CLINICAL TRIAL AGREEMENT

This Clinical Trial Agreement (the “Agreement”)
is entered into on || (thc <Effective
Date”) by and between The University Hospital
Brno, have a place of business at Jihlavska 20, 625
00, Brno (“Institution”),

Eva Pokojova M. D. ,
working as

Doctor of the Pulmonary and Tuberculosis
Diseases Clinic of the University Hospital Brno
(“Principal Investigator™),

and

Flatley Discovery Lab, LLC with offices at 529
Main Street, Suite 115, Charlestown,
Massachusetts 02129, United States of America
(“Sponsor”).

RECITALS

WHEREAS, Sponsor is conducting a clinical
research study of |l (the “Study Drug”) in

I e Sty

WHEREAS, SynteractHCR Inc., with an address
of 5909 Sea Otter Place, Suite 100, Carlsbad,
California 92010 (“SynteractHCR,”) is providing
contract research organization services to Sponsor
under a separate contract.

WHEREAS, Sponsor represents and warrants that
it has all necessary authority to enter into this
Agreement;

WHEREAS, the Institution has the qualified
personnel, experience, facilities and resources to

SMLOUVA O KLINICKEM HODNOCENI

Tato smlouva o klinickém hodnoceni (dale jen

,smlouva®) uzaviena ke dni ||| Gl ale

jen ,,datum Wcinnosti”) mezi smluvnimi stranami
Fakultni nemocnice Brno se sidlem na adrese
Jihlavska 20, 625 00 Brno (dale jen ,,zdravotnické

zarizeni”),

MUDr. Eva Pokojova, na
pracujici jako

Iékarka Kliniky nemoci plicnich a tuberkul6zy
Fakultni nemocnice Brno (dale jen ,hlavni
zkouSejici®)

a

Flatley Discovery Lab, LLC, se sidlem na adrese
529 Main Street, Suite 115, Charlestown,
Massachusetts 02129, Spojené staty americke (dale
jen ,,zadavatel®).

PREAMBULE

VZHLEDEM K TOMU, ZE zadavatel provadi

klinickou vyzkumnou studii (dale jen
,hodnoceny 1ék*) u (dale jen
,wstudie®),

VZHLEDEM K TOMU, 7E spolecnost

SynteractHCR Inc., se sidlem na adrese 5909 Sea
Otter Place, Suite 100, Carlsbad, California 92010
(“SynteractHCR,”) poskytuje zadavateli na zakladé
samostatné smlouvy sluzby smluvni vyzkumné
organizace,

VZHLEDEM K TOMU, ZE zadavatel prohlaguje
a zaruCuje, Ze je plné opravnén tuto smlouvu
uzavrit,

VZHLEDEM K TOMU, ZE zdravotnické
zatizeni disponuje kvalifikovanym personalem,
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undertake and competently conduct the Study as
defined above, pursuant to

WHEREAS, Principal Investigator has applicable
medical expertise and experience in conducting
human clinical trials of pharmaceutical products in

accordance with applicable laws, rules and
regulations;
WHEREAS, the Institution and Principal

Investigator are willing to conduct the Study,
subject to the terms and conditions set forth herein,
and SynteractHCR and Sponsor request Institution
and Principal Investigator to undertake the Study.

IN VIEW OF THE ABOVE, the parties hereto
agree as follows:

1 CONDUCT OF THE STUDY

1.1  Conduct of the Study. The Institution and
Principal Investigator agree to conduct Study
described in the Protocol, as it may be amended,
the provisions of which are incorporated herein by
this reference and made a binding part of this
Agreement as if set forth verbatim herein. In the
event that Sponsor makes modifications to the
Protocol, Ethics Committee (“EC”) approval of
such changes shall be obtained prior to Institution
and/or Principal Investigator implements such
changes to the Protocol. If such modifications are
expected to affect the cost, including the Per Visit
Fees and/or pass-through costs, of the Study, the
Institution will promptly submit to SynteractHCR a
revised written cost and fee estimate for prior
written approval by Sponsor prior to implementing

zkuSenostmi, prostory a prostfedky Kk fadnému
provedeni vyse uvedené studie dle protokolu ¢.

VZHLEDEM K TOMU, ZE hlavni zkousejici
disponuje lékaiskou odbornosti a zkuSenostmi
S provadénim Klinickych hodnoceni
farmaceutickych ptipravka na lidskych subjektech
v souladu s platnymi pravnimi piedpisy, pravidly
a narizenimi,

VZHLEDEM K TOMU, ZE zdravotnické
zatizeni a hlavni zkousSejici jsou ochotni provést
studii v souladu se zde uvedenymi smluvnimi
podminkami a spole¢nost SynteractHCR
a zadavatel zadaji, aby zdravotnické =zafizeni
a hlavni zkousejici provedli studii,

PROTO S OHLEDEM NA UVEDENE
SKUTECNOSTI se smluvni strany dohodly takto:

1 PROVADENI STUDIE

1.1  Provadéni studie. Zdravotnické zafizeni
ahlavni zkousejici se zavazuji provést studii
popsanou Vv platném znéni protokolu, jehoz
ustanoveni jsou timto odkazem zaclenéna do této
smlouvy a stavaji se jeji nedilnou soucasti, jako by
v ni byla uvedena v doslovném znéni. V ptipadé
oprav protokolu ze strany zadavatele mohou byt
takové  zmény v protokolu  zdravotnickym
zafizenim anebo hlavnim zkousejicim zavedeny az
poté, co etickd komise (dale jen ,,EK*) takové
zmény schvali. Existuje-li ptedpoklad, ze takové
Upravy ovlivni naklady na studii, v¢etné poplatkt
za navstévy anebo prefakturovanych nakladda,
predlozi  zdravotnické zafizeni bezodkladné
spole¢nosti  SynteractHCR aktualizovany odhad
nakladt a plateb, aby jej zadavatel schvalil pied

Clinical Trial Research Agreement (Bilingual Czech Republic)/Smlouva o provedeni vyzkumného klinického

hodnoceni (dvojjazycna, Ceska republika)
Flatley Discovery Lab, LLC

Page 2 of 46




the change to the Protocol. If in the course of
performing this Agreement, however, generally
accepted standards of clinical study and medical
practice relating to the safety of Study subjects
require a deviation from the Protocol, such
standards will be followed. In such case, Institution
and/or Principal Investigator will immediately
inform SynteractHCR and Sponsor, in writing, of
the facts causing such deviation as soon as the facts
are known to the Institution and/or Principal
Investigator.

1.2  Role of SynteractHCR. SynteractHCR is a
contract research organization engaged in the
operation management of clinical trials and has
been engaged by the Sponsor to oversee the Study.
Institution and Principal Investigator will cooperate
with  SynteractHCR in all respects. This
cooperation will include, without limitation,
furnishing information as reasonably requested by
SynteractHCR, meeting with SynteractHCR at
designated times, and allowing SynteractHCR
access to Institution’s and Principal Investigator’s
records and facilities for the purpose of monitoring
the Study.

The parties hereto acknowledge that SynteractHCR
has performed no independent research or analysis
of any kind or nature whatsoever regarding the
safety or efficacy of the Study Drug, materials or
treatment procedures that are to be administered
pursuant to the Study and therefore SynteractHCR
makes NO REPRESENTATIONS OR
WARRANTIES, expressed or implied, concerning
the Study Drug, materials, treatment procedures,
results to be obtained in administering the Study
Drug, or the safety, effect on humans, animals,
application or use of the Study Drug or Study
Drug’s fitness for any particular purpose.

Institution and Principal Investigator agree that
SynteractHCR shall not be responsible for claims,
expenses, damages, or liabilities arising from, or

zavedenim zmény V protokolu. Nastane-li vsak
béhem plnéni této smlouvy a na zakladé vseobecné
piijimanych standardt klinickych studii a 1ékaiské
praxe nutnost odchylit se od protokolu v souvislosti
s bezpe€nosti studijnich subjektt, budou takové
standardy dodrzovany. V takovém piipadé budou
zdravotnické zafizeni anebo hlavni zkousSejici
ihned pisemné informovat spole¢nost
SynteractHCR a zadavatele o skute¢nostech, které
takovou odchylku zptsobily, ato bezprostfedné
poté, co se zdravotnickeé zafizeni anebo hlavni
zkousSejici 0 téchto skute¢nostech dozvi.

1.2 Uloha  spoletnosti  SynteractHCR.
Spole¢nost SynteractHCR je smluvni vyzkumna
organizace pusobici Vv oblasti fizeni Klinickych
hodnoceni abyla zadavatelem angaZzovana, aby
dohliZela na studii. Zdravotnické zafizeni a hlavni
zkouSejici budou se spolec¢nosti SynteractHCR
ve vSech ohledech spolupracovat. Tato spoluprace
bude mimo jiné zahrnovat poskytovani informaci
Vv pfiméfeném rozsahu pozadovanych spole¢nosti
SynteractHCR, setkani se spole¢nosti
SynteractHCR v ur¢enych terminech aumoznéni
pfistupu spolecnosti SynteractHCR Kk zaznamim
ado prostort zdravotnického zafizeni a hlavniho
zkousSejiciho za uc¢elem monitorovani studie.

Strany této smlouvy berou na védomi, ze
spole¢nost ~ SynteractHCR  neprovedla Zadny
nezavisly vyzkum ani analyzu jakehokoliv druhu ¢i
povahy, pokud jde o bezpe¢nost nebo ucinnost
hodnoceného léku, materiala nebo 1écebnych
postupt, které  budou pouzity  ve studii,
a spolecnost  SynteractHCR tedy v souvislosti
s hodnocenym  lékem, materidly, 1é¢ebnymi
postupy, vysledky ziskanymi b&éhem podavani

hodnoceného [éku ani bezpecnosti a ucinkem
u cloveka a zvirat, aplikaci a pouzitim
hodnoceného 1éku nebo jeho vhodnosti pro

konkrétni ucel neposkytuje ZADNOU ZARUKU,
at’ jiz vyslovnou ¢i konkludentni.

Zdravotnické zafizeni a hlavni zkousejici souhlasi
stim, Ze spolenost SynteractHCR neponese
odpové&dnost za naroky, vydaje, skody ¢i zavazky
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relating to the Study Drug or the conduct of the
Study, except to the extent any such claims,
expenses, damages or liability arise from the gross
negligence, fraud or willful misconduct of
SynteractHCR, its officers, employees or agents.
Notwithstanding the foregoing, in no event shall
SynteractHCR be liable for any consequential,
special, punitive damages, including loss of profits.

1.3 Principal Investigator. The Study will be
conducted under the supervision of the Principal
Investigator, who is an employee of the Institution.
The Principal Investigator shall carry out the Study
in a professional, competent manner in accordance
with the Protocol, any applicable Institution
policies, and all applicable Laws, rules and
regulations. Institution shall use its best efforts to
ensure that the Principal Investigator shall carry out
the Study in accordance with the Protocol and the
terms of this Agreement. If there is any
discrepancy or conflict between the terms
contained in the Protocol and this Agreement, the
terms of this Agreement shall govern and control
with respect to commercial and contract terms, the
Protocol will govern with respect to the conduct of
the Study and with respect to serving the best
interest of subject welfare as well as other clinical
matters. In the event that the Principal Investigator
becomes unable or unwilling to continue
performance of his/her obligations hereunder,
Institution shall provide a successor, subject to the
approval of the Sponsor and SynteractHCR. If the
parties are unable to agree on the appointment of a
successor Sponsor may terminate this Agreement
pursuant to the terms of Article 10 below.

1.4 Institution and Principal Investigator
Staff. The Institution and the Principal Investigator
each represent and warrant that (i) they have the

vzniklé v souvislosti s hodnocenym lékem nebo
provadénim studie s vyjimkou takovych narok,
vydaju, Skod ¢&i zdvazka vzniklych v dusledku
hrubé nedbalosti, podvodu nebo Umysiného
pochybeni ze strany spolec¢nosti SynteractHCR,
vedoucich  pracovnikli, = zaméstnanci  nebo
zmocnéncu. Bez ohledu na vyse uvedena
ustanoveni spole¢nost SynteractHCR za zadnych
okolnosti neponese odpovédnost za jakékoliv
nasledné, zvlastni nebo sankéni nahrady, véetné
uslého zisku.

1.3  Hlavni zkousejici. Studie bude provadéna
pod dohledem hlavniho zkouSejiciho, ktery je
zaméstnancem zdravotnického zafizeni. Hlavni
zkouSejici  bude studii provadét odbornym
afadnym zpusobem aVvsouladu s protokolem,
jakymikoliv platnymi zasadami zdravotnického
zatizeni a veskerymi platnymi pravnimi ptedpisy,
pravidly anafizenimi. Zdravotnické zafizeni
vynalozi veskeré Usili, aby zajistilo, Zze hlavni
zkouSejici bude studii  provadét v souladu
s protokolem a podminkami této smlouvy. V
ptipad¢ jakéhokoliv nesouladu nebo rozporu
v podminkach  uvedenych v protokolu atéto
smlouvé budou podminky smlouvy rozhodujici
v otazkach obchodnich asmluvnich podminek,
avSak v otdzkach provadéni studie a pfi zajistovani
nejlepsich zajmu o blaho subjektt bude rozhodujici
protokol. V piipadé, Ze hlavni zkouSejici piestane
byt schopen ¢i ochoten pokradovat ve vykonu
svych povinnosti vyplyvajicich z této smlouvy,
zajisti zdravotnické zatizeni jeho nastupce, ktery
bude podléhat schvéleni ze strany zadavatele
a spolecnosti  SynteractHCR. Nedosahnou-li
smluvni strany dohody v otdzce jmenovani
nastupce, spole¢nost zadavatel mize tuto smlouvu
ukon¢it v souladu s podminkami nize uvedenymi
v ¢lanku 10.

1.4  Personal zdravotnického zaFizeni a
hlavniho zkousejiciho. Zdravotnické zatizeni
a hlavni zkousejici prohlasuji a zaruéuji, ze (i)
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experience, capability, and resources, including,
but not limited to, sufficient personnel and
equipment, to efficiently and expeditiously perform
the Study in a professional and competent manner;
and (ii) the personnel involved with the Study shall
be properly qualified and trained to perform the
tasks to which they are assigned.

1.5 EC Approval. The Sponsor shall be
responsible for obtaining and maintaining Clinical
Trial Authorization from the Ethics Committee
(“EC”) and competent authorities for the conduct
of the Clinical Trial and substantial amendments to
the Protocol. The Sponsor may require the
Institution and Principal Investigator to apply for
the Clinical Trial Authorization, in which case the
Principal Investigator shall keep the Sponsor fully
apprised of the progress of ethics committee
submissions and shall upon request provide the
Sponsor with all correspondence relating to such
submissions. The Principal Investigator shall not
consent to any change in the Protocol requested by
an Ethics Committee or competent authority
without the prior written consent of the Sponsor.
The Institution and/or Principal Investigator shall
provide SynteractHCR and Sponsor with written
confirmation of the EC’s approval prior to the
enrollment of any Study subjects in the Study. If
the EC withdraws approval of the Study at any
time, the Institution and/or Principal Investigator
shall immediately notify Sponsor in writing and
concurrently provide a written explanation of the
circumstances leading to such withdrawal. In such
event Sponsor may terminate this Agreement by
written notice to the Institution and the Principal
Investigator effective immediately upon delivery.

1.6 Informed Consent. The  Principal
Investigator shall be responsible for obtaining from
each person participating in the Study (“a Study
Subject”) a valid and signed informed consent
(“Informed Consent”) in full compliance with
Applicable Law for all Study Subjects prior to
performing any study procedures.

disponuji zkuSenostmi, schopnostmi a prostiedky,
mimo jiné vcéetné dostate¢ného pocétu personélu
a mnozstvi vybaveni, k efektivnimu a promptnimu
provedeni studie odbornym afadnym zpusobem
a (ii) personal zabyvajici se studii bude mit
ptislusnou kvalifikaci abude ftadné¢ proskolen
v otazkach plnéni jemu piid¢lenych ukold.

1.5  Souhlas EK. Zadavatel ponese
odpovédnost za ziskani audrzeni povoleni
provadét klinické hodnoceni ze strany etické
komise (dale jen ,,EK*) akompetentnich ufadut
v souvislosti s provedenim klinického hodnoceni
a podstatnymi  dodatky Kk protokolu. Zadavatel
muze zadat zdravotnické zafizeni a hlavniho
zkousejiciho, aby pozadali o povoleni Kklinického
hodnoceni, avtakovém piipadé bude hlavni
zkousejici v pIném rozsahu informovat zadavatele
0 postupu podani etické komisi a na zadavatelovu
zadost predlozi veskerou korespondenci tykajici se
takovych podani. Bez zadavatelova ptedchoziho
pisemného souhlasu hlavni zkouSejici nepfipusti
zadné zmény protokolu pozadované etickou komisi
nebo kompetentnim tufadem. Pfed zafazenim
kteréhokoliv studijniho subjektu do této studie
poskytnou zdravotnické zafizeni anebo hlavni
zkousSejici spolec¢nosti SynteractHCR a zadavateli
pisemné potvrzeni o souhlasu EK. Jestlize EK
v kterémkoliv okamziku odvola svij souhlas se
studii, budou zdravotnické zatizeni anebo hlavniho
zkousejici ihned pisemné informovat zadavatele
asoubézné  poskytnou  pisemné  vysvétleni
okolnosti  vedoucich  k takovému  odvolani
souhlasu. Spole¢nost zadavatel muaze v takovém
pfipadé tuto smlouvu ukonéit pisemnou vypovédi
doru¢enou zdravotnickému zafizeni a hlavnimu
zkousejicimu; tato vstupuje v platnost okamzikem
doruceni.

1.6 Informovany souhlas. Hlavni zkousejici
ponese  odpovédnost za  ziskani  platného
a podepsaného informovaneho souhlasu (dale jen
,informovany souhlas*) od kazdé osoby ucastnici
se studie (dale jen ,,studijni subjekt®), ato zcela
vsouladu s platnymi pravnimi ptedpisy, pro
vSechny studijni subjekty apted provedenim
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1.7 Enrollment  of  Study  Subjects.
Reasonable endeavors shall be made to ensure at
least ] Study Subjects are enrolled, meeting all

Protocol eligibility requirements during the
enrollment period communicated by
SynteractHCR. Enrollment will be on a

competitive basis with each site enrolling as many
Study Subjects as quickly as possible. Institution
and  Principal  Investigator  shall  inform
SynteractHCR of the status of enrollment of Study
Subjects in compliance with instructions received
from SynteractHCR or Sponsor and/or the
requirements of the Protocol. SynteractHCR will
notify the Institution and Principal Investigator
when enrollment for the Study is complete. No
other Study Subjects may be enrolled in the Study
after notification that enrollment is complete. The
Institution and Principal Investigator must receive
permission in writing from SynteractHCR and/or
Sponsor to randomize greater than ] eligible Study
Subjects for the Study. It is anticipated that the first
Study Subjects will be screened within [l of
the receipt of the Study Drug by the Principal
Investigator. All Study Subjects must be enrolled
pursuant to Protocol eligibility criteria and within
the enrollment period. Sponsor shall not be
obligated to pay for additional Study Subjects who
are enrolled in the Study without Sponsor’s and or
SynteractHCR prior written approval.

1.8  Standards of Performance. The Institution
shall perform the Study as set forth in the Protocol
in compliance with:
(i) generally accepted standards of good
clinical practice,

(i)  the Protocol as may be amended,

(iii) written instructions provided by
SynteractHCR and Sponsor, and

(iv) all applicable local, state and federal

laws and regulations governing the

jakychkoliv postupt ve studii.

1.7 Zaiazovani studijnich subjekti. Bude
vyvinuto ptiméfené Usili za ucelem zafazeni
alesponi [] studijnich subjekti a dodrzeni viech
protokolem stanovenych pozadavki na zptsobilost
v pribéhu  obdobi  zafazovani  0znameného
spole¢nosti ~ SynteractHCR.  Zafazovani  bude
probihat kompetitivnim zpusobem a kazdé z center
zatadi maximalni mozny pocet studijnich subjektu,
co nejrychleji to bude mozné. Zdravotnické
zatizeni ahlavni zkouSejici budou spole¢nost
SynteractHCR informovat o stavu zafazovani
studijnich subjektt v souladu s pokyny pfijatymi
od spole¢nosti SynteractHCR nebo zadavatele
anebo  pozadavky  protokolu. Spole¢nost
SynteractHCR  bude  zdravotnické  zafizeni
a hlavniho zkousejiciho informovat o dokonceni
zatazovani subjektd do studie. Po takovém
oznameni jiz do studie nesméji byt zafazeny zadné
dalsi studijni subjekty. Zdravotnické zafizeni
ahlavni  zkouSejici museji od  spole¢nosti
SynteractHCR anebo zadavatele ziskat pisemné
povoleni  k randomizaci dalsich  zpusobilych
studijnich subjekti nad ramec [ subjektii. Ocekavé
se, ze vybér prvnich studijnich subjekti bude
proveden do |l od prijeti hodnoceného Iéku
hlavnim zkouSejicim. VSechny studijni subjekty

museji byt zatazeny vsouladu s Kritérii
zpusobilosti  stanovenymi  protokolem a b&hem
obdobi zafazovani. Zadavatel nebude povinen

uhradit platby za dalsi studijni subjekty, které byly
do studie zatazeny bez piedchoziho pisemneho
souhlasu zadavatele a spole¢nosti SynteractHCR.

1.8  Standardy plnéni. Zdravotnické zatizeni
bude studii provadét zpusobem uvedenym
v protokolu a v souladu s:

(i) vSeobecn¢ prijimanymi  Standardy

spravné klinické praxe,
(if)  platnym znénim protokolu,
(iii) pisemnymi  pokyny  poskytnutymi
spolecnosti SynteractHCR
a zadavatelem a
veskerymi platnymi mistnimi, statnimi
a federalnimi  prdvnimi  ptedpisy

(iv)
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v)

(vi)

performance of clinical investigations
including but not limited to (i) the
requirements of the United States
Food and Drug Administration (FDA),

the European Medicines Agency
(EMEA) and any other similar
national regulatory body having

authority in the country in which the
Study is to be undertaken
(“Regulatory Authority”) (if
applicable according to the Protocol);
(i) those relating to the rights, safety
and welfare of human subjects in
clinical trials; (iii) those relating to
kickbacks, bribes and physician
referrals; (iv) the Health Insurance
Portability and Accountability Act, or
Directive 95/46/EEC of the European
Parliament and of the Council of
24 October 1995 on the protection of
individuals with regard to the
processing of personal data and on the
free  movement of such data as
implemented into legislation in the
country in which the Institution is
located and any other applicable
personal data protection legislation
(collectively “Data Protection Laws”);

the Declaration of the Helsinki World
Medical Association
Recommendations Guiding Physicians
in Biomedical Research Involving
Human  Subjects (most current
version) including amendments as set
out in the Protocol;

the “ICH Harmonised Tripartite
Guideline,  Guideline for Good
Clinical Practice, Step 5
(CPMP/ICH/135/95)” (“ICH GCP”);,

(v)

(vi)

a nafizenimi upravujicimi provadéni
klinického  vyzkumu, mimo jiné
véetné (i) pozadavka Utadu pro
kontrolu potravin aléciv (FDA)
Spojenych statt americkych, Evropskeé
lékove agentury (EMEA)
a kterychkoliv ~ jinych  obdobnych
regulaénich  organt  disponujicich
pravomoci v zemi, v niz ma byt studie
provedena (déale jen ,,regulaéni organ®)
(toto ustanoveni plati, je-li v souladu
s protokolem), (ii) pravnich ptedpist
anafizeni  tykajicich se  prav,
bezpecnosti a blaha lidskych subjekti
v klinickych hodnocenich, (iii)
pravnich piedpisu a nafizeni tykajicich
se nezakonnych provizi, tplatka
a motivacnich plateb 1ékatim, (iv)
zakonu 0 pienosu a zpracovani
informaci ve zdravotnim pojisténi
nebo smérnice Evropského parlamentu
a Rady 95/46/ES ze dne 24. fijna 1995
0 ochran¢ fyzickych osob v souvislosti
se zpracovanim osobnich udaji ao
volném pohybu téchto udaju, které
byly implementovany do legislativy
zemé, Vniz zdravotnické =zafizeni
sidli, ajakékoliv dalsi legislativy
tykajici se ochrany osobnich udaju
(spole¢né dale jen ,,pravni piedpisy 0
ochrané osobnich udajia‘),
doporuéenimi  Helsinské deklarace
Svétové lékarské asociace slouzicimi
jako piirucka lIékaie v biomedicinském
vyzkumu na lidskych subjektech (v
nejnovej$im znéni) veetné dodatki
uvedenych v protokolu,

,harmoniza¢nimi pokyny pfijatymi na
tiistranné Mezinarodni konferenci o
harmonizaci, pokyny pro spravnou
klinickou  praxi, krok ¢ 5
(CPMP/ICH/135/95)  (dale  jen

,.pokyny ICH GCP*),
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(vii) Directive 2001/20/EC of the European
Parliament and of the Council of
4 April 2001 on the approximation of

the laws, regulations and
administrative  provisions of the
European Union Member States

relating to the implementation of good
clinical practice in the conduct of
clinical studies on medicinal products
for human use as implemented into
legislation in the country in which the
Institution is located;

(viii) Commission Directive 2005/28/EC of
8 April 2005 laying down principles
and detailed guidelines for good
clinical practice as regards
investigational medicinal products for
human use, as well as the
requirements for authorisation of the
manufacturing or importation of such
product as  implemented into
legislation in the country in which the
Institution is located;

the guidance documents issued by the
European Commission, the European
Medicines Agency or any national
competent authority (where
applicable) pertaining to conduct of
clinical trials including, but not limited
to, those relating to collection,
verification and presentation adverse
event/reaction reports, together with
decoding procedures for unexpected
serious adverse reactions; (hereinafter
all together “Applicable Law”).

(ix)

19 Data Protection Laws. Institution and
Principal Investigator shall comply with all
applicable Data Protection Laws. Institution and
Principal Investigator will ensure that Study
Subjects execute authorizations to use and disclose
protected health information in accordance with all
applicable Data Protection Laws and in a form

(vii) smérnici  Evropského  parlamentu
a Rady 2001/20/ES ze dne 4. dubna
2001 0 sbliZzovani pravnich
a spravnich predpist ¢lenskych statt
tykajicich se wuplatiovani spravne
Klinické  praxe  pifi  provadéni
klinickych ~ hodnoceni  humannich
lé¢ivych  piipravkda, kterd  byla
implementovana do legislativy zemé,
v niz zdravotnické zafizeni sidli,

(viii) smérnici Komise 2005/28/ES ze dne 8.
dubna 2005, kterou se stanovi zasady

a podrobné pokyny pro spravnou
klinickou praxi tykajici se
hodnocenych  huménnich  1é¢ivych
ptipravki  ataké pozadavky na

povoleni vyroby ¢i dovozu takovych
ptipravku, kterd byla implementovana
do legislativy zeme, V niz
zdravotnické zatizeni sidli,
(ix) dokumenty  spokyny  vydanymi
Evropskou komisi, Evropskou lékovou
agenturou nebo kterymkoliv
kompetentnim néarodnim tfadem (v
ptislusném  piipadé) v souvislosti
s provadénim klinickych hodnoceni,
mimo jiné v¢etné pokyni tykajicich se
sbéru, ovéfovani a predkladani hlaseni

nezadoucich  piihod/reakci  spolu
s dekddovacimi postupy pro
neoCekavané  zadvazné  nezadouci
reakce (vSe spole¢nost dale jen

»platné pravni predpisy*).

1.9  Pravni predpisy 0 ochrané osobnich
udaji. Zdravotnické zatizeni a hlavni zkousejici se
zavazuji dodrzovat veskeré platné pravni predpisy
0 ochran¢ osobnich tdaji. Zdravotnickeé zatizeni
a hlavni zkousejici zajisti, aby studijni subjekty
poskytly autorizaci pro pouziti a zvefejnéni
chranénych zdravotnich informaci, ato v souladu
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satisfactory to SynteractHCR and Sponsor.
Institution and Principal Investigator will permit
SynteractHCR or their designated representative to
review such executed authorizations.
SynteractHCR and Sponsor will have the right to
review and approve Institution’s authorization
forms prior to the commencement of the Study. In
the event SynteractHCR comes into contact with
any Study  Subject’s  medical  records,
SynteractHCR will hold in confidence the identity
of such Study Subject and will comply with all
applicable law(s) regarding the confidentiality of
such Study Subject’s records. Where applicable, no
Subject personal data will be recorded on CRFs.
CRFs will be documented in anonymised form
only. Except when required for the purposes of
documenting and monitoring the Study, the Site
will ensure that all personally identifiable
information relating to Subjects is removed from
Study reports or other data before these are
transferred or otherwise made available to
SynteractHCR or Sponsor.

1.10 Financial Disclosure. If requested by
SynteractHCR and/or the Sponsor, the Institution
and Principal Investigator, all members of the
Investigator Group and the Representative of the
Principal Investigator shall provide SynteractHCR
with sufficient and accurate financial information
to allow the Sponsor to prepare and submit
complete and accurate certification or disclosure
statements as required under 21 C. F. R. Part 54, as
amended, and Applicable Law. The Institution and
Principal Investigator shall also promptly update
this information if any relevant changes occur
during the course of the Study and for one (1) year
following the completion of the Study. Finally, the
Institution and Principal Investigator shall comply
and shall ensure that all members of the
Investigator Group and the Representative of the
Principal Investigator comply, with all applicable
disclosure requirements related to conflict of
interest that are imposed by the FDA or other

se vSemi platnymi pravnimi piedpisy 0 ochrané
osobnich udaja ave form¢& vyhovujici spoleénosti
SynteractHCR a zadavateli. Zdravotnické zafizeni

a hlavni zkousejici umozni spole¢nosti
SynteractHCR nebo ji povéfenym zastupcim
kontrolu  takovych  poskytnutych — autorizaci.

Spolecnost SynteractHCR a zadavatel budou pied
zahajenim studie opravnéni provést kontrolu
a schvaleni autorizacnich formulait
zdravotnického zatizeni. V piipad¢, Zze spole¢nost
SynteractHCR pfijde do styku s jakymikoliv
I¢kafskymi zadznamy studijniho subjektu, zachova
tato mlcenlivost 0 totoZznosti takového subjektu
abude dodrzovat veskeré platné pravni piedpisy
tykajici se davérné povahy takovych zaznami
studijniho subjektu. V pfislusnych ptipadech
nebudou ve formulafich CRF zaznamenavany
zadné osobni Udaje subjekti. Formulaie CRF
budou dokumentovany pouze v anonymni podobg.
Centrum zajisti, aby pied ptedanim nebo jinym
zpusobem zpiistupnéni spolecnosti SynteractHCR
nebo zadavateli byly veskeré osobni (daje subjektu
ze zprav ze studie ¢i jinych udaji odstranény,
nejsou-li tyto vyzadovany pro ucely dokumentace
a monitoringu studie.

1.10 Zverejnéni finan¢niho priznani.
Zdravotnické zafizeni a hlavni zkousejici, vSichni
¢lenové skupiny zkousejicich a zastupce hlavniho
zkouSejici na zadost spolecnosti SynteractHCR
anebo  zadavatele spolecnost SynteractHCR
poskytnout dostate¢né a presné finan¢ni informace,
které zadavateli umozni ptipravit a podat Uplné
apresné potvrzeni nebo vykazy finanéniho
pfiznani vyzadované podle odst. 21, ¢asti 54 Shirky
federalnich zakont USA aplatnych pravnich
predpisti. Pokud Vv pribéhu studie a béhem jednoho
(1) roku po jejim dokonéeni dojde k jakymkoliv
relevantnim  zménam, zdravotnické zafizeni
ahlavni  zkousejici budou tyto informace
bezodkladn¢ aktualizovat. Zdravotnické zatfizeni
a hlavni zkousejici budou dale dodrzovat veskeré
platné afadem FDA nebo jinym regulaénim c¢i
statnim organem uloZzené pozadavky na finan¢ni
ptiznani v souvislosti s konfliktem zajmu a zajisti,
aby taktéz wucinili ivSichni ¢lenové skupiny
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regulatory or governmental authorities.

1.11  Advertising. In the event Institution and
Principal Investigator elect to advertise to recruit
patients for enrollment in the Study, Institution will
provide a copy of any such advertisement to
SynteractHCR and Sponsor for prior written
approval. In addition, Institution and Principal
Investigator will obtain EC approval of all
advertisements prior to use.

1.12 Monitoring Visits. SynteractHCR’s and/or
Sponsor’s representatives may conduct periodic
visits, at mutually acceptable times during normal
business hours, to: (i) inspect and examine the
Institution’s facilities; (i1) review the progress of
the Study; (iii) monitor, inspect and copy (in
accordance with what is permitted in the Informed
Consent) any or all data and work product relating
to the Study; and (iv) collect financial billing and
expense reports. The Institution and Principal
Investigator shall cooperate with SynteractHCR
and Sponsor and use reasonable efforts to provide
all information requested and to attend all
scheduled meetings.

1.13 Regulatory Audits. To the extent allowed
by applicable law and regulation, if a Regulatory
Authority: (i) contacts Institution or Principal
Investigator with respect to the Study; (ii)
conducts, or gives notice of its intent to conduct, an
inspection at Institution with respect to the Study;
or (iii) takes, or gives notice of its intent to take,
any other regulatory action with respect to any
activity of Institution, the EC, or Principal
Investigator which could reasonably be expected to
impact any data or clinical activity under the
Study; Institution and /or Principal Investigator
must promptly notify SynteractHCR and Sponsor
of the contact or notice. SynteractHCR and or
Sponsor will have the right to be present at and to
participate in any such inspection or regulatory
action with respect to the Study. Institution and

zkousejicich a zastupce hlavniho zkousejiciho.

1.11 Reklama. V piipadé, ze se zdravotnické
zatizeni a hlavni zkousejici rozhodnou k néboru
pacientii pro zafazeni do studie vyuzit reklamu,
zdravotnické zafizeni nejprve kopii takoveho
inzertniho  materidlu  pfedlozi  spole¢nosti
SynteractHCR a zadavateli K pisemnému
schvaleni. Pied pouzitim jakychkoliv inzertnich
materialti zdravotnické zatizeni a hlavni zkousejici
dale zajisti jejich schvaleni ze strany EK.

1.12  Monitorovaci navstévy. Zastupci
spole¢nosti ~ SynteractHCR  anebo  zadavatele
mohou  ve vzajemné piijatelnych  terminech
vV pribéhu bézné pracovni doby vykonavat
pravidelné navstévy za ucelem: (i) kontroly

a prohlidky prostori zdravotnického zafizeni, (ii)
hodnoceni postupu studie, (iii) monitorovani,
kontroly a potizovani kopii (v souladu s moznostmi
informovaného  souhlasu)  veskerych  udaju
a vysledka prace souvisejicich se studii a (iv) sbéru
vykazii 0 finan¢nim zaG¢tovani  a vydajich.
Zdravotnické zafizeni a hlavni zkousejici budou se
spolecnosti SynteractHCR a zadavatelem
spolupracovat a vynalozi piimétené Usili za tiéelem
poskytnuti  veskerych pozadovanych informaci
a ucasti na vsech planovanych jednénich.

1.13 Audity ze strany regula¢nich organi. V
rozsahu povoleném platnymi zakony a piedpisy,
jestlize regula¢ni organ: (i) kontaktuje zdravotnické
zatizeni nebo hlavniho zkousejiciho v souvislosti
se studii, (ii) provede kontrolu zdravotnického
zatizeni Vv souvislosti se studii, ptipadné oznami
svij zamér kontrolu provést nebo (iii) pfijme
jakékoliv  jiné regulaéni fizeni Vv souvislosti
s jakoukoliv aktivitou zdravotnického zatfizeni, EK
nebo hlavniho zkousejiciho, uniz lze diavodné
predpokladat, ze ovlivni jakékoliv udaje nebo
klinické aktivity v ramci studie, pfipadné¢ oznami
svij zamér opatieni piijmout, zdravotnické zatizeni
anebo hlavni zkousejici museji o takovém kontaktu
¢i oznameni vrozsahu povoleném platnymi
pravnimi  ptedpisy a nafizenimi  bezodkladné
informovat spole¢nost SynteractHCR a zadavatele.
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Principal Investigator must provide SynteractHCR
and Sponsor with copies of all information and
documentation applicable to Study issued by a
Regulatory Authority and any proposed response.
SynteractHCR and Sponsor will have the right to
review and comment in advance on any responses,
which pertain to the Study. Within 5 business days
following the inspection, Institution and Principal
Investigator must provide SynteractHCR and
Sponsor a written report of the inspection, noting in
a list each Study-related record or document
provided to or reviewed by the regulatory
authority. Institution and the Principal Investigator
must use best efforts to properly address and will
cure any and all non compliance issues, and will
consult and inform SynteractHCR and Sponsor in
all respects to the actions taken and the responses
provided to any report or correspondence issued by
any Regulatory Authority which could reasonably
be expected to impact the Study.

1.14 Audits by SynteractHCR or Sponsor.
During the term of this Agreement, Institution will
permit representatives of SynteractHCR and
Sponsor  and/or  their  duly  authorized
representatives to examine, at a reasonable time
during normal business hours and subject to at least
ten (10) business days prior written notice to
Institution: (i) the facilities where the Services are
being, will be or have been conducted; (ii) related
Study documentation; and (iii) any other relevant
information necessary for SynteractHCR and
Sponsor to confirm that the Services are being or
will be or have been conducted in conformance
with the Protocol, this Agreement and in
compliance with Applicable Law. Institution will
provide copies of any materials reasonably
requested by SynteractHCR and Sponsor during

Spole¢nost SynteractHCR anebo zadavatel budou

opravnéni osobné¢ se zucastnit jakychkoliv
takovych  kontrol nebo regula¢nich  fizeni
v souvislosti se studii. Zdravotnicke zafizeni
a hlavni zkousejici museji spole¢nosti
SynteractHCR  a zadavateli poskytnout kopie
veskerych  studie se  tykajicich  informaci
a dokumenta  vydanych regulaénim organem
a jakychkoliv navrhovanych odpovédich.

Spolecnost SynteractHCR a zadavatel budou pted
poskytnutim jakychkoliv odpovédi tykajicich se
studie opravnéni tyto zkontrolovat a vyjadrit se
k nim. Zdravotnické zafizeni a hlavni zkousejici
museji spole¢nosti SynteractHCR a zadavateli do
péti pracovnich dnt od provedeni kontroly
ptedlozit pisemnou zprdvu o kontrole obsahujici
seznam vSech se studii souvisejicich zaznamu nebo
dokumentt, které byly regulaénimu organu
poskytnuty nebo timto zkontrolovany.
Zdravotnické zafizeni a hlavni zkousejici museji
vynalozit veskeré Usili za ucelem tadného vyieseni
veskerych pfipadi nedodrzovani predpist a bude
se spole¢nosti  SynteractHCR a zadavatelem
konzultovat atyto informovat o vsech aspektech
pfijatych opatfeni a odpovédi na jakekoliv zpravy
a korespondenci ze strany kteréhokoliv regula¢niho
organu, unichz lze davodné piedpokladat, ze
ovlivni studii.

1.14 Audity ze strany spole¢nosti
SynteractHCR nebo zadavatele. Po dobu
platnosti této smlouvy, a to v pfiméfeném terminu
v prubéhu bézné pracovni doby a pod podminkou
pisemného oznameni poskytnutého
zdravotnickému  zafizeni alesponn deset (10)
pracovnich dni pfedem, zdravotnické zafizeni
zastupcum spolecnosti SynteractHCR a zadavatele
anebo jejich fadné povéfenym zastupciim umozni
prohlidku: (i) prostort, v nichz sluzby jsou, budou
nebo Dbyly poskytovany, (ii) dokumentace
souvisejici se studii a (iii) jakychkoliv dalsich
relevantnich informaci, které  spolecnost
SynteractHCR a zadavatel potfebuji, aby se
presvédcili, ze sluzby jsou, budou nebo byly
poskytovany v souladu s protokolem, touto
smlouvou aplatnymi  prdvnimi  ptedpisy.
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such audit. If the Institution and the Principal
Investigator fail to correct any violations of the
Protocol, this Agreement or Applicable Law found
in such audit after receiving written notice thereof,
SynteractHCR may provide notice to the Institution
and the Principal Investigator of such violations,
whereupon the latter shall promptly take action to
correct them.

1.15 Equipment

On the behalf of the Sponsor, SynteractHCR may
arrange if applicable for a vendor to provide,
certain equipment for use by Institution and/or
Principal Investigator during the conduct of Study

(“Equipment”). An Equipment log will be

maintained by Institution and/or Principal

Investigator detailing the Equipment being
provided for use during the Study.

Q) Liability.  SynteractHCR  and

Sponsor have no liability for

damages of any sort, including

personal injury or property damage,
resulting from the use of Equipment
by Institution and/or Principal
Investigator.

(i) Ownership and Use. Equipment is
and remains the property of the
vendor or Sponsor and Institution
and/or Principal Investigator may
use Equipment only for purposes of
the Study.

(ili)  Equipment Disposition.

Equipment disposition instructions
will be provided by SynteractHCR

Zdravotnické zafizeni poskytne kopie jakychkoliv

materialt, 0 Kkteré spole¢nost SynteractHCR
a zadavatel V pribéhu takového audit
Vv pfiméteném rozsahu pozadaji. Nezjednaji-li
zdravotnické zafizeni ahlavni zkousSejici po

obdrzeni pisemného ozndmeni napravu jakychkoliv
poruseni protokolu, této smlouvy nebo platnych
pravnich ptedpisu, ktera byla zjisténa pii takovém
auditu, spole¢nost SynteractHCR muze
zdravotnické zatizeni a hlavniho zkousejiciho na
takové poruseni upozornit adruhy jmenovany
pfijme okamzita opatfeni za ucelem zjednani jejich
napravy.

1.15 Vybaveni

Spole¢nost SynteractHCR miuize V pfislusnych
ptipadech jménem zadavatele zajistit, aby n&jaké
vybaveni, které ma byt zdravotnickym zafizenim
anebo hlavnim zkousejicim pouzivano b&éhem
provadéni studie (dale jen ,vybaveni), bylo
poskytnuto jeho prodejcem. Zdravotnické zatizeni
anebo hlavni zkousejici budou uchovévat zaznamy
0 vybaveni uvadégjici podrobnosti o vybaveni
poskytovaném za téelem pouziti v prubéhu studie.

Q) Odpovédnost za Skodu. Spole¢nost
SynteractHCR a zadavatel
neponesou odpovédnost za Skody
zadného druhu, vcetné UGjmy na
zdravi nebo majetku, které vznikly
v disledku pouziti vybaveni
zdravotnickym  zafizenim anebo
hlavnim zkousejicim.

Vlastnickd  awuzivaci  prava.
Vybaveni je a zustane vlastnictvim
prodejce nebo zadavatele
a zdravotnické zafizeni anebo hlavni
zkousejici je muze pouzivat pouze
pro tcely této studie.

(i)

(iti)  Likvidace vybaveni
Pokyny k likvidaci vybaveni budou

poskytnuty spole¢nosti
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or Sponsor after the completion of

Study conduct.
(iv)  Institution Responsibilities.
Institution will comply with any
written operating and maintenance
instructions provided to Institution
by Sponsor, SynteractHCR, the
vendor, or the manufacturer and will
store Equipment under conditions
that are appropriate to the nature of
the Equipment and that minimize
the risk of loss or damage.

2 COMPENSATION AND PAYMENT
SCHEDULE

2.1  Compensation and Payment.
SynteractHCR on behalf of Sponsor, shall make
payments to the Institution, the amounts set forth in
and pursuant to the schedule in Exhibit A (“Terms
of Payment”). Exhibit A sets out the entire
payment obligation hereunder for the Institution
and Principal Investigator’s performance under this
Agreement, and includes, without limitation,
compensation for all of the Institution and Principal
Investigator’s direct and indirect costs of materials
and labor, and all overhead related thereto, in
connection with the Study. In no event will
Sponsor be obligated to pay to the Institution
amounts in excess of the amounts set forth in the
Terms of Payment without Sponsor’s prior written
approval. Institution understands and agrees that in
the event of nonpayment of any of these payments
by Sponsor that any recourse it may have shall
solely be against Sponsor and not against
SynteractHCR. Institution retains the obligation to
pay Principal Investigator and the Study staff.

SynteractHCR nebo zadavatelem po
dokonceni provadéné studie.

Povinnosti zdravotnickeho
zafizeni. Zdravotnické  zafizeni
bude dodrzovat veskeré pisemné
pokyny tykajici se ovladani
audrzby vybaveni, které byly
zdravotnickému zatizeni poskytnuty

(iv)

zadavatelem, spole¢nosti
SynteractHCR, prodejcem nebo
vyrobcem, a bude vybaveni
skladovat za podminek, které

odpovidaji povaze tohoto vybaveni
a minimalizuji riziko jeho ztraty
nebo poskozeni.

2 NAHRADY A ROZVRH PLATEB

2.1  Nahrady a platby. Spole¢nost
SynteractHCR  zadavatelovym jménem budou
zdravotnickému zatizeni hradit platby v ¢astkach
a terminech uvedenych v rozvrhu, ktery je soucasti
ptilohy A (déale jen ,,platebni podminky*). Ptiloha
A definuje veskeré platebni povinnosti vyplyvajici
z této smlouvy v souvislosti s jejim plnénim ze
strany  zdravotnického  zafizeni  a hlavniho
zkouSejiciho a mimo jiné zahrnuje nahrady vsech
se studii souvisejicich pfimych i nepfimych
nakladd na materidly a pracovni silu a veskerych
stim souvisejicich rezijnich vyloh vzniklych
zdravotnickému zatizeni a hlavnimu zkousejicimu.
Bez zadavatelova piedchoziho pisemného souhlasu
nebude tento zdravotnickemu zatizeni povinen
uhradit ¢astky pievysSujici platby uvedené v ramci
platebnich podminek. Zdravotnické zatizeni si je
védomo azavazuje se, ze V ptipadé neuhrazeni
kterékoliv z téchto plateb ze strany zadavatele bude
ptipadné plnéni zadat vyhradné od zadavatele,
nikoliv od spole¢nosti SynteractHCR.
Zdravotnické zafizeni si ponechava povinnost
hradit platby hlavnimu zkousejicimu a studijnimu
personalu.
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2.2 Payment Reporting  Requirements.
Institution and Principal Investigator understand
and  acknowledge that  Sponsor  and/or
SynteractHCR may publicly disclose payments,
meals, gifts and other things of value that Sponsor
or SynteractHCR, on behalf of Sponsor, provides
to Institution and/or Principal Investigator under
this Agreement in order to comply with a
Regulatory Authority or Applicable Law.

3 CLINICAL
MATERIALS

STUDY DRUG AND

3.1  Study Drug. Sponsor will supply to the
Principal Investigator, at no charge, sufficient
quantities of the Study Drug or other treatment arm
product, as applicable for the purpose of
completing the Study. Institution and Principal
Investigator will use the Study Drug solely for the
purpose of conducting the Study in accordance
with the Protocol and Applicable Law. The
Principal Investigator acknowledges that the Study
Drug is experimental in nature and therefore agrees
(i) to use prudence and all due care in the use,
handling, storage, labeling, transportation,
disposition and containment of Study Drug and
will follow instructions provided by Sponsor and or
SynteractHCR pertaining to the handling and
storage of the Study Drug and (ii) to comply with
Applicable Law relating to the use, handling,
storage, labeling, transportation, disposition and
containment of Study Drug. At the conclusion of
the Study, or upon termination of this Agreement,
whichever occurs first, the Principal Investigator
shall account for all Study Drug supplied hereunder
and shall return to Sponsor representative any and
all Study Drug utilized in the Study. Upon approval
by SynteractHCR and/or Sponsor the unused Study
Drug may be destroyed in accordance with
instructions provided by Sponsor.

2.2  Pozadavky na hlaseni plateb.
Zdravotnické zafizeni a hlavni zkousejici jsou si
védomi, ze zadavatel anebo  spolecnost
SynteractHCR mohou zvefejnit informace o
platbach, pohosténi, darech a jinych hodnotnych
vécech, které zadavatel nebo  spolecnost
SynteractHCR zadavatelovym jménem dle této
smlouvy poskytnou zdravotnickému zatizeni anebo
hlavhimu  zkouSejicimu za UCelem  splnéni
pozadavku regulacniho organu nebo platnych
pravnich piedpisu.

3 LEKY A MATERIALY POUZIVANE
V KLINICKE STUDII

3.1 Hodnoceny Iék. Zadavatel hlavnimu
zkouSejicimu  bezplatné doda podle potieby
dostatené mnozstvi hodnoceného léku nebo
ptipravku pro jiné rameno 1écby, které jsou
vyzadovany za ucelem dokonéeni  studie.
Zdravotnické zafizeni a hlavni zkousejici budou
hodnoceny Iék pouzivat vyhradné za ucelem
provadéni  studie  vsouladu s protokolem
a platnymi pravnimi piedpisy. Hlavni zkousejici

bere na védomi, ze hodnoceny Iék je
experimentélni povahy, a zavazuje se tedy, ze (i)
bude pfi pouzivani, manipulaci, skladovani,
znaceni, preprave, likvidaci a ukladani

hodnocen