
véetné tohoto &lanky nabyvaji Géinnosti
pouze v pisemné podobé.

Jestlie jedno nebo vice ustanoven|
ohsazenych viéto Smiouvé je nebo se
stane nebo bude prohlaSeno nebo
povaZovano za pingé nebo Castedneé
n@?!atﬂé,"' A
nevykonatelné  vjakémkoli  ohledu
z hlediska jakéhokoli pfislusného obecné
zavazneho pravniho piredpisu, soudniho
Yizeni nebo jakeéhokoli viadniho nebo
jiného regulaéniho organu, nebude tim
nijak dotCena nebo zmendena platnost,
zékonnost a vykonatelnost zbyvajicich
ustanoveni této Smiouvy. Smiuvni strany
se zavazuji, Ze jakekoli takové neplatné,
nezakonne nebo nevykonatelné
ustanoveni nahradi platnym, zakonnym
a vykonatelnym ustanovenim, které
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12.5.

12.7.

. The

commercial purposes of the invalid,
iftegal or unenforceable provision.

This Agreement, including its formation
and interpretation, and all written orders
placed by Sponsor and CRO shall be
governed and construed in accordance
with the laws of the Czech Republic
without recourse fo the conflict of laws
provisions thereof {collition provision).
The courts of the Czech Republic shall
have exclusive jurisdiction.

Sponsor and the Principal
Investigator hereby declare that they
shali not enter into any legal relationship
regardiess of whether it relates to this
clinical trial without having the Inslitution
have expressed their consent. The
Parties hereby declare that, on their part,
there is no conflict of interest, financial or
non-financial, which would impede the
proper conduct of the clinical irial in
accordance  with  general  valid
regulations and regulatory requirements
{particulariy with Good Clinicai Practice).

The parties hereto have caused this
Agreement to be executed in 3 (three)
originals by their duly authorized
represantatives.

12.5.

12.6,

12.7.

zajistl v co nejpv@isim rozsahu pravni,
akonomické a komeréni Géely takového
neplatneho, nezdkonného nebo
nevykonatelného ustanoveni.

Tato Smiouva véetng jejiho vyholoveni a
vykladu a vegkeré pisemné piikazy ze
strany Zadavatele a CRO se fidi a
vykiadaji v souladu s obecné zavaznymi
pravnimi predpisy Ceské republiky bez
odvolani na  jejich ustanoveni
o sifety pravnich pfedpist (kolizni
ustanoveni). Vyhradni soudni pravomoc
maji piisiudné soudy Ceske republiky.

Zadavatel a zkousejici prohladuji, ze
mezi sebou neuzaviou Zadny pravni
vZiah bez ohledu na to, zda se vziahuje
k tomuto klinickému hodnocenti, aniz by s
tim zdravoinické zafizeni vyjadiilo
souhlas. Smiuvni strany timto prohladuji,
Ze z jejich strany neexistuje Zadny stiet
zajmi finanéni & nefinandni povahy,
ktery by branil fadné realizaci klinického
hodnoceni v souladu s obecné platnymi
pfadpisy a regulaénimi pozadavky
{(zejmeéna se spravnou klinickou praxi).

Smiuvni strany podepsaly tuto Smiouvu
fadne ve 3 (tfech) originalech

v zastoupeni svymi fadné opravnénymi
zastupci.



Appendix 1 Pfllolia 1
Payment schedule - Subject fee - Platebni rozvrh» Platba za subjetky
Institution hodnooceni “Zdravotnické zafizen!
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Appendix 2

Payment schedule — Subject fee -

Prilcha 1

Ptatebni rozvrh — Platba za subjetky
1 3 11 Fhe 1 & ¢ "'
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