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CLINICAL STUDY AGREEMENT

Protocol No: AM-111-CL-13-01 (“the
Protocol”)

Investigational medicinal product (“the IMP”):
AM-111 gel for injection

Sponsor:

SMLOUVA O KLINICKEM
HODNOCENI

Protokol ¢.: AM-111-CL-13-01
(“Protokol™)

Hodnoceny Iécivy pripravek (,,Hodnocené
1é¢ivo*): AM-111 gel pro injekéni pouziti

Zadavatel:

Auris Medical AG, Dornacherstrasse 210, 4053 Basel, Switzerland acting by its legally
authorized EU representative / jednajici prostfednictvim svého zastupce v Evropské unii: Auris
Medical Ltd.,

The Black Church, St. Mary's Place, Dublin 7, Ireland

hereinafter “the Sponsor”,

represented upon the power
(Appendix No. 1) given to:

dale jen ,,Zadavatel*,

of attorney zastoupeny na zakladé plné moci (Pfiloha ¢.

1) udélené spole¢nosti:

EastHORN Clinical Services in CEE Limited
Kyvelis 7, Office 102, P.C. 1087, Nicosia, Cyprus / Kypr
Court Registration Number: HE 253002
Tax ID / DIC: CY10253002U
represented by Malgorzata Szerszeniewska, MD, Executive Head /zastoupena MUDTr.
Malgorzatou Szerszeniewskou, jednatelem

and

CRO:

a

CRO:

EastHORN Clinical Services in CEE Limited
Kyvelis 7, Office 102, P.C. 1087, Nicosia, Cyprus / Kypr
Court Registration Number: HE 253002
Tax ID / DIC: CY10253002U
represented by Malgorzata Szerszeniewska, MD, Executive Head / zastoupena MUDr. Malgorzata
Szerszeniewska, jednatelem

hereinafter “the CRO”,

and
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dale jen ,,CRO*,
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Institution:

Zdravotnické zarizeni:

Fakultni nemocnice u sv. Anny v Brné
Address / Adresa: Pekaiska 664/53, 656 91 Brno
Czech Republic / Ceska republika
ID /IC: 00159816
Tax ID / DIC: CZ00159816
represented by Martin Pavlik, MD, Ph.D., DESA EDIC, Director /
jednajici MUDr. Martinem Pavlikem, Ph.D., DESA, EDIC, feditelem

hereinafter “the Institution”

and

Principal Investigator:

3

déle jen “Zdravotnické zarizeni‘

Hlavni zkouSejici:

Czech Republic / Ceska republika

Date of Birth / Datum nar.:

hereinafter “the Principal Investigator”

The above defined parties have concluded in
accordance with

prov. no. 1746/2 of Act no. 89/2012 Coll.,
Civil Code, as amended (hereinafter “Civil
Code”), Act no. 378/2007 Coll., on Drugs and
amendments of other related acts, as amended
and prov. 12, section 2, Decree No. 226/2008
Coll., on Good Clinical Practice and detailed
conditions for drug trials, as amended,

this Clinical Study Agreement on evaluation of
human medicinal drug  (hereinafter “the

dale jen ,,Hlavni zkouSejici

Vyse uvedené smluvni strany uzaviraji v
souladu s

ustanovenim § 1746, odst. 2 zékona C.
89/2012 Sh., obcanského zakoniku, v platném
znéni (dale jen “Obcansky zakonik™), zakona
¢. 378/2007 Sb., o léCivech a o zménach
nekterych souvisejicich zdkontd, v platném
znéni a § 12, odst. 2 vyhlasky ¢. 226/2008
Sb., o spravné klinické praxi a blizSich
podminkach klinického hodnoceni lé€ivych
piipravki, v platném znéni,

Agreement”) tuto Smlouvu o klinickém hodnoceni
humanniho 1é¢ivého piipravku (dale jen
“Smlouva”)
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1. Subject and purpose of the Agreement

a) The subject of this Agreement is the
performance of a clinical trial of human
medicinal drug “Efficacy and Safety of AM-
111 in the Treatment of Acute Inner Ear
Hearing Loss (HEALQOS)” (hereinafter “the
Study™).

b) The purpose of this Agreement is to
stipulate terms and conditions  for
performance of the Study and to set forth
rights and obligations for performance of
the Study and processing of its results.

2. Place and time of performance of the

1. PFedmét a icel Smlouvy

a) Pifedmétem této Smlouvy je provedeni
klinického hodnoceni humanniho 1é¢ivého
piipravku ,,Ucinnost a bezpecnost pripravku
AM-111 v léecbé akutni ztraty sluchu vnitrniho

ucha (HEALOS)” (dile jen Klinické
hodnoceni®).
b) Utelem této Smlouvy je stanovit

podminky k provedeni Klinického hodnoceni
a vymezit prava a povinnosti smluvnich stran
pro prubéh Klinického hodnoceni a
zpracovani jeho vysledk.

Klinického

2. Misto a c¢as provedeni

Study

(@) The Study will be conducted on the basis
of the Approval issued by the State
Institute for Drug Control and Approval of
the Ethics Committee for Multicentre
Trials and Local Ethics Committee, that
will be handed over to the Institution prior
to the execution of the Agreement.

The Institution undertakes to conduct the
Study at Fakultni nemocnice u sv. Anny v
Brn¢, Pekarska 53, 656 91 Brno, Czech
Republic ( hereinafter “the Site”) led by
the Principal Investigator. Performance of
obligations of the Principal Investigator
established by this Agreement shall be
ensured by the Institution in the capacity of
his/her employer within the labour law

(b)

relations.
(c) The enrolment of Study subjects
(hereinafter “the Study subjects”) is

presumed to start in December 2016 and
will end in January 2017 or earlier if the
required number of Study subjects is
achieved, whichever happens first. The
Sponsor/CRO shall inform the Institution

hodnoceni

(d) Klinické hodnoceni bude provedeno na
zékladé pftislusného povoleni vydaného
Statnim Ustavem pro kontrolu 1éCiv, souhlasu
etické komise pro multicentrickd klinicka
hodnoceni a mistni etické komise, pfedanych
Zdravotnickému zatizeni pted podpisem této
Smiouvy.

(b) Zdravotnické zafizeni se zavazuje provést
Klinické hodnoceni ve Fakultni nemocnici u
sv. Anny v Brné¢, Pekatska 53, 656 91 Brno,
Ceska republika (dale jen ,,Misto hodnoceni*)
pod vedenim Hlavniho zkousejiciho. Plnéni

povinnosti Hlavniho zkousejiciho
stanovenych touto Smlouvou bude zajisténo
Zdravotnickym  zafizenim, jakoZto jeho

zaméstnavatelem v radmci pracovnépravnich
vztaht.

(c) Nabor subjektii Klinického hodnoceni
(dale jen ,,Subjekty hodnoceni®) by mél podle
predpokladu zacit v prosinci 2016 a skoncit
v lednu 2017, ptipadné diive, pokud bude
dosazeno pozadovaného poctu Subjektt
hodnoceni, a to podle toho, ktera skutecnost
nastane drfive. O vyvoji néboru Subjekth

about the Study subjects enrolment hodnoceni bude Zadavatel/CRO Zdravotnické
progress in written.. zafizeni informovat pisemné.
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3. Elementary conditions for performance of

3. Zakladni podminky provedeni

the Study

a) The Institution and the Principal Investigator
shall conduct the Study in compliance with the
applicable laws and regulations of the Czech
Republic, including but not limited to, the Act
on Drugs No. 378/2007 Coll., as amended and
Act No. 372/2011 Coll., on health services, as
amended., Decree No. 226/2008 Coll.,
specifying Good Clinical Practice and detailed
conditions for drug trials, as amended by
subsequent regulations. The Study will be
carried out in compliance with the basic
conditions and principles specified in the
following documents:

(i) Approval to conduct the Study issued by
the State Institute for Drug Control and

other institutions listed in Article 2 (a)
hereof;
(it) Protocol and any amendments or

supplements thereto;

(i) “Investigator Brochure” containing all
currently known information about the
IMP used for the Study and its features.
The Brochure shall be delivered to the
Principal Investigator by the CRO and
shall be made a part of the Study
documentation;

(iv) all conditions specified in the Statement of
the Principal Investigator;

(v) the ICH Harmonized Tripartite Guideline
for Good Clinical Practice (“ICH
Guidelines™).

4. Obligations of the Institution and the

Klinického hodnoceni

a) Zdravotnické zatizeni a Hlavni zkousSejici
jsou povinni Klinické hodnoceni provést
v souladu s platnymi pravnimi piedpisy Ceské
republiky, zejména zdkonem o 1éCivech C.
378/2007 Sb., v platném znéni, a zdkonem ¢.
372/2011 Sbh., o0 =zdravotnich sluZbach,
Vv platném znéni, vyhlasSkou ¢. 226/2008 Sb., o
spravné klinické praxi a blizSich podminkach
klinického hodnoceni 1é¢ivych ptipravkd,
Vv platném znéni. Klinické hodnoceni bude dale

provedeno Vv souladu se zakladnimi
podminkami a  principy  stanovenymi
V nasledujicich dokumentech:

(1) povoleni k provedeni Klinického

hodnoceni vydaném Statnim uGstavem pro

kontrolu 1éciv. a  dalSimi institucemi
uvedenymi ve Clanku 2 pism. (a) této
Smiouvy;
(i) Protokolu a jeho dodatcich nebo
doplncich;
(iii) souboru informaci pro zkousejiciho

,Investigator Brochure* obsahujicim vsechny

V soucasnosti znamé informace o
Hodnoceném  1é¢ivu  pouZitém Vv ramci
Klinického hodnoceni a jeho vlastnostech.
Soubor informaci bude Hlavnimu

zkouSejicimu doddn CRO a bude soucasti
dokumentace Klinického hodnoceni;

(iv) veskerych podminkach stanovenych
v Prohlaseni Hlavniho zkousejiciho;

(v) Harmonizované tripartitni smérnici ICH-
GCP pro spravnou klinickou praxi (,,smérnice
ICH®).

4. Povinnosti Zdravotnického zarizeni a

Principal Investigator

The Institution and the Principal Investigator
undertake:
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Hlavniho zkous$ejiciho

Zdravotnické zatizeni a Hlavni zkousSejici se
zavazuji:
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(@)

(b)
(©)

(d)

(€)

(f)

to make a maximum effort for the
enrollment of required number of Study
subjects (see Article 5 (a) hereof) —
meeting the inclusion and exclusion
criteria specified in the Protocol in a timely
manner in order to meet the Study
schedule;

to conduct and supervise the Study at the
Site;

to fully cooperate with the Sponsor and the
CRO in the performance of the Study,
including, without limitation, permitting
Site visits, preparing and submitting Case
Report Forms on a timely basis and
providing access to Study Records;

to adhere to the Protocol during the Study
and report any deviations from the
Protocol to the CRO and to keep records of
such deviations;

to guarantee that no member of the Study
team for this Study (i) is under a
contractual or other obligation or limitation
that would be incompatible with their
obligations under this Agreement; (ii) has a
financial or other share in the CRO or
Sponsor or a financial or other interest in
the result of the Study that might influence
its independent result;

The Principal Investigator is obliged to
inform the CRO or indicated party without
delay in a way and within the limit defined
by the Protocol or the Investigator’s
Brochure of any serious adverse event
occurring in the course of the Study,
except for the events designated by the
Protocol or the Investigator’s Brochure as
events not requiring immediate
notification. ~ Further, the  Principal
Investigator and the Sponsor/CRO act in
accordance with § 58 of the Act on Drugs
No. 378/2007 Coll., as amended.
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(a) vynalozit maximalni usili k zafazeni
pozadovaného poctu Subjektii hodnoceni
(viz. ¢lanek 5 pism. (a) této Smlouvy)
vyhovujicich kritériim pro zatfazeni a
vylouceni uvedenym v Protokolu tak, aby
byl dodrzen casovy plan Klinického
hodnoceni;

(b) provadét a dohlizet na  Klinické
hodnoceni v Misté hodnoceni;

(¢) k plné soucinnosti se Zadavatelem a CRO
pfi provadéni Klinického hodnoceni,
véetné povoleni k navstévam Mista
hodnoceni, k vcasné ptipraveé a predlozeni
zaznaml  Subjekti hodnoceni (Case
Report Form) a k poskytnuti ptistupu k
zaznamum Klinického hodnoceni;

(d) dodrzovat v  prubéhu  Klinického
hodnoceni Protokol a nahlasit veskeré
odchylky od Protokolu CRO a wvést
zdznamy o téchto odchylkéch;

(e) zajistit, aby zadny ¢len tymu Klinického
hodnoceni (i) nemél smluvni nebo jiny
zavazek, ktery by byl neslucitelny s jeho
povinnostmi podle této Smlouvy; (ii)
nemél finan¢ni nebo jiny podil ve vztahu
k CRO nebo Zadavateli ani finan¢ni nebo
jiny zajem na vysledku Klinického
hodnoceni, ktery by byl  zpusobily
ovlivnit jeho objektivni vysledek;

(f) Hlavni zkousejici je povinen neprodlené
hlasit CRO nebo urcené strané¢ zplusobem
a ve lhat¢ stanovené Protokolem nebo
v souboru informaci pro zkouSejiciho
kazdou zavaznou nezddouci ptihodu, ke
kter¢é  dojde v pribéhu  Klinického
hodnoceni, s vyjimkou téch piihod, které
Protokol nebo soubor informaci pro
zkouSejictho  oznacuji  za  piihody
nevyzadujici neprodlené hlaseni. Dale
Hlavni zkouSejici a Zadavatel/CRO
postupuji vsouladu s § 58 zdkona C.
378/2007 Sb., o lé€ivech, v platném znéni.
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5. Study Initiation and Subject Enrollment 5. Zahajeni Klinického hodnoceni a nabor
Subjekti hodnoceni

(@) The anticipated/allowed number of Study (a) Predpokladany/schvaleny pocet
subjects enrolled shall be [} The zatazenych Subjektt hodnoceni je ||
enrollment is competitive and shall be nabor je kompetitivni a bude ukoncen po
terminated upon reaching the desired total dosazeni pozadovaného celkového poctu
number of Study subjects at the Site or, in Subjektii hodnoceni v Misté¢ hodnoceni
the case of a multicenter study, in total for nebo v ramci celkového mezinarodniho
the Study. naboru do Klinického hodnoceni.

(b) Before enrolling each subject into the (b) Pfed =zafazenim kazdého  Subjektu
Study, the Principal Investigator shall hodnoceni do Klinického hodnoceni musi
obtain an approved Informed Consent Hlavni  zkouSejici  ziskat schvaleny
signed by each Study subject. informovany souhlas podepsany

Subjektem hodnoceni.

(c) If requested by the Sponsor or the CRO, (c) Bude-li Zadavatel nebo CRO vyzadovat,

the Principal Investigator shall attend and zCastni se Hlavni zkousejici schiizky
participate in an Investigator’s meeting or zkousejicich  nebo  jiné  zahajovaci
other initiation meeting, if the Principal schlizky, a to za predpokladu, ze Hlavni
Investigator receives from the Sponsor or zkousejici obdrzi od Zadavatele nebo
CRO a compensation for reasonable and CRO piimétené a nezbytné vydaje na
necessary travel and lodging expenses cestu a ubytovani spojené sucasti na
incurred to attend such meeting(s). takové schiizce (schiizkach). Ugtenky
Receipts for expenses incurred to attend vztahujici se K takové schtizce (schiizkam)
such meeting(s) must be submitted museji byt  predlozeny v souladu
according to the instructions provided by S poskytnutymi  pokyny  organizatora
the Investigator meeting organizer. schiizky. Uhrada bude poskytnuta
Reimbursements will be provided to Hlavnimu zkousejicimu do tficeti (30)
Principal Investigator within thirty (30) dnii od doruceni pfislusné podrobné
days of receiving relevant detailed dokumentace téchto vydaju, jez bude
documentation of these expenses, that shall predlozena a schvialena CRO nebo
be submitted and approved by CRO or Zadavatelem ve sjednaném rozsahu a
Sponsor in the given extend and format. ujednané podobé.
6. The IMP/ Supplies 6. Hodnocené 1é¢ivo / Dodavky materialu
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(@) The Sponsor, on a free-of-charge basis,

(b)

(©)

shall supply directly or through the CRO,
or another duly authorized agent of the
Sponsor, the Institution and the Principal
Investigator with the IMP described in the
Protocol. The IMP shall be treated in
accordance with par 19, section 1,
subsection d) of Decree no. 226/2008
Coll., on Good Clinical Practice, as
amended, Decree no. 84/2008 Coll., on
Good Pharmaceutical Practice, and in
compliance with instructions of the State
Institute for Drug Control LEK-12 and
shall be used solely in accordance with the
Protocol and may not be used for any other
purposes. The Institution shall comply with
all laws and regulations of the Czech
Republic governing the disposition and
destruction of the IMP and any instructions
from the CRO that are not inconsistent
with such laws and regulations.

The Sponsor shall ensure the destruction of
unused IMP at its own reasonable expense.
The Sponsor / CRO will provide deliveries
of the IMP to the pharmacy of the
Institution to the address: Nemocni¢ni
Iékarna, Fakultni nemocnice u sv. Anny v
Brn¢, Pekaiska 53, 656 91 Brno, Czech
Republic. The responsible person of the
pharmacy will take, check (e.g. for damage
or whether any requirements for
transportation have been met), confirm
receipt of the shipment and store the IMP.
The investigator will then take delivery of
the IMP on the basis of an order form to the
Site, where he/she takes full responsibility
for it. The Sponsor / the CRO is obliged to
notify the pharmacy about the shipment in
advance either by email or telephone
number.

The Sponsor shall also provide the
Institution with the “study supplies” for the
collection of blood, urine, and other
biologics.

(a)

(b)

(©)
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Zadavatel poskytne zdarma piimo ¢i
prostiednictvim CRO, piipadn€ jiného
fadné zmocnéného zastupce,
Zdravotnickému zafizeni a Hlavnimu
zkousejicimu Hodnocené 1é¢ivo popsané
v Protokolu. S Hodnocenym 1é¢ivem
bude nakladano v souladu s § 19, odst. 1,
pism. d) vyhlasky ¢. 226/2008 Sb., o
spravné klinické praxi, vyhlaSkou ¢.
84/2008 Sb., o spravné lékarenské praxi v
platném znéni a dle pokynu SUKL LEK-
12 a bude pouzito vyhradn¢ v souladu
s Protokolem a nesmi byt uzito k jinym
ucelim. Zdravotnické zafizeni je povinno
dodrzovat veskeré pravni predpisy a
zékony Ceské republiky, kterymi se Fidi
nakladani s hodnocenymi 1éCivy a jejich
likvidace, a veskeré pokyny CRO, které

nejsou  stémito pravnimi  predpisy
V rozporu.

Zadavatel zajisti likvidaci
nespotiebovaného Hodnoceného 1é¢iva na
své  vlastni  pfiméfené  naklady.
Zadavatel / CRO bude poskytovat

dodavky Hodnoceného 1é¢iva do 1ékarny
Zdravotnického =zafizeni na adresu:
Nemocnicni 1ékarna, Fakultni nemocnice
u sv. Anny v Brné, Pekatska 53, 656 91
Brno, Ceské republika. Odpovédnéa osoba
lékarny Hodnocené 1écivo pifevezme,
zkontroluje (pro ptipad poskozeni nebo
zda byly splnény vSechny pozadavky na
ptepravu), potvrdi piijeti zasilky a
Hodnocené 1é¢ivo uskladni. Pak Hlavni
zkousejici Hodnocené 1é¢ivo pfevezme na
zéklad¢ objednavky na Misto hodnocenti,
kde je za n¢j plné zodpoveédny. Zadavatel
/ CRO je povinen oznamit lékarné zasilku
predem a to bud e-mailem nebo
telefonicky.

Zadavatel také poskytne Zdravotnickému
zafizeni ,,studijni materidl“ pro odbér
krve, mo¢i a jiného biologického
materialu.
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(d) The Sponsor shall provide the Institution
and the Principal Investigator with study
documentation, including the Investigator
Brochure, the Protocol and a template of
the Case Report Form (hercinafter “the
CRF”). The Sponsor will also provide a
template of Subject Informed Consent
Form, that will comply with all legal
regulations of the Czech Republic and wil
be approved by respective authorities and
etics committees.

(e) All drug procedures need to be
documented and held in the Study

documentation.

7. Study Medical Records

(@) The term “Study Medical Records” shall
mean all records related to Study subjects
and all documentation stipulated by
applicable legal regulations of the Czech
Republic (whether in written or electronic
format) related to the conduct of the Study.

(b) All Study Medical Records must be
retained for a period of twenty five (25)
years from the completion of Study by the

Institution.

The Institution undertakes that all
information provided by the Institution and
the Principal Investigator on the basis of
this Agreement, including all Study
Medical Records and Study results, shall
be true, accurate and complete.

(©)

8. Financial settlement

All payments, which the CRO provides to the Veskeré
8 of 34

(d) Zadavatel poskytne Zdravotnickému
zafizeni a Hlavnimu zkouSejicimu
studijni dokumentaci, vcetn€¢ souboru

informaci pro zkousejiciho, Protokolu a
formulait zaznama Subjektu hodnoceni
(dale jen ,,CRF*). Zadavatel poskytne
Hlavnimu zkousSejicimu rovnéz vzor
formulafe informovaného souhlasu pro
Subjekty hodnoceni, ktery bude splnovat
vesSkeré pozadavky pravnich ptedpist
Ceské republiky a bude schvalen
pfislusnymi organy a etickymi komisemi.

() Veskeré procedury s Hodnocenym

lé¢ivem museji byt zdokumentovany a
uchovavany ve studijni dokumentaci.

7. Studijni zdravotni zaznamy

(@) Pojmem ,,studijni zdravotni zaznamy* se
rozumi  veSkeré zaznamy  Subjektl
hodnoceni a veskera dokumentace
stanovena pravnimi predpisy Ceské
republiky (at Vv pisemném, ¢i
elektronickém formatu) vztahujici se
K provadéni Klinického hodnoceni.

(b) Veskeré studijni zdravotni zaznamy
museji byt uchovavany po obdobi dvacet
pét (25) let od dokonceni Klinického
hodnoceni Zdravotnickym zatizenim.

(c) Zdravotnické zafizeni se zavazuje, ze
veSkeré informace poskytnuté
Zdravotnickym zafizenim a Hlavnim
zkouSejicim na zakladé této Smlouvy,
véetné veSkerych studijnich zdravotnich
zdznamii a  vysledkd  Klinického
hodnoceni, budou pravdivé, presné a
uplné.

8. Finanéni vyrovnani

platby, kter¢ CRO jménem
FN u sv. Anny, Brno — .
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Institution on behalf of the Sponsor, are
specified in the budget attached to this
Agreement as Exhibit A, which upon this
reference represents an integral part of this
Agreement (hereinafter “the Budget”).

The contracting parties agree, that the total
amount, which can be paid under condition of
completed enrolment is approximately 6850
Euro.

9. Inspections and Audits

(@) The Sponsor and the CRO, or their
duly authorized agents, as well as
competent regulatory agencies, shall
upon prior notification have the right
to inspect the Site and all Study
Medical Records. The Sponsor and
CRO, should inform the site at least
3 days before the planned visit via
email at the email address
trials.icrc@fnusa.cz. The Sponsor
agrees, that the other authorized
employee of the Institution except the
Principal  Investigator  will  be
involved in these planned Vvisits.
Information obtained from
inspections  performed by the
Sponsor or CRO may be shared
among the Sponsor, the CRO and
their respective duly authorized
representatives. Upon the CRO or
the Sponsor’s request, the Institution
shall provide the CRO and/or the
Sponsor copies of any information
requested by, provided to or received
by any competent regulatory agency.

(b) If any such inspection discloses any non-
compliance with this Agreement, the
Sponsor and/or the CRO is entitled to
secure compliance in according to Article
18, para. (b) letter i).
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Zadavatele uhradi Zdravotnickému zafizeni,
jsou stanoveny v rozpoctu pfilozeném k této
Smlouvé jako Priloha A, ktera predstavuje
nedilnou soucast Smlouvy (dale jen
,»Rozpocet).

Smluvni strany timto sjednavaji, ze celkova
Castka, kterd mulze byt vyplacena pfi
piedpokladu splnéni naboru je piiblizn¢ 6850
Euro

9. Inspekce a audity

(a) Zadavatel a CRO, pfipadné jejich fadné
zmocnéni zastupci, stejné jako pfislusné
kontrolni  ufady, maji pravo  po
piredchozim oznameni, u¢inéném alespon
3 dny pfed planovanou navstévou e-
mailem zaslanym na emailovou adresu
trials.icrc@fnusa.cz, provést inspekci
Mista hodnoceni a veSkerych studijnich
zdravotnich zaznami. Zadavatel souhlasi,
Zze se téchto navstév bude v piipadé
potieby  ucastnit krom¢  Hlavniho
zkousSejiciho 1 dal§i povéfeny pracovnik
Zdravotnického  zafizeni.  Informace
ziskané z inspekci provedenych
Zadavatelem nebo CRO mohou byt
sdileny mezi zadavatelem, CRO a jejich
fadné¢ zmocnénymi zastupci. Na Zzadost
CRO nebo  Zadavatele  poskytne
Zdravotnické  zafizeni CRO  a/nebo
Zadavateli kopie veskerych informaci
vyzadanych  jakymkoli pfislusnym
kontrolnim ufadem, jim poskytnutych ¢i
jimi obdrzenych.

(b) Pokud néktera takova inspekce odhali
nesoulad stouto  Smlouvou, jsou
Zadavatel a/mebo CRO  opravnéni
postupovat podle ¢lanku 18, odst. (b)
pism. 1).
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10. Debarment Certification

The Institution hereby certifies that neither the
Institution, and if such a fact may be known by
the exertion of reasonable efforts, nor any of
its employees, agents, Sub-Investigators,
contractors, or any other person or entity used
in any capacity in connection with the Study
has been debarred from performing any clinical
trials of human drugs / medical devices or
otherwise prohibited or disqualified from
participating in the pharmaceutical industry by
regulatory authorities. If any such person or
entity becomes debarred or is the subject of a
debarment proceeding at any time during this
Study, the Institution shall immediately notify
the CRO in writing.

11. Confidentiality and Non-Use. Personal

10. Potvrzeni o neexistenci zakazu ¢innosti

Zdravotnické zafizeni timto potvrzuje, Ze ani
Zdravotnickému zafizeni, a pokud mu takova
skuteCnost mulze byt pii vynalozeni
piiméfeného usili zndma ani zadnému z jeho
zaméstnancl, zastupcl, spoluzkousejicich,
dodavateli ¢i jinych osob nebo subjekti
vyuzivanych v jakékoli funkci ve spojitosti s
timto Klinickym hodnocenim nebyl udé€len
zakaz Cinnosti v oblasti provadéni klinickych
hodnoceni humannich 1é¢ivych
piipravku/zdravotnickych prostiedkd, ani jiny
podobny zdkaz plsobeni ve farmaceutickém
pramyslu ze strany pfisluSnych kontrolnich
ufadt. Pokud kdykoli v prubéhu tohoto
Klinického hodnoceni bude nékteré takové
osob¢ nebo subjektu udélena sankce zdkazu
nebo se stane subjektem fizeni o udéleni
zakazu, musi o tom Zdravotnické zafizeni
neprodlen¢ pisemné informovat CRO.

11. Divérnost a zakaz pouZiti informaci.

Data Protection

(@ All information provided to the Institution
by the CRO, the Sponsor or any
representative of either of them (including
without limitation, the terms of this
Agreement, the Protocol, the Investigator
brochure, the IMP, any trade secret) shall
be deemed the sole property and
confidential information of the Sponsor,
and the Institution shall not disclose to any
third party or use such information for any
purpose other than the conduct of the

Study.

(b) All information generated by the Principal
Investigator and/or the Institution in
connection with the Study (including

without limitation, all Study Records and
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Ochrana osobnich udaju

(@) Veskeré informace poskytnuté
Zdravotnickému zatizeni ze strany CRO,
Zadavatele nebo  nékterého  jejich
zastupce (vCetné mj. podminek této
Smlouvy, Protokolu, souboru informaci
pro zkousejicitho, Hodnoceného 1éciva a
jakéhokoli obchodniho tajemstvi) jsou
povazovany za vyhradni vlastnictvi a
divérné  informace  Zadavatele a
Zdravotnické  zafizeni nesmi  tyto
informace sd€lovat tfetim osobam ani je
vyuzivat pro jiny ucel nez provadéni
Klinického hodnoceni.

Veskeré informace ziskané Hlavnim
zkouSejicim  a/nebo  Zdravotnickym
zatizenim v souvislosti s Klinickém
hodnocenim (v€etné¢ mj. veskerych

(b)

FN u sv. Anny, Brno — .
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(©)

Case Report Forms, but excluding study
subject records) shall be deemed the sole
property and confidential information of
the Sponsor and, from the date of receipt
until the Institution shall not disclose to
any third party or use such information for
any purpose other than the conduct of the
Study or the publication of Study results in
accordance with Section 12.

Notwithstanding  the  foregoing, the
obligation of confidentiality and non-use
set forth above in section (a) and (b) above
shall not apply to the extent that:

(1) The Sponsor or the CRO gives the
Institution written permission to use
or disclose any such confidential
information; or

(i) particular information is required by
law or regulation to be disclosed to
the Ethics Committee, the Study
subject, competent regulatory
authorities. Sponsor and CRO hereby
ackowledge that the Institution is
obliged to publish this Agreement
pursuant to Act no. 340/2015 Sb., on
Agreements Register. Information
which constitutes trade secret of
either party is exempt from the
publication. Trade secrets for the
purposes of this Agreement include,
but are not limited to, the design of
individual visits described in the
payment table/s in Attachment A, the
minimum enrollment goal, expected
number of study subjects enrolled
and the expected duration of the
study. Personal data of individuals
are also exempt from publication,
unless they have been previously
published in another public register.
The Institution is obliged to publish
this Agreement in accordance with

(©)
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studijnich zaznamli a zdznaml Subjekt
hodnoceni, ale s vylou¢enim zdravotnické
dokumentace Subjektti hodnoceni) budou
povazovany za vyhradni vlastnictvi a
divérné informace Zadavatele a od data
jejich  obdrzeni nesmi Zdravotnické
zafizeni tyto informace sdélovat tfetim
osobam ani je vyuzivat pro jiny ucel nez
provadéni Klinického hodnoceni nebo
zvetejnéni vysledki Klinického
hodnoceni v souladu s ¢lankem 12 této
Smiouvy.

Bez ohledu na pfedchozi ustanoveni se
tato povinnost zachovani divérnosti a
nepouziti informaci shora stanovend v
pism. (a) a (b) neuplatni, jestlize:

(i) Zadavatel nebo CRO poskytne
Zdravotnickému zatizeni pisemné
svoleni pouzit nebo sdélit takové
duveérné informace; nebo

(if) je sdéleni urcité informace etické
komisi,  Subjektu  hodnoceni,
pfisluSnym kontrolnim uUfadiim
vyzadovano pravnim nebo jinym
predpisem. Zadavatel a CRO
timto berou na védomi, Ze
Zdravotnické zafizeni je povinno
zvefejnit tuto smlouvu v souladu
se zéak. ¢. 340/2015, o registru
smluv. Zvetejnéni nepodléhaji
udaje, které tvoifi obchodni
tajemstvi nékteré ze smluvnich
stran. Obchodnim tajemstvim se
dle této smlouvy rozumi zejména
design  jednotlivych  névstév
uvedeny v platebni tabulce /
platebnich tabulkéach v pfiloze A,
minimalni cilovy pocet zafazeni,
ocekavany zafazeny pocet
subjekti a ocekavana délka trvani
studie. Déale nebudou zvetfejnény
osobni tudaje fyzickych osob,
ledaZe jsou jiz zvetfejnény v jiném
vefejné pripstupném registru. Za
zvefejnéni  této smlouvy dle
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the article above.

(d) To the extent that any use or disclosure of
such confidential information is desired,
the Institution shall promptly notify the
CRO in writing and shall not use or
disclose any such information until the
CRO gives written consent or, in the case
of legally required disclosure, exhausts any
legal actions it may take to prevent or limit
the requested disclosure.

(e) The Institution shall be responsible for
ensuring that its employees, contractors
and agents are obligated to these same

terms of confidentiality and non-use.

(f) The terms of confidentiality and non-use
set forth herein shall supersede any prior
terms of confidentiality and non-use
agreed to by the parties in connection with
this Study.

(9)

All Confidential Information containing
personal data shall be handled in
accordance with all applicable law of the
Czech Republic, including, but not limited
to Personal Data Protection Act No.
101/2000 Coll., as amended.

12. Data and Publications

(@ The Institution and the Principal
Investigator undertake to consult with the
Sponsor regarding the publication of any
document regarding the course or results
of the Study at least 60 days before
publishing it or before lecturing.
Complete or partial results of the Study
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pfedchoziho odstavce odpovida
Zdravotnické zafizeni.

(d) Jestlize je pozadovano zpiistupnéni
takovych diavérnych informaci,
Zdravotnické zafizeni musi neprodlené
pisemnou formou uvédomit CRO a nesmi
tyto informace pouzit ani zpfistupnit,
dokud CRO neposkytne pisemny souhlas
nebo dokud v pfipadé zpfistupnéni
vyzadovaného pravnimi predpisy
nevycerpa veSkeré pravni kroky, které
muze prijmout k zamezeni nebo omezeni
takto vyzadovaného zpiistupnéni.

(e) Zdravotnické zafizeni nese odpovédnost

za to, ze zajisti, aby jeho zaméstnanci,

dodavatelé a zastupci byli zavazani

stejnymi  podminkami  divérnosti a

nepouziti informaci.

(f) Podminky  dav€rnosti a  nepouziti
informaci uvedené¢ v této Smlouve
nahrazuji veSkeré diiv€jsi podminky
davérnosti a  nepouziti  informaci
dohodnuté smluvnimi stranami
v souvislosti S timto Klinickym
hodnocenim.

(9)

Veskeré davérné informace obsahujici
osobni Udaje musi byt zpracovavany
v souladu s veskerymi platnymi pravnimi
predpisy Ceské republiky, véetné zakona
o ochrané osobnich udaji ¢. 101/2000
Sb., v platném znéni.

12.  Udaije a publikovani

(a) Zdravotnické zafizeni a Hlavni zkousejici
se zavazuji, ze publikaci jakékoliv
odborné prace o pribéhu ¢i vysledcich
Klinického hodnoceni projednaji se
Zadavatelem nejméné 60 dnd pied
pfedanim publikace do tisku nebo pted
konanim prednasky. Vysledky

FN u sv. Anny, Brno — .
Czech Republic
final version 1.0 dated 01.12.2016




Protocol number: AM-111-CL-13-01

EastHORN study code: 6001

Type of contract: Clinical Study Agreement - Site contract
Site number: 1208

Pl name: NI Country: Czech Repulic

Sponsor: Auris Medical AG

Cislo protokotu: AM-111-CL-13-01

EastHORN ¢islo projektu: 6001

Typ smlouvy: Smlouva 0 KH — Smlouva s centrem
Cislo centra: 1208

Jméno : Zemg: Ceské republika

Zadavatel: Auris Medical AG

will not be published by the Institution or
the Principal Investigator unless prior
written consent is obtained from the
Sponsor.

The Institution and the Principal
Investigator understand that any scientific
publication regarding discoveries or the
IMP will not be published by the
Institution or the Principal Investigator
before the Sponsor’s application for a
patent, providing such application for a
patent is applicable with regard to the
character of the Study results.

(b) The Sponsor shall have the right to publish
any data and information from the Study
(including data and information generated
by the Principal Investigator) without the
consent of the Institution.

(c) The CRO and the Sponsor must approve, in
writing, any press statements or answers to
reporters or financial analysts by the
Institution regarding the Study or IMP
before the statements are released.

The Institution shall not use the name of the
CRO, the Sponsor or any of their respective
employees or agents in any advertising or a
sales promotional material or in any
publication without the prior written consent of
the CRO or the Sponsor, as the case may be.
The CRO and the Sponsor shall not use the
name of the Institution or any of its employees
or agents in any sales promotional material or
publication without prior written consent of the
Institution.
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Klinického hodnoceni nebo jejich Cast
nebudou Zdravotnickym zafizenim ¢i
Hlavnim zkousSejicim publikovany bez
piedchoziho pisemného souhlasu
Zadavatele.

Zdravotnické zatizeni a Hlavni zkousSejici
berou na védomi, Ze zadna odborna
publikace k objevim ¢i hodnocenému
1é¢ivému piipravku nesmi byt
Zdravotnickym zafizenim nebo Hlavnim
zkouSejicim vyddna pfed poddnim
zadosti  Zadavatele o0  patentovou
prihlasku, pokud vzhledem k povaze
vysledki Klinického hodnoceni bude
podani takové piihlaSky ptichazet v
uvahu.
(b) Zadavatel ma pravo zveiejnit libovolné
udaje a informace z Klinického
hodnoceni (vcetné¢ udaji a informaci
vytvofenych Zdravotnickym zafizenim a
Hlavnim zkouSejicim) bez souhlasu
Zdravotnického zatizeni.

(c) Tiskova sdéleni, piipadné jakékoliv
odpovédi viici novindiim nebo finan¢nim
analytikim ze strany Zdravotnického
zatizeni, tykajici se Klinického hodnoceni
nebo Hodnoceného 1é¢iva, musi byt pied
zvetejnénim pisemné schvéaleny CRO a
Zadavatelem.

Zdravotnické zafizeni nesmi uzit jméno
CRO, Zadavatele ani zadného jejich
zam¢stnance nebo zastupce v zadném
reklamnim ¢i propaga¢nim materialu ani
v zadné publikaci bez predchoziho
pissmného  souhlasu ~ CRO, nebo
Zadavatele. CRO a Zadavatel nesmgéji
uzit jméno Zdravotnického zafizeni ani
zadného jeho zaméstnance nebo zastupce
V Zzadném propagaénim materidlu nebo
publikaci bez predchoziho pisemného
souhlasu Zdravotnického zatizeni.
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13. Anti-bribery Rules

(@ The Institution and the Principal
Investigator agree that the Institution and
the Investigator’s judgment with respect to
the advice and care of each Study subject
will not be affected by the compensation
the Institution receives from this
Agreement, that such compensation does
not exceed the fair market value of the
services they are providing, and that no
payments are being provided to the
Institution for the purpose of inducing the
Institution to purchase or prescribe any
drugs, devices or other products.

(b) If the Sponsor or the CRO provide any
drugs, products or items for use in the
Study free of charge, the Institution and
the Principal Investigator agree that the
Institution will not bill any Study subject,
insurer or governmental agency, or any
other third party, for such free products or
items.  The Institution and Principal
Investigator agree that they will not bill
any subject, insurer, or governmental
agency for any visits, services or expenses
incurred during the Study for which the
Institution has received compensation
from the Sponsor or the CRO.

(¢c) The Institution and the Principal
Investigator hereby declare that they are
aware that, in accordance with the laws of
the Czech Republic and  norms of
international law, it is completely
prohibited to provide, offer, or authorize
the provision of anything of value to any
public official, either directly or through
intermediaries, for the purpose of
influencing any act or decision or other
official action of the person, or in order to
obtain an unfair advantage. This
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13. Protikorupéni zasady

(a) Zdravotnické zafizeni a Hlavni zkousejici
souhlasi, Zze TUsudek Zdravotnického
zafizeni a Hlavniho zkousejiciho, pokud
jde o poradenstvi a pé¢i o kazdy Subjekt
hodnoceni, nebude ovlivnén thradou
ziskanou na zakladé této Smlouvy, a dale
smluvni strany potvrzuji, Ze kompenzace
dle této Smlouvy nepiesahuje realnou trzni
hodnotu  sluzeb, které Zdravotnické
zafizeni poskytuje a Ze Zadné platby nejsou
poskytovany za ucelem primeét
Zdravotnické zatizeni nebo Hlavniho
zkousejiciho k nakupu nebo predepisovani
jakychkoliv 1éCiv, zdravotnickych
prostfedkti nebo jinych produkti.

(b) Pokud Zadavatel nebo CRO poskytnou
jakakoliv lé€iva, produkty nebo jiné
pfedméty pro pouziti v Klinickém
hodnoceni zdarma, Zdravotnické zarizeni a
Hlavni zkousSejici souhlasi, ze nebudou
zadat tUhradu po zadném Subjektu
hodnoceni, pojiStovné nebo jakékoli jiné
tieti stran¢ za tato zdarma poskytnuta
1é¢iva, produkty nebo jiné piredméty.
Zdravotnické zatizeni a Hlavni zkousejici
souhlasi, Ze nebudou zadat whradu po
zadném Subjektu hodnoceni, pojistovné
nebo jiné tfeti strané¢ za jakékoliv
navstévy, sluzby nebo vydaje vzniklé v
pribéhu Klinického hodnoceni, za které
obdrzeli thradu od Zadavatele nebo CRO.

(c)Zdravotnické zatizeni a Hlavni zkousSejici
timto prohlasuji, ze jsou si védomi, ze
vsouladu spravnim  fadem  Ceské
republiky a normami mezinarodniho prava
je zcela zakdzéno poskytnout, nabidnout
nebo schvalit poskytnuti  ¢ehokoliv
cenné¢ho Gfednim osobam, a to jak pfimo,
tak prostfednictvim zprostfedkovatele, za
ucelem ovlivnéni jednani nebo rozhodnuti
¢i jinych utkonl Ufedni osoby, nebo za
ucelem ziskdni neopravnéné vyhody.
Tento zékaz se vztahuje zejména na

Czech Republic
final version 1.0 dated 01.12.2016




Protocol number: AM-111-CL-13-01

EastHORN study code: 6001

Type of contract: Clinical Study Agreement - Site contract
Site number: 1208

Pl name: NI Country: Czech Repulic

Sponsor: Auris Medical AG

Cislo protokotu: AM-111-CL-13-01

EastHORN ¢islo projektu: 6001

Typ smlouvy: Smlouva 0 KH — Smlouva s centrem
Cislo centra: 1208

Jméno :

Zadavatel: Auris Medical AG

Zemg: Ceské republika

prohibition includes, but is not limited to,
providing, offering or approving any
transfer of financial contribution, as well
as the performance of non-monetary, such
as gifts, grants or tenders to seek
employment, to influence a public official
or to seek an unfair advantage.

Should the Sponsor ascertain that the
Institution and/or the Principal Investigator
have violated obligations set forth in this
Article, the Sponsor and/or the CRO may
terminate this Agreement in accordance
with Art. 18 hereof.

(d)

14. Inventions

The Institution hereby acknowledges that the
Sponsor shall own the exclusive right to any
and all inventions or discoveries, whether
patentable or not, which are conceived or
reduced to practice during the course of the
Study conduct in direct relation with it by the
Principal Investigator or the Institution, any
sub-investigator or any of respective
employees or agents of the Institution. The
Institution shall promptly notify the CRO in
writing of any such invention or discovery and
shall fully cooperate with the Sponsor and the
CRO to transfer any rights therein to the
Sponsor and to obtain patents or other legal
protections thereon.  The Institution shall
undertake all actions, including an agreement
transferring intellectual property rights, which
are necessary or advisable in order to transfer
all intellectual property rights to the Sponsor.
Agreements transferring intellectual property
rights shall be concluded free of charge.

15. Subject Injury Reimbursement
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pfipady poskytovani, nabizeni nebo
souhlasu s pifevodem penézniho plnéni,
stejn¢ jako plnéni nepenézitého, naptiklad

dart, prispevki nebo nabidek
K pracovnimu  uplatnéni, za Gcelem
ovlivnéni ufedni osoby nebo ziskani

neopravnéné vyhody.

d)V piipadé, ze Zadavatel zjisti, Ze
Zdravotnické zafizeni a/nebo Hlavni
zkouSejici porusili povinnosti uvedené
vtomto ¢lanku, jsou Zadavatel a/nebo
CRO opravnéni ukoncit platnost této
Smlouvy v souladu s ¢l. 18 této Smlouvy.

14. Vynalezy

Zdravotnické zatfizeni timto potvrzuje, Ze
Zadavatel bude mit vyhradni pravo ke vSem
vynalezim nebo objeviim, bez ohledu na
jejich patentovatelnost, které budou pii
provadéni Klinického hodnoceni V piimé
souvislosti s nim vypracovany nebo
dovedeny do praxe Hlavnim zkousejicim
nebo Zdravotnickym zafizenim, jakymkoli
spoluzkousejicim nebo zameéstnanci nebo
zastupci Zdravotnického zatizeni.
Zdravotnické zafizeni bude o takovém
vynalezu nebo objevu neprodlené pisemné
informovat CRO a bude pln¢ spolupracovat
se Zadavatelem a CRO, aby prava k nému
prevedl na Zadavatele a ziskal pro n¢j
patenty nebo jinou pravni ochranu.
Zdravotnické zafizeni podnikne veSkeré
kroky, v€etné uzavieni smlouvy prevadéjici
prava duSevniho vlastnictvi, které jsou
nezbytné nebo ucelné k prevodu prav
duSevniho  vlastnictvi na  Zadavatele.
Smlouvy prevadéjici prava dusSevniho
vlastnictvi budou uzavirany bezplatné.

15. Nahrada S$kody na zdravi Subjektu
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The Sponsor shall reimburse the Institution for
the following additional costs:

(@)

(b)

all reasonable and customary costs

incurred by the Institution and associated

with the diagnosis of an adverse event
involving the IMP or Protocol procedure;
and

all reasonable and customary costs

incurred for a treatment of an injury to the

Study subject if an adverse event was

related to the administration of the IMP or

a Protocol procedure; provided, however,

that:

(i) such costs are not reimbursable by
the Study subject’s medical or
hospital insurance or other insurance
coverage;

the adverse event is not attributable

to the negligence or misconduct by

the Principal Investigator, the

Institution, or any Subinvestigator or

agent of either of them;

(iii) the adverse event is not attributable
to any underlying illness of the
Study subject, whether previously
diagnosed or not;

(iv) the IMP or the Protocol procedure
was administered in accordance with
the Protocol; and

(v) the adverse event is not attributable to
the negligence, recklessness or
willful misconduct of the Study
subject or the failure of the subject
to follow the instructions of the
Principal Investigator.

(vi) the injury (including death) has not
been caused wholly or partly by the
trial subject or by his/her legal
guardian. This shall not apply in
cases where the Institution has
consistently and duly contested
such subject's claim for damages
incurred thereby in the relevant

(i)

hodnoceni

Zadavatel nahradi Zdravotnickému zafizeni
nasledujici dodate¢né néklady:

(@)

(b)
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veskeré piiméfené a obvyklé naklady

vynalozené¢ Zdravotnickym zafizenim a

spojené¢ s diagnoézou nezadouci piihody

v souvislosti s Hodnocenym 1é¢ivem nebo

procedurou podle Protokolu; a

veSkeré primétené a obvyklé naklady

vynaloZzené na lécbu Skody na zdravi

Subjektu  hodnoceni, jestlize dana

nezadouci piihoda souvisela s podanim
Hodnoceného 1é¢iva nebo procedurou
podle Protokolu, ovSem za ptredpokladu,
ze:
(i) tyto naklady nejsou proplatitelné ze

zdravotniho  pojisténi  Subjektu
hodnocenti, pojisténi
Zdravotnického  zafizeni  nebo
jiného pojistného kryti;
nezadouci piihoda neni zavinéna
opomenutim nebo pochybenim
Hlavniho zkousejiciho,
Zdravotnického  zafizeni  nebo
nékteré¢ho jejich spoluzkousejiciho
¢i zastupce;
nezddouci ptihoda neni zavinéna
jakymkoliv piedchozim
onemocnénim Subjektu hodnoceni,
bez ohledu na to, zda bylo ¢&i
nebylo dfive diagnostikovano;
Hodnocené 1é¢ivo nebo procedura
dle Protokolu byly aplikovany
v souladu s Protokolem; a
nezadouci ptfihoda neni zavinéna
opomenutim, nedbalosti  nebo
svévolnym  jednanim  Subjektu
hodnoceni ani nedodrzenim
pokynti Hlavniho zkousejiciho na
stran¢é Subjektu hodnoceni.

(vi) poskozeni zdravi (vCetn¢ smrti)
nebylo zpusobeno zcela nebo
Castecné¢  subjektem  hodnoceni
nebo jeho zakonnym zastupcem.
To neplati v ptripadech, kdy

(i)

(iii)

(iv)

(v)
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litigation, particularly by stating
and proving (in cooperation with
the Sponsor and/or the Principal
Investigator, if required) all facts
concerning the fault whereby the
trial subject or his/her legal
guardian wholly or partly caused
such damage, using all available
means of defense (including proper
and in justified cases also
extraordinary ~ remedies)  and,
despite the foregoing, such trial
subject has been finally and
effectively awarded by the relevant
court the damages to be paid by the
Institution notwithstanding the fault
whereby the trial subject caused
(contributed to) the occurrence of
such damage.

16. Insurance

The Sponsor hereto acknowledges, that in
accordance with § 52, par. 3, letter f) Act on
Drugs No. 378/2007 Coll.,, as amended,
contract insurance of liability for damage for
the Principal Investigator and the Sponsor has
been ensured for the Study. This policy also
duly covers compensable death of the Study
subject or compensation of the subject in case
of injury resulting from and sustained in course
of performance of the Study.

The Institution hereto acknowledges that in
accordance with § 45 par. 2 letter n) Act on
medical services No. 372/2011 an insurance
contract on liability insurance covers damages
caused during the provision of healthcare. The
insurance contract is concluded in the extent
required by law and does not have liability
insurance for damage caused during the
clinical trial conduct.
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Zdravotnické zafizeni dusledné a
fadné napadalo tvrzeni subjektu
hodnoceni v daném soudnim sporu,
zejména tim, Ze uvadélo a
dokladalo (ve spolupraci se
Zadavatelem a / nebo Hlavnim
zkousejicim, v piipadé potieby)
veSkeré skutecnosti tykajici se
pochybeni, kdy subjekt hodnoceni
nebo jeho zakonny zastupce zcela

nebo =zcéasti zapfiCinili takové
poskozeni, s vyuzitim vSech
dostupnych  prosttedki  obrany

(v€etné tadnych a v odiivodnénych

ptipadech i mimotadnych
opravnych prostiedkl), a piesto
byla subjektu hodnoceni

pravomocné udélena pfisluSnym
soudem nahrada Skody, ktera ma
byt  uhrazena  Zdravotnickym
zafizenim bez ohledu na zavinéni,
kdy subjekt hodnoceni zpusobil
(ptispél k) vznik takové skody.

16. Pojisténi

Zadavatel prohlasuje, ze v souladu s § 52,
odst. 3, pism. f) zdkona ¢. 378/2007 Sb., o
1é¢ivech, v platném znéni, zajistil na celou
dobu provadéni Klinického hodnoceni
pojisténi odpovédnosti za Skodu pro Hlavniho
zkousejiciho a Zadavatele, jehoz
prostfednictvim je zajiSténo 1 odskodnéni
v pfipadé smrti Subjektu hodnoceni nebo
v piipad¢ Skody vzniklé na zdravi Subjektu
hodnoceni v dasledku provadéni Klinického
hodnoceni.

Zdravotnické zatizeni prohlaSuje, Ze ma dle §
45 odst. 2 pism. n) zdkona ¢. 372/2011 Sb., 0
zdravotnich sluzbach, wuzavienu pojistnou
smlouvu na pojisténi odpovédnosti za Skodu
zpusobenou pii poskytovani zdravotni péce.
Tato pojistna smlouva je uzaviena v zdkonem
poZadovaném rozsahu a neobsahuje pojiSténi
odpové&dnosti za Skodu zplsobenou pfi
provadeéni klinického hodnoceni.
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17. Indemnification

(@) In consideration of the performance of the
obligations set forth herein by the Principal
Investigator, the Institution and employees of
the Institution (collectively, “Indemnitees”),
the Sponsor shall indemnify each Indemnitee
for any damages and injury caused
(collectively “Loss”) which may arise from a
Study subject claim or suit alleging physical
injury to a Study subject arising from
application of the IMP or any procedure
administered in accordance with the Protocol;
provided, however that:

(i) the Indemnitees shall have complied with
all applicable laws and regulations of the
Czech Republic (including obtaining
Informed Consents Form), the Protocol
and all recommendations furnished by the
Sponsor or the CRO for the use and
administration of any IMP;

(ii) the Sponsor is promptly notified in writing
of any such claim;

(iii) the Indemnitees cooperate fully in the
investigation and defense of any such
claim;

(iv) the Sponsor retains the right to defend any
claim or suit in any manner it deems
appropriate; and

(v) the Sponsor shall have the sole right to
settle the claim; provided, however, that
the Sponsor shall not admit fault on the
Indemnitees’ behalf  without the
Indemnitees’ advance written permission.

(b) Notwithstanding the aforementioned, the
Sponsor’s obligation of indemnification shall
not extend to any Loss to the extent such Loss
arises from the negligence, willful malfeasance
or malpractice by any of the Indemnitees, it
being understood that the administration of any
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17. Nahrada $kody

(@) Se zietelem na plnéni povinnosti
uvedenych  vtéto  Smlouvé  Hlavnim
zkousSejicim, Zdravotnickym zafizenim a
zaméstnanci Zdravotnického zatizeni
(spole¢n¢ ,,Zajisténé osoby*) Zadavatel
kazdou Zajisténou osobu odskodni za skodu a
zpusobenou Ujmu (spolecné ,,Skoda®), které
by mohly vyplynout znaroku Subjektu
hodnoceni nebo tfeti strany poZadujicim
nahradu Skody na zakladé Skody na zdravi
Subjektu hodnoceni  vyplyvajici z podani
Hodnoceného 1éCiva nebo jakéhokoliv
postupu provedeného v souladu s Protokolem,
ovsem za piedpokladu, ze:

(1) Zajisténé osoby dodrzely veskeré platné
pravni predpisy Ceské republiky (véetnd
ziskani informovaného souhlasu), Protokol
a veSkerd pisemna doporuc¢eni dana
Zadavatelem nebo CRO pro uzivani a
podavéani Hodnoceného 1é€iva;

(if) Zadavatel bude o0 kazdém takovém
naroku neprodlené¢ pisemné¢ informovén;

(iii) Zajisténé osoby budou u kazdého
takového naroku plné€ spolupracovat na
vySetfovani a procesni obrang;

(iv) Zadavatel si ponechava pravo procesné se
bréanit proti jakémukoli naroku ¢i Zalobg,
jak bude povazovat za vhodné, a

(v) Zadavatel ma vyhradni pravo narok
vypotadat, ovSem za piedpokladu, Zze
nepfipusti zavinéni jménem Zajisténych
osob bez predchoziho pisemného svoleni
Zajisténych osob.

(b) Bez ohledu na ptedchozi tupravu se
Zadavatelova povinnost nahrady Skody
nevztahuje na Zadnou Skodu v takové mifte, ve
kter¢  vyplyva znedbalosti, Umyslné¢ho
protipravniho jedndni nebo neodborného
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substance in accordance with the Protocol shall
not constitute negligence or malpractice for
purposes of this Agreement.

18. Study / Agreement Termination

(@) The Study shall be ended by delivering
completely and correctly filled data in
electronic case report forms (CRFs) of all
Study subjects, answering all queries and
clarifications by the Institution and the
Principal Investigator, and following full
source data verification by the clinical monitor
according to the monitoring plan.

(b) The Sponsor or the the Institution is
entitled to terminate the contract in written way
announcing this to other contracted parties,
effective on the day notice has been delivered
to the last of contracted parties in cases as
follows:

(i) any of the Contract parties does not
meet some provision of this contract
and does not eliminate the
discrepancies within 60 days after
obtaining a written request to do so;

(i) a competent court adjudicates any
Contract party is bankrupted in
accordance with the Insolvency Act
no. 182/2006 Coll., as amended;

(iii) any of the Contract parties ceases to
be authorised to pursue its activities
within the field in concern;

(iv) the risk incurred by the subjects
increases significantly;

(v) the necessary authorisation, approval,

postupu nékteré ze Zajisténych osob, pfi¢emz
se rozumi, ze podani jakékoliv latky
v souladu s Protokolem nepfedstavuje pro
ucely této Smlouvy nedbalost ani neodborny
postup.

18. Ukonéeni Klinického hodnoceni /

Smlouvy

(@) Klinické hodnoceni bude ukonceno
pfedanim uplné a spravné vyplnénych dat
v elektronickych formulatich zaznamu
subjektt  hodnoceni  (CRF)  vSech
Subjektd hodnoceni, zodpovézenim vSech

dotazi a  vysvétleni ze  strany
Zdravotnického zafizeni a Hlavniho
zkousejiciho, uplnym ovéfenim

zdrojovych dat klinickym monitorem

podle monitora¢niho planu.
(b) Zadavatel nebo Zdravotnické zafizeni jsou
opravnéni odstoupit od této Smlouvy
pisemnym ozndmenim této skutecnosti
ostatnim  smluvnim strandam a to
s ucinnosti ode dne doruceni pisemného
ozndmeni posledni ze smluvnich stran, a
to v nasledujicich ptipadech:

(i) pokud né€ktera smluvni strana neplni
neékteré z ustanoveni této smlouvy
a neodstrani zavadny stav ani ve lhité
60-ti dni od doruceni pisemné vyzvy
k naprave;

(if) pokud ptislusny soud rozhodne, Ze je
nektera smluvni strana v Upadku dle

insolven¢niho zakona ¢. 182/2006
Sb., v platném znéni;

(iii) pokud néktera smluvni strana
pozbude opravnéni k ptisobeni v dané
oblasti;

(iv) bude-li  riziko pro  Subjekty

hodnoceni neimérné zvyseno;
(V) pokud potiebné opravnéni, povoleni,

consent or exception are revoked or souhlas  nebo  vyjimka  bude

suspended, or expires  without revokovano, jeho platnost

prolongation; suspendovana, nebo uplyne-li doba,
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(vi) if the Institution and / or Principal
Investigator violates the obligations
laid down in Article 13 of the
Agreement.

In any other case, the Agreement may be
terminated by written mutual agreement
or notice, with the period of notice being
30 days from the day following the day
of delivery of the notice to the last of
Contract parties.

(c) If the Institution’s participation in the Study
or the Study itself is terminated, the Institution
shall not permit further enrollment of Study
subjects into the Study, cause the Principal
Investigator to cease treatment with the IMP to
the extent medically permissible, and return or
destruct of all the IMP in accordance with
instructions provided by the CRO and
regulatory requirements.

(d) In the event of termination of the Study,
payments will be made for all services required
by the Protocol that have been performed up to
the effective date of termination of the Study
and in connection with the Study as required
under the Protocol and contemplated in the
Budget. If any advance or other payments
exceed the amount owed for services
performed under the Protocol, the Institution
shall promptly return the excess balance to the
CRO.

The Sponsor by means of the CRO also
reimburse the Institution all necessarily
incurred expenses in connection with the
termination of the clinical trial, and especially
the cost of additional follow up of the trial
subjects and their subsequent treatment, if
necessary to ensure their safety that has been
jeopardised in relation to study procedures or
study treatment only and when such treatment
or follow up is not covered by a standard
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na kterou bylo vydano bez
prislusného prodlouzeni;

(vi) pokud Zdravotnické zatizeni a/nebo
Hlavni zkouSejici porusi zéavazky
stanovené ve ¢l. 13 této Smlouvy.

V ostatnich ptipadech Ize trvani smlouvy
ukon¢it  pisemnou  dohodou  nebo
vypovedi, pfiCemz vypovédni lhata Cini
30 dnli a pocina bézet dnem nésledujicim
po doruceni vypovédi posledni smluvni
stran¢.

Pokud ucast Zdravotnického zafizeni v
Klinickém hodnoceni nebo Kilinické
hodnoceni samotné bude ukonceno,
Zdravotnické zafizeni nesmi povolit dalsi
nabor Subjektd hodnoceni, musi zajistit,
aby Hlavni zkousejici ukoncil 1é¢bu
Hodnocenym lé¢ivem do té miry, do jaké
to bude zmedicinského hlediska
pfipustné, a musi veSker¢ Hodnocené
1é¢ivo vratit nebo zlikvidovat v souladu
s pokyny CRO a zakonnymi pozadavky.

()

(d) V piipadé ukonceni Klinického
hodnoceni budou provedeny Uhrady za
vSechny sluzby vyzadované Protokolem,
kter¢ byly realizovany az do data
ucinnosti ukonceni Klinického hodnoceni
v souvislosti s Klinickym hodnocenim a v
souladu s pozadavky Protokolu a
predpoklady v Rozpoctu. Pokud jakékoli
zalohové nebo jiné platby piesahnou
dluznou c¢astku za sluzby realizované
podle Protokolu, Zdravotnické zatizeni
preplatek  neprodlen¢  vrati  CRO.
Zadavatel prostfednictvim CRO rovnéz
uhradi Zdravotnickému zatizeni veSkeré
nutné¢ vynaloZzené naklady vzniklé
v souvislosti s ukonc¢enim  Klinického
hodnoceni, a to zejména ndklady na
dodate¢né sledovani Subjektli hodnoceni
a jejich naslednou 1écbu, pokud to bude
nezbytné k zajisténi jejich bezpecnosti,
jez byla ohrozena pouze v souvislosti
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medical care from their health insurance.

19. Assignment

(@) Any assignment of this Agreement or any
rights or obligations hereunder by:

(i) The Institution to a third party shall
require the prior written consent of
the CRO and the Sponsor; and
The CRO to any third party other
than the Sponsor shall require the
prior written consent of the Sponsor,
but shall not require the approval of
the Institution.

(b) The Institution and the CRO hereby
acknowledge that the Sponsor may assign
to itself or a third party responsibility for
any or all of the CRO’s rights and
obligations hereunder by written notice to
the Institution and the CRO.

(i)

20. Suspensory Condition

This Agreement takes effect upon registration
of the Agreement in the Agreements Register
in accordane with Act no. 340/2015 Coll., on
Agreements Register. The parties hereby agree
that their relations shall be governed by this
Agreement as of the date of signature by the
last party to this Agreement (the ,Effective
Date*) providing a positive decision of the
competent Multicentre Ethics Committee and
Local Ethics Committee and Approval to
conduct Study issued by the State Institute for
Drug Control or not rejecting the Study,
subject to the mandatory notification liability
are available.
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s provedenim studijnich procedur ¢i
uzitou studijni 1écbou, nebude-li takova
péce hrazena v ramci standardni 1ékatrské
péce z jejich zdravotniho pojisténi.

19. Postoupeni

(a) Jakékoli postoupeni této Smlouvy nebo
jakychkoli prav ¢i povinnosti podle této
Smiouvy:

(i) Zdravotnickym zafizenim na tfeti
stranu vyzaduje predchozi pisemny
souhlas CRO a Zadavatele; a

(i) CRO na jinou tfeti stranu nez

Zadavatele vyzaduje predchozi
pisemny souhlas  Zadavatele,
avSak  nevyzaduje  schvdleni

Zdravotnickym zafizenim.

(b) Zdravotnické =zafizeni a CRO timto
potvrzuji, ze Zadavatel je opravnén
pisemnym ozndmenim Zdravotnickému
zatizeni a CRO prevzit ¢i na tfeti stranu
prevést odpovédnost za nékterd nebo
veSkera prava a povinnosti CRO podle
této Smlouvy.

20. Odkladaci podminka

Tato Smlouva nabyva uc¢innosti v okamziku
zvefejnéni v registru smluv dle zakona ¢.
340/2015 Sh., o registru smluv. Strany timto
sjednavaji, ze jejich vzajemnd prava a
povinnosti se touto smlouvou fidi jiz od data
jejiho podpisu posledni ze stran této Smlouvy
(déle jen ,,Datum ucinnosti*‘) za ptredpokladu,
7ze bylo obdrzeno kladné rozhodnuti etické
komise pro multicentrickd  klinicka
hodnoceni, pfislusné mistni etické komise a
povoleni provedeni Klinického hodnoceni
vydaného Statnim ustavem pro kontrolu 1é¢iv
nebo nezamitnutim Klinického hodnoceni,
které podléha ohléaseni.
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21. Governing Law

(@)

(b)

(©)

This Agreement shall be interpreted in
accordance with  laws of the Czech
Republic.

Legal relations that are not specifically
regulated herein shall be governed by
applicable provisions of the Civil Code.
Any disputes unsettled by a mutual
cooperation will be referred to and
resolved by the competent court of the
Czech Republic.

22. Final provisions

(@)

(b)

(©)

(d)

(€)

This Agreement is made in four identical
copies; each Party shall receive one
original.

This Agreement may only be modified and
amended by common consent, with a
written amendment hereto.

In case of discrepancies between the Czech
and English versions of the Agreement, the
Czech version prevails.

All correspondence and reports addressed
to CRO or the Sponosr in connection with
this Study shall be sent to the address or
fax number of the company EastHORN
Clinical Services in CEE, s.r.o., U
Druzstva prace 43/734, 140 00 Praha 4,
Czech Republic, fax: +420 244 462 271.

This Agreement represents the entire
agreement of contracting parties on the
subject. All former verbal or written
agreements of the parties in respect of the
content of this Agreement are not binding.

(f) The Parties will, in accordance with § 558

par. 2 Act no. 89/2012 Coll., Civil Code,
as amended, explicitly exclude the use of
commercial practices in their legal
relations in connection with this contract.

21. Rozhodné pravo

(a)
(b)

(©)

Tato smlouva bude vykladana v souladu
s pravnimi piedpisy Ceské republiky.
Pravni vztahy vyslovné neupravené v této
smlouvé se fidi prislusSnymi ustanovenimi
Obcanského zékoniku.

K projednani a rozhodovani piipadnych
sport, které nebudou vyfeSeny vzajemnou
spolupraci jsou piislusné soudni organy
Ceské republiky.

22. Zavéreéna ustanoveni

(@)

(b)

()

(d)

(€)

()
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Tato Smlouva je vyhotovena ve Ctyfech
stejnopisech; kazdd smluvni strana obdrzi
jeden stejnopis.

Tuto Smlouvu lze ménit a dopliovat
pouze dohodou smluvnich stran ve formé
pisemného dodatku k této Smlouve.

V piipadé¢ nesouladu mezi ceskou a
anglickou verzi této Smlouvy je
rozhodujici ¢eska verze.

Veskera korespondence a oznameni

adresovana CRO nebo Zadavateli ve
spojitosti s timto Klinickym hodnocenim
musi byt zasilany na adresu nebo faxoveé
¢islo spolecnosti EastHORN Clinical
Services in CEE, s.r.o., U Druzstva Prace
43/734, 140 00, Praha 4, Ceska republika,
fax: +420 244 462 271.

Tato Smlouva ptredstavuje uplné ujednani
smluvnich stran o jejim predmétu.
Veskera piedchozi ustni nebo pisemna
ujednani smluvnich stran shodujici se
svym obsahem s obsahem této Smlouvy
nejsou povazovana za zavazna.

Smluvni strany timto v souladu s § 558
odst. 2 zakona ¢. 89/2012 Sb.,
obcanského zakoniku, ve znéni
pozdéjSich predpist, vyslovné vylucuji
pouziti obchodnich zvyklosti ve svém
pravnim styku v souvislosti s touto
smlouvou.
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(g) The Sponsor and the CRO hereby
undertake that in the context of the Study
do not conclude any other contract with
any employee of the Institution. In case of
need for any additional contract related to
the project conduct this will be agreed
with the institution separately

(h) If the terms of the Agreement and the
Protocol in conflict, the term of the
Protocol will be decisive with regards to
scientific and medical issues, the consent
of the Study subjects, and any other
matters directly related to the conduct of
the Study and record keeping (e.g. the
CRF ) relating to the above, a major
provision of the Agreement will be
decisive, as regards all other matters.
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(g) Zadavatel a CRO se timto zavazuji, ze v
souvislosti S timto Klinickym
hodnocenim neuzaviou zadnou jinou
smlouvu s Zadnym zaméstnancem
Zdravotnického zatfizeni bez predchoziho
pisemného  souhlasu  Zdravotnického
zafizeni.

(h) Pokud jsou podminky této Smlouvy a
Protokolu v rozporu, budou rozhodujici
podminky Protokolu, co se tyce
veédeckych a lékarskych otdzek, souhlasu
subjektll a jakychkoli jinych zalezitosti
pfimo souvisejicich s provadénim Studie
a vedenim zdznamu (napf. formulaie pro
zadznamy subjektl hodnoceni)
vztahujicich se k vySe uvedenému, a
ustanoveni  této  Smlouvy  budou
rozhodujici, co se tyce vSech dalSich
zalezitosti.
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@)

@)

3)

(4)

Sponsor / Zadavatel:

na zakladé plné moci

based on the power of attorney
EastHORN Clinical Services in
CEE Limited
Malgorzata Szerszeniewska, MD
Executive Head / Jednatel

CRO:

Malgorzata Szerszeniewska, MD.
Executive Head / Jednatel

Institution / Zdravotnické
zarizeni :

MUDr. Martin Pavlik, Ph.D.,
DESA, EDIC
Director/feditel

Principal Investigator / Hlavni
zkousejici:
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2.12.2016

Date / Datum

2.16.2016

Date / Datum

16.12.2016

Date / Datum

Date / Datum
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Appendixes:
Appendix A - Budget

Appendix No. 1 Power of Attorney:
EastHORN Clinical Services in CEE
Limited

EastHORN Clinical Services in CEE, s.r.o.
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Piilohy:
Ptiloha A - Rozpocet

Piiloha ¢. 1: PIna moc:
EastHORN Clinical Services in CEE Limited
EastHORN Clinical Services in CEE, s.r.o.
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“Screen Failure” shall mean a Study subject
who
- was not obviously
enrollment in the Study,
- has completed the Screening Visit
procedures as outlined in the Protocol
(including, without limitation, the
informed consent process) and
- is not randomised into the study as it
failed to meet the criteria for
randomisation and has not received
any dose of the Study Drug.

ineligible for

Payment for screen failures will be made
by CRO after CRO has received and
reviewed all appropriate eCRFs (data has
been entered, or documentation of
procedures completed) in addition to any
other information that is requested by
Sponsor to appropriately document the
Study subject screening procedures.
Payment for all screen compensation
will be paid with the next scheduled
payment.

,NeuspéSny skrinink*
hodnoceni, ktery
- zjevné nebyl nevhodny K zatazeni do
Klinického hodnoceni
- splnil procedury Skrininkové navstévy

znamend Subjekt

podle protokolu (vCetné¢ procesu
informované¢ho souhlasu a to bez
vyjimky) a

- neni randomizovan do studie, protoze
nesplnil kritéria pro randomizaci a
neobdrzel Zadnou davku Hodnoceného

1é¢ivého piipravku.

Platba za

neuspésne
provedena Smluvni vyzkumnou organizaci
(CRO) poté, co CRO obdrzi a zkontroluje
vSechny pfislusné eCRF (udaje musi byt

skrininky  bude

vyplnény nebo piedloZzena kompletni
dokumentace pro splnéné procedury)
pfipadné¢  doplnény  dal§i  informace
poZadované Sponzorem, tak aby byly
zdokumentovany  vSechny  skrininkoveé

procedury u daného Subjektu hodnoceni.
Platba za vSechny neuspésné skrininky bude
provedena s nejblizsi planovanou platbou dle
platebniho rozvrhu.
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Pharmacy Services

CRO will reimburse Institution a one-time
pharmacy set-up fee of 110 EUR due within
30 days after the execution of this
Agreement. This amount shall be invoiced
after the contract execution by all contracting
parties.

The Institution hereby represents and
warrants that it will ensure the performance
of Pharmacy Services, as below described, in
accordance with the Protocol on its own
responsibility and liability. These Pharmacy
services shall be reimbursed at amount 75
EUR per study payable after the contract
execution by all contracting parties and in
accordance with the provisions set forth in
Schedule A.

These amounts include payments for:

e Product delivery acceptance
confirmation

e Storage of Product, recording, preparing
for destruction (according to the
Sponsor/CRO instructions). IMP used

and
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Lékarenské sluzby

CRO poskytne Zdravotnickému zafizeni
jednorazovou tvodni ¢astku pro lékarnu ve
vysi 110 EUR. Tato ¢atka je fakturovéna po
podpisu smlouvy v§emi smluvnimi stranami.
Zdravotnické zafizeni se zavazuje, Ze na
vlastni odpovédnost a v souladu s Protokolem
zajisti provedeni lékarenskych sluzeb, jez
jsou nize definovany. Tyto lékarenské sluzby
budou uhrazeny ve vysi 75 EUR za studii
splatné po podpisu smlouvy vSemi smluvnimi
stranami a Vv souladu s podminkami
stanovenymi v Pfiloze A.

Tyto ¢astky zahrnuji platby za:
e Piijem a potvrzeni Produktu
e Uskladnéni, evidenci, ptfipravu na
destrukci (podle instrukci zadavatele/
CRO). Uzité a nespotiebované 1é¢ivo
bude vraceno zadavateli,
dodani Produktu na misto hodnoceni,
e pravidelnou kontrolu Produktu v misté
FN u sv. Anny, Brno —
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and unused will be returned to the
sponsor,

e Supply of Product to the site,

e Regular monitoring of Product at the site
by selected clinical pharmacist

e All other duties performed by the
Pharmacy in accordance with the
Protocol and supporting documentation
throughout the course of the Study.

Start-Up Fee

On the basis of the original invoice, CRO
shall make a one-time payment to the
Institution after site initiation in the amount
of 1110 EUR. This fee includes economic
and legal aspects related to processing of this
Agreement, co-ordination of involvement of
Pharmacy, and Study feasibility assessment
within the Institution. The aforesaid fee shall
be payable after signature of this Agreement
within 30 days from receipt of invoice by
CRO.

Archiving fee

CRO shall further make to the Institution a
payment in amount of 910 EUR as a
reimbursement  of incurred  archiving
expenses for a term of 25 years ( according to
section 7b of Agreement). This one-off
payment shall be made along with the last
payment made under the terms of this
Agreement at the end of the Study and solely
to the Institution.

Amendment to Agreement

If the Parties signed an amendment to the
Agreement, the CRO agrees to pay a fee for
arranging the amendment to the Agreement in
the amount of 185 EUR, which covers the
cost of the Institution associated with the
administration and discussion of amendment
from a legal and economic perspective. This
fee is invoiced immediately after the signing
of the amendment by all parties.
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hodnoceni vybranym farmaceutem

dalsi odpovédnosti Lékarny v souladu se
studijnim Protokolem a instrukcemi po
celou dobu prubehu Studie

Start-Up poplatek

Na zakladé doruceni originalni faktury,
CRO  wuhradi jednorazovou  platbu
Zdravotnickému zafizeni a to ve vysi 1110
EUR. Tento poplatek zahrnuje thradu
nakladi  ekonomického a  pravniho
charakteru v souvislosti s vyjednanim této
Smlouvy, koordinaci zapojeni 1ékarny a s
vyhodnocenim proveditelnosti studie ve
Zdravotnickém zafizeni. Shora uvedena
platba bude fakturovana po podpisu
Smlouvy a bude splatna ve lhaté 30 dnt
od piijeti faktury CRO.

Archivacni poplatek

CRO se dile =zavazuje  uhradit
Zdravotnickému zafizeni ¢astku ve vysi
910 EUR a to k thradé nakladt spojenych
s archivaci po dobu 25 let. (v souladu s
bodem 7b Smlouvy). Tato jednorazova
uhrada  bude  poskytnuta  spolecné
S posledni Uthradou ucinénou za podminek
této Smlouvy ke konci Studie, a to vyluéné
Zdravotnickému zafizeni.

Poplatek za dodatek

Bude-li Stranami uzavien dodatek ke
Smlouveé, =zavazuje se CRO uhradit
poplatek za sjednani dodatku ke smlouvé
ve vysi 185 EUR, ktery zahrnuje naklady
Zdravotnického  zafizeni  spojené s
administrativou a projednanim dodatku z
pravniho a ekonomického hlediska. Tento
poplatek je fakturovan bezprostfedné po
podepsani dodatku v§emi Stranami.
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Payment details:

Platebni udaje:

(@) Payment of the remuneration will be (a) Platby tihrad budou provadény bankovnim
made by bank transfer to the following pfevodem na nasledujici ucty:

accounts:

Institution/ Zdravotnické zafizeni:

account holder / drzitel uctu: Fakultni
nemocnice u sv. Anny v Brn¢

account no. /¢&. uc¢tu.: 20001-
71138621/0710

bank/ banka: Ceska narodni banka

BIC (SWIFT) Code / kéd BIC (SWIFT):
CNBACZPP

IBAN: CZ83 0710 0200 0100 7113 8621

Tax number: /Datiové ¢islo: CZ00159816

Reference symbol: Invoice number
/Variabilni symbol: ¢islo faktury

N/A
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(b) The CRO shall make a payment for
performance of this Study in accordance with
these conditions:

(i) The budget defines the maximum
amount that will be paid for the performance
of the Study.

(i) Remuneration will be eligible for
payment/payble only for the actual number of
visits and  procedures performed in
accordance with the Protocol, this Agreement
and entered into an electronic data capture
system by electronic CRF and verified by the
monitor according to the applicable
Monitoring Plan. In no event shall payment
for such visits and procedures exceed the
maximum budget per the Study subject.

(ili)  To be eligible for the payment, all
data submitted must be complete and correct.
For data to be complete and correct, each
Study subject must have signed an EC-
approved Informed Consent Form and all
procedures designated in the Protocol must
have been carried out in accordance with the
Protocol.

(iv) The amount per visits includes/covers:

- remuneration for examinations which
are part of the Study according to the
Protocol; these are not separately
specified,

- remuneration for providing copies of
certificates and other documents
(including updated versions) which
are necessary for performance of the
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(b) CRO poskytne finanéni uhradu za
provedeni Klinického hodnoceni na zakladé
té€chto podminek:

() Rozpocet stanovi maximalni castku,
kterd bude vyplacena za provedeni
Klinického hodnoceni.

(i)  Uhrada bude provedena pouze za
skuteny pocet navstev a  vySetfeni
provedenych v souladu s Protokolem, touto
Smlouvou a zadanych do elektronického
systému pro sbér dat pomoci elektronického
CRF a zkontrolovanych monitorem v souladu
s platnym monitorovacim planem. Platba za
tyto navstévy a vySetfeni v zddném piipadé
nepfesdhne maximalni rozpocet na jeden
Subjekt hodnoceni.

(ili) Narok na thradu vznikne tehdy, budou-
li pfedana uplna a spravna data. Aby byla
data Gplnad a spravna, musi kazdy Subjekt
hodnoceni podepsat formular informovaného
souhlasu schvaleny etickou komisi a veskeré
procedury urcené¢ v Protokolu museji byt
provedeny v souladu s Protokolem.

(iv) Platby za navstévy zahrnuji/pokryvaji:

- uhrady za vySetfeni, ktera jsou dle

Protokolu soucasti Klinického
hodnoceni a nejsou samostatné
specifikovana,

- uhrady za  poskytovani  kopii

osvédCeni a jinych dokladi (vcetné
aktualizovanych verzi), které jsou
potiebné pro provedeni Klinického
hodnoceni,

- jakykoliv poplatek za pouzivani
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Study,
- any fee for using the Institution’s
and/or Principal Investigator’s

computers and software for the
purpose of maintaining the Study
medical records, reporting and Study
communication. The Institution and
the Principal Investigator confirm that
they have obtained all necessary
license rights and permission to use
the external vendor’s software for the
purposes of the Study.

(v) When data are reviewed by the
monitor during a scheduled Site visit, the
Principal Investigator shall have all available
data obtained up to the end of the preceding
day complete and ready for evaluation.

(vi)  No payment will be made for visits of
Study subjects found ineligible upon review
of their Case Report Forms and source
documents (the subjects who didn't meet
inclusion and met exclusion criteria for
enrollment).

(vil) The CRO agrees to reimburse the
Institution on behalf of the Sponsor for the
costs of Study subject travel, if needed their
accommodation and meals, if allowed by
respective  regulations. The Institution
agrees to transfer to each enrolled Study
subject compensation for its travel expenses
(including parking and meals) in the amount
of submitted receipts, tickets, or other
documentation (in case of car transport
compensation 20 cent per 1 km) up to a
maximum amount of 50€ per visit. The site
will be reimbursed for expenses that were
incurred by the patient for refreshments
during the visit. A maximum of 7 EUR per
visit is foreseen for this purpose. The
Institution will submit a proforma invoice
based on details provided by CRO. After
reimbursement of this proforma invoice the
Subject travel expenses can be paid. The
final financial reconciliation will be done

320f 34

pocitate a softwaru Zdravotnického
zafizeni a/nebo Hlavniho
zkousejictho za ucelem uchovani
Studijnich  zdravotnich  z&dznamq,
hlaseni a studijni komunikace.
Zdravotnické zafizeni a Hlavni
zkouseji potvrzuji, ze ziskali veskera
nezbytna licen¢ni prava a opravnéni k
pouzivani softwaru externiho
dodavatele za ucelem provedeni
Klinického hodnoceni.

(v) Pfi kontrole dat béhem planované
navstévy Mista hodnoceni monitorem musi
mit Hlavni zkousSejici veskera dostupna data
ziskana az do konce piedchoziho dne a to
kompletni a pfipravena k vyhodnoceni.

(vi) Navstévy Subjektii hodnoceni, které byly
na zékladé kontroly CRF a zdrojové
dokumentace vyhodnoceny jako nevhodné
(pti zatazeni nespliiovaly vstupni a spliiovaly
vylucovaci kritéria), nebudou hrazeny.

(vii) CRO se zavazuje uhradit Zdravotnickému
zafizeni v zastoupeni Zadavatele cestovni
naklady Subjektt hodnoceni, jejich naklady za
ubytovani a stravné pokud bude tieba,
pfipadné dalsi, je-li to povoleno pravnimi
predpisy. Zdravotnické zafizeni Se zavazuje
proplatit kazdému zafazenému Subjektu
hodnoceni cestovni vydaje (vCetné parkovného
a stravného) ve vysi pfedlozené uctenky,
Jizdenky ¢i jiného dokladu (v ptipad¢€ dopravy
osobnim vozem kompenzace 5,- CZK za 1
km) a to do maximalni vyse 1250,- CZK za
navstévu. Zdravotnickému zafizeni budou
uhrazeny ndklady spojené s piispévkem na
jidlo pro subjekty hodnoceni béhem navstévy.
Maximalni predpokladand castka pro tento
ucel je 170 CZK =za kazdou navstévu.
Zdravotnické zafizeni vystavi zalohovou
fakturu na zéklad¢ podkladii zaslanych CRO.
Po uhrazeni této zalohové faktury bude mozné
Subjektim  vyplacet cestovni  ndklady.
Kone¢né zuctovani bude provedeno po
ukonceni studie.
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after the end of the study.

(viii) Payments for services will be made in
the currency of the Agreement and the
invoice must be issued in the currency of
Agreement. If necessary local currency might
be mentioned as well Other pass through
costs shall be paid in local currency.

(ix) All the amounts listed above are hereto
defined including any taxes. The exception is
the VAT which is processed, if applicable,
via reverse charge mechanism by the CRO.

(x) Payments will be processed at least in 3-
month intervals. CRO will send to the
Principal Investigator a Payment Form with
the fee calculation. Each Payment Form will
cover only visits completed and procedures
which have been monitored by a monitor and
approved by the Sponsor during the previous
period, which is invoiced. The Principal
Investigator shall review and approve in
written the fee calculation within 5 working
days of receiving it. Only after the Principal
Investigator approval is obtained on the
Payment Form, the CRO will request the
Institution and Principal Investigator to issue
an invoice/tax document for the approved
amount. The CRO or Sponsor are not liable
for any delays caused by lack of timely
approval by the Principal Investigator. The
invoice must contain all requirements
specified by legal regulations and Study
Protocol Number. The invoice is payable
within 30 days from the date of its issue by
the Institution or Principla Investigator. The
date of the taxable event is the date of
delivery of a notice to issue an invoice to the
Institution or Principal Investigator. The
request and details for invoicing by
Institution will be sent at email address:
fakturace.trials@fnusa.cz, the communication
for the invoicing by the Principal investigator
will  be sent at email address
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(viii) Platby za sluzby budou provedeny ve
méné stanovené touto Smlouvou a faktura
musi byt vystavena v méné této Smlouvy.
Pokud to je nutné, mize byt rovnéz uvedena
mistni ména. Dalsi pribézné naklady (pass
through costs) budou hrazeny v mistni méné.

(ix) VSechny c¢astky uvedené vyse jsou
uvedeny véetn¢ veskerych dani. Vyjimkou je
DPH, ktera bude odvedena, pouzije-li se,
prostiednictvim  mechanismu  pfeneseni
danové povinnosti U CRO.

(x) Platby budou probihat v tfi-mé&si¢nich
intervalech. CRO zasle Hlavnimu
zkouSejicimu Platebni formulaf s kalkulaci
odmény. Kazdy Platebni formulat bude
obsahovat pouze dokoncené navstévy a
postupy, které byly  odmonitorovany
monitorem a schvalené Zadavatelem v
pribéhu predchoziho obdobi, za které ma byt
fakturovano. Hlavni zkousejici zkontroluje a
pisemné schvali kalkulaci odmény do 5
pracovnich dnti od jeho obdrzeni. Teprve po
schvaleni  Platebniho pfehledu Hlavnim
zkouSejicim pozddda CRO  Zdravotnické
zafizeni a Hlavniho zkouSejiciho o vystaveni
faktury / danového dokladu na schvalenou
castkuu CRO nebo Zadavatel nejsou
odpovédni za zpozdéni zpusobena
nedodrzenim vcéasného schvéleni na strané
Hlavniho  zkouSejiciho.  Faktura  musi
obsahovat veskeré nalezitosti stanovené
pravnimi  predpisy a ¢islo  protokolu
Klinického hodnoceni. Faktura je splatna 30
dni ode dne jejiho vystaveni Zdravotnickym
zafizenim nebo Hlavnim zkouSejicim. Datem
zdanitelného plnéni je den dorueni vyzvy
k vystaveni faktury Zdravotnickému zafizeni
nebo Hlavnimu zkousejicicmu. Zadost a
podklady pro vystaveni faktury
Zdravotnickym zafizenim budou zasilany na
e-mailovou adresu: fakturace.trials@fnusa.cz,
komunikace  pro  fakturaci  Hlavnim
zkouSejicim bude odesildna na emailovou
adresu
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(xi) An invoice/ tax document shall be issued
in name of EastHORN, EastHORN Clinical
Services in CEE Limited, Kyvelis 7, Office

102, P.C. 1087, Nicosia, Cyprus Tax ID:
CY10253002U.
(xii)  Shipment Address is EastHORN

Clinical Services in CEE, s.r.o., U Druzstva
prace 43, 140 00 Praha 4, Czech Republic.

(xiii) The final payment will be made within
30 days of termination of the Study.

(xiv) Bank charges: SHA - the payer pays the
fee of the payer's bank, the payee pays the
fees of the payee’s bank.
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(xi) Faktura / danovy doklad bude vystavena /
vystaven na EastHORN Clinical Services in
CEE Limited, Kyvelis 7, Office 102, P.C.
1087, Nicosia, Kypr, DIC: CY10253002U.

(xil) Dorucovaci adresa je EastHORN
Clinical Services in CEE, s.r.o., U Druzstva
prace 43, 140 00 Praha 4, Ceska republika.

(xiil) Zaveérecna uhrada bude provedena do
30 dnt od ukonceni Klinického hodnoceni.

(xiv) Bankovni poplatky: platce hradi poplatky
banky platce, ptijemce hradi poplatky banky
piijemce.
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