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CLINICAL TRIAL AGREEMENT
Protocol # LAL-CL02

This Clinical Trial Agreement (“Agreement”) between

Synageva Biopharma Corp., with a principal place of
business at 33 Hayden Avenue, Lexington, MA 02421
USA, represented by Cristina Oana Stefanescu, DDS,
PhD., Acting under Power of Attorney , (“Sponsor”)

and

INC Research UK Limited with registered offices
located in the United Kingdom at Riverview, The
Meadows  Business, Park  Station  Approach,

Blackwater, Camberley, Surrey GU179AB, UK, actin,
bi #
(“INC Research”)

and

VSeobecna fakultni nemocnice v Praze, with a place
of business at U Nemocnice 2 / 499, 128 08 Praha 2,
Czech Republic, acting by Mgr. Dana Juraskova,
Ph.D., MBA, Director , Deputy Director(“Institution”)

when signed by all parties, is effective as of date of last
signature (the “Effective Date”).

Sponsor wishes to perform a clinical trial entitled

59

(“Protocol”) to be conducted at Institution
and to involve Trial Subjects (collectively, “Trial”).

By separate agreement, Sponsor has engaged INC
Research,

The parties agree as follows:
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SMLOUVA O PROVEDENI ,KLINICKEHO
HODNOCENI
Protokol ¢. LAL-CL02

Tato smlouva o provedeni klinického hodnoceni (dale
jen ,smlouva‘) mezi

Synageva BioPharma Corp., se sidlem 33 Hayden
Avenue, Lexington, MA 02421USA, jednajici
Cristinou Oanou Stefanescu, DDS, PhD., na zakladé
plné moci, (,,Zadavatel)

a

spolecnosti INC Research UK Limited se sidlem ve
Spojeném kralovstvi v Riverview, The Meadows
Business,

Park Station Approach, Blackwater,
GUI79AB, UK,

(dale jen ,,INC Research®)

Vseobecna fakultni nemocnice v Praze, se sidlem U
Nemocnice 2 / 499, 128 08 Praha 2, Ceska republika,
jejimz jménem jednd Mgr. Dana Jurdskova, Ph.D.,
MBA, feditelka (dale jen ,,instituce®)

nabyva ucinnosti podpisem vSech stran ke dni
posledniho podpisu (dale jen ,,datum G¢innosti).

Zadavatel si preje provést klinické hodnoceni nazvané

“ (dale jen ,,protokol*), ktera
ma byt provadéna v instituci abude zahrnovat
subjekty hodnoceni (souhrnné dale jen ,,hodnoceni®).
Na zakladé¢ zvlastni smlou si zadavatel najal
spole¢nost INC Research,

Strany se dohodly nasledovné:

LAL-CLO2 Clinical Trial Agreement Template / LAL-CL02
Vzor smlouvy o provedeni klinického hodnoceni
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1. Investigators and Trial Personnel.

1.1 Principal  Investigator. The Institution’s
principal investigator will be
(“Principal Investigator”) with a place of business at

Stacionar Kliniky détského a dorostového 1ékarstvi, Ke

Confidential / Davérné

1.  ZkouSejici a persondl klinického hodnoceni.

1.1 Hlavni zkouSejici. Hlavnim zkousejicim
instituce bude (dale jen
»hlavni zkouSejici) se sidlem Stacionat Kliniky

détského a dorostového 1ékarstvi, Ke Karlovu 2, 120

Karlovu 2, 120 00 Praha 2, Czech Republic (“Trial

00 Praha 2, Ceské republika (“Pracovisté klinického

Site”) who will be responsible for the direction of the
Trial in accordance with applicable Institution policies
and Applicable Laws (as defined below).

Institution hereby acknowledges and agrees that
INC Research shall enter into a separate agreement
with the Principal Investigator setting forth the terms,
conditions and obligations of the Principal Investigator
in the conduct of the Trial and for payment to be made
by INC Research, on behalf of Sponsor, to Principal
Investigator for services rendered on the Trial by
Principal Investigator and other Trial personnel.

1.2 Subinvestigators and  Trial  Personnel.
Institution will ensure that only individuals who are
appropriately trained and qualified assist in the conduct
of the Trial as subinvestigators or other Trial personnel.

1.3 Obligations of Institution. Institution is
responsible to Sponsor and INC Research for
compliance by all Trial personnel with the terms of this
Agreement. Institution will ensure that any personnel
who assist in the conduct of the Trial are informed of
and abide by all terms of this Agreement applicable to
the activities they perform. In the extent required by the
applicable legislation, the Institution will assume all
those responsibilities for due performance of the Trial
at the Trial Site assigned under all applicable laws,
legal rules, regulations, guidelines and standards,
including without limitation, all relevant International
Conference on Harmonization Good Clinical Practice
(“ICH GCP”) guidelines and standards, and all
applicable laws relating to the confidentiality, privacy
and security of patient information ("Applicable Law").

1.4 No Substitution. Institution may not reassign the
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hodnoceni”), ktery bude zodpovédny za fizeni
hodnoceni v souladu s platnymi zdsadami instituce a
platnymi zékony (jak jsou tyto definovany nize).

Instituce timto bere na védomi a souhlasi, Ze
spoleCnost INC  Research uzavie s hlavnim
zkousejicim samostatnou smlouvu, kterd stanovi
podminky azavazky hlavniho zkouSejiciho pfi
provadéni hodnoceni a podminky platby, ktera ma byt
provedena spolecnosti INC Research jménem
zadavatele hlavnimu  zkouSejicimu za  sluzby
poskytnuté pfi hodnoceni hlavnim zkouSejicim a
dalsim personalem klinického hodnoceni.

1.2 SpoluzkouSejici a  persondl  klinického
hodnoceni. Instituce zajisti, aby pfi provadéni
hodnoceni jako spoluzkousejici ¢i dal$i personal
klinického hodnoceni poméahaly jen osoby, které jsou
radné proskolené a maji odpovidajici kvalifikaci.

1.3 Zavazky  instituce. Instituce  odpovida
spole¢nosti zadavateli a spolecnosti INC Research za
to, ze veSkery personal klinického hodnoceni bude
dodrzovat podminky této smlouvy. Instituce zajisti,
aby veskery personal, ktery bude pii provadéni
hodnoceni pomahat, byl informovan o vSech
smluvnich podminkach tykajicich se Cinnosti, které
bude provadét, a aby se témito podminkami fidil.
Instituce pievezme v mezich stanovenych pfisluSnymi
pravnimi ptedpisy veskerou odpovédnost za tfadné
provadéni klinického hodnoceni na Pracovisti
klinického hodnoceni stanovenou podle vsech
platnych zakont, pravnich ptedpisi, nafizeni, smérnic
a norem, mimo jiné vcetné vsech relevantnich smérnic
a standardi  spravné klinické praxe vydanych
Mezinarodni konferenci pro harmonizaci (dale jen
»~ICH GCP*) avSech platnych zakont tykajicich se
divérnosti, ochrany a bezpecnosti informaci
o pacientech (dale jen ,,platné zakony*).

1.4 Nemoznost nahrady. Instituce nesmi povefit

LAL-CLO2 Clinical Trial Agreement Template / LAL-CL02
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conduct of the Trial to a different Principal Investigator
without prior written authorization from Sponsor and/or
INC Research. Any replacement Principal Investigator
will be required to agree to the terms and conditions of
a separate agreement with INC Research in a separate
writing. In the event Sponsor and/or INC Research
does not approve a replacement of the Principal
Investigator, INC Research and/or Institution may
terminate this Agreement in accordance with the
Termination provisions below. INC Research hereby
acknowledges that termination of the employment
relationship between the Principal Investigator and the
Institution is the right of the Institution and as such it
will not be a breach of this Agreement.

2. Protocol. Institution will conduct the Trial in
accordance with the Protocol.

2.1 Amendments. The Protocol may be modified
by Sponsor. The parties acknowledge that Protocol
Amendments are also subject to approval by the
responsible Institutional Review Board
(“IRB”)/Independent Ethics Committee (“IEC”) and
competent regulatory authority. The Protocol
Amendments will become effective in relation to the
Institution after its approval and written notification to
the Institution.

2.2 Deviations. If it is necessary to deviate from the
Protocol on an emergency basis for the safety of the
Trial Subjects (hereinafter defined), Institution will
notify INC Research and the responsible IRB/IEC as
soon as practicable but, in any event, no later than three
(3) working days after the change is implemented.

2.3 No Additional Research. No additional research
may be conducted on Trial Subjects during the conduct
of the Trial, unless it is approved by Sponsor. Such
prohibited research activities includes, but is not
limited to, analyses of biological samples from Trial
Subjects. For clarification purposes, the parties agree
that the foregoing does not prohibit analysis of
biological samples of Trial Subjects by the Institution
and/or Principal Investigator in the ordinary course of
providing health care to Trial Subjects.

3. Institutional Review Board/Independent Ethics

Confidential / Davérné

provadénim hodnoceni jiného hlavniho zkousejiciho
bez predchoziho pisemného schvaleni zadavatelem
a/nebo spoleCnosti INC Research. Od kazdého
nahradniho hlavniho zkousejiciho bude pozadovano,
aby zvlast pisemné souhlasil s podminkami
samostatné¢ smlouvy se spolecnosti INC Research. V
ptipad¢, Ze zadavatel a/nebo spolecnost INC Research
nahradniho hlavniho zkousSejicitho neschvali, mize
spolecnost INC Research nebo Instituce tuto smlouvu
ukoncit v souladu s nize uvedenymi ustanovenimi o
jejim ukonceni. INC Research bere na védomi, ze
ukonCeni  pracovnépravniho  vztahu  Hlavniho
zkousejiciho s Instituci je pravem Instituce a nebude
povazovano za poruseni této Smlouvy.

2. Protokol. Instituce bude hodnoceni provadét v
souladu s protokolem.

2.1 Dodatky. Zadavatel muaze protokol upravit.
Strany berou na védomi, Zze dodatky protokolu rovnéz
podléhaji  schvaleni odpovédnou institucionalni
hodnotici komisi (dale jen ,,IRB*) / nezavislou etickou
komisi (dale jen ,,EK*) a pfisluSnym regulacnim
uradem. VUCi Instituci budou takové dodatky ucinné
po jejich schvéleni a pisemném oznameni Instituci.

2.2 Odchylky od protokolu. Je-li v naléhavych
ptipadech nutné odchylit se od protokolu z divodu
bezpecnosti subjektti hodnoceni (definovani dale),
bude instituce informovat spolecnost INC Research a
odpovédnou IRB/EK co nejdfive, avsak v kazdém
ptipadé nejpozdéji tfi (3) pracovni dny po provedeni
zmeény.

2.3 Zadny dalsi vyzkum. Na subjektech hodnoceni
nesmi byt v pribehu hodnoceni provadén zadny dalsi
vyzkum, pokud nebude schvalen zadavatelem.
Takovato zakazana vyzkumna ¢innost zahrnuje mimo
jiné analyzy biologickych vzorkt subjektii hodnoceni.
Pro vyjasnéni ucelu tohoto ustanoveni, strany souhlasi
Ze uvedené ustanoveni nebrani analyze biologickych
vzorkll Subjektd hodnoceni ze strany Instituce anebo
Hlavniho zkousejictho pro ucely poskytovani
zdravotni péce Subjektim hodnoceni.

3. Institucionalni hodnotici komise/nezavisld etickd

Committee. Before the Trial is initiated, INC Research
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komise. Nez je hodnoceni zahajeno, zajisti INC
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will ensure that both the Trial and the informed consent
form are approved by an IRB/IEC and competent
regulatory authority (State Institute for Drug Control —
SUKL) and comply with all applicable regulations.
INC Research and Sponsor shall comply with all
applicable legal requirements in relation to SUKL and
competent ethics committees, or another regulatory
authorities, if applicable, including notification of the
Trial initiation and termination, submission of reports,
reporting of adverse reactions, notification of new
circumstances and corresponding measures, approval of
informed consent form and its modifications, approval
of Protocol Amendments.

3.1 Trial Disapproval. If, through no fault of
Institution or Principal Investigator, the Trial is
disapproved by the IRB/IEC, this Agreement will
immediately terminate with no penalty to the
Institution, as outlined below.

4. Trial Conduct. Institution will conduct the Trial in
accordance with the Protocol, Sponsor’s and/or INC
Research’s written instructions and Applicable Law.

Institution and Principal Investigator are entitled to
refuse the instructions of the Sponsor or INC Research
and will not be bound by such instructions if (i) such
instructions are in conflict with the law, Protocol,
approval of State Institute for Drug Control or approval
of competent ethics committees, good clinical practice,
or (ii) it can be reasonably expected that fulfilment of
such instructions would disproportionately increase
health risks for the Trial Subjects.

INC Research hereby declares that it has handed over
to the Principal Investigator/Institution all information
(documents) necessary under applicable laws for due
performance of the Trial and that such information
(including Protocol) are complete and correct for the
purposes of the Trial performance.

INC Research hereby undertakes to inform the
Institution immediately about the termination of the
Trial (premature or expected in due course). INC
Research shall be responsible to inform the Institution
immediately if SUKL suspend or prohibit the
performance of the Trial and if the approval given by
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Research, ze jak hodnoceni, tak i1 formular
informovaného souhlasu budou schvaleny IRB/EK a
pfislusnym regula¢nim ufadem (Statnim tstavem pro
kontrolu 1é¢iv — SUKL) a vyhovuji viem platnym
pravnim predpistim. INC Reseach odpovida za plnéni
zékonnych povinnosti ve vztahu k SUKL a etickym
komisim, pfipadné k jinym regulacnim ufadiim, a to
véetné ohlaseni zahijeni a ukonceni hodnoceni,
podavani zprav a hlaSeni nezadoucich ucinkd,
oznameni novych skuteCnosti a pfijatych opatfeni a
dalsich informacnich povinnosti, schvaleni
informovaného souhlasu a jeho zmén, schvéleni
dodatki k Protokolu.

3.1 Zamitnuti hodnoceni. Jestlize bude toto
hodnoceni bez =zavinéni instituce ¢i hlavniho
zkousejiciho zamitnuto IRB/EK, skonci platnost této
smlouvy okamzité bez jakékoli sankce vuci instituci,
jak je popséno nize.

4. Provadéni hodnoceni. Instituce bude hodnoceni
provadét v souladu s protokolem, pisemnymi pokyny
zadavatele anebo spolecnosti INC Research a platnymi
zakony.

Instituce a Hlavni zkousejici jsou opravnéni odmitnout
plnéni pokynti zadavatele nebo spolecnosti INC
Research a nebudou vazani povinnosti tyto pokyny
plnit, pokud (i) jsou tyto v rozporu s pravnimi
predpisy, Protokolem, povolenim Statniho ustavu pro
kontrolu 1éCiv nebo souhlasnym stanoviskem
prislusnych etickych komisi, spravnou klinickou praxi,
nebo (ii) lze odivodnéné piredpokladat, Ze jejich

plnéni by predstavovalo neimérné  zvySeni
zdravotniho rizika pro subjekty hodnoceni.
INC Research prohlasuje, ze ptredal Hlavnimu

zkousejicimu/Instituci veskeré informace (dokumenty)
potifebné dle platnych pravnich piedpisti pro fadné
provedeni hodnoceni a tyto piedané informace (véetné
Protokolu) jsou uplné a spravné pro ucely provadéni
hodnoceni.

Spole¢nost INC Research se zavazuje neprodlené
informovat  Instituci o  ukonCeni  hodnoceni
(ptedCasném nebo v ftadném predpokladaném
terminu). Dale je spolecnost INC REsearch povinna
Instituci neprodlené informovat v piipadé, ze SUKL
pozastavi nebo zakaze provadéni hodnoceni a dale
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the ethics committees is revoked (temporarily or
permanently). INC Research is also obliged to inform
the Institution promptly in accordance with ICH-E6
Section 5.16.2, of findings (including findings arising
from the Trial being conducted at other sites) that
Sponsor becomes aware of that could:

(a) affect adversely the safety of Study subjects; (b)
impact the conduct of the Trial, or (¢) alter the ethics
committee approval to continue the Study

5. Sponsor Drug. Sponsor will provide Institution
with sufficient quantities of the Sponsor product that is
being studied SBC-102 (“Sponsor Drug”) to conduct
the Trial and placebo.

Institution will receive a distribution of the Sponsor
Drug and placebo shipment from the Sponsor to the
Institution’s pharmacy, where such shipment will be
taken over and controlled by the pharmacist (with
regard to its integrity, special transport requirements, if
any) and subsequently its reception will be confirmed
by the pharmacist at the Institution. Subsequently the
Principal Investigator will take over the Study Drug
and placebo from the pharmacist at the Institution and
become fully responsible for them. Sponsor should
notify the Site by email
phone to
telephone number:
three (3) working days before delivery of the shipment
a date, when the shipment will be delivered to the
pharmacy. Sponsor will ensure delivery of the
shipment should be made to the following address:
Vseobecna fakultni nemocnice, nemocni¢ni lékarna,
oddéleni HVLP, Ke Karlovu 2, Praha 2, 128 08, Czech
Republic.

Sponsor hereby declares that it has complied with all
requirements specified by respective legal regulations
and principles of good distribution practice as to the
manufacturing (import) of the Sponsor drug, its
labeling, shipment and distribution to the Institution.

5.1 Custody and Dispensing. Institution will adhere
to Applicable Law and principles of good
pharmaceutical practice requiring careful custody and
dispensing of Sponsor Drug or comparator drug (if
applicable), as well as appropriate documentation of
such activities.
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bude-li souhlas etickych komisi (docasné nebo trvale)
odvolan. Spole¢nost INC Reseach je rovnéz povinna
neprodlené¢ informovat Instituci v souladu s ICH-E®6,
oddil 5.16.2. o veskerych skuteCnostech (vcetné
skutecnosti  vyplyvajicich z Klinického hodnoceni
provadéné na jinych centrech), které¢ jsou Zadavateli
znamé a které mohou (a) negativné ovlivnit
bezpecénost Subjektti hodnoceni, (b) ovlivnit provadéni
Klinického hodnoceni anebo (¢) mit vliv na souhlas
etické komise s pokracovanim Klinického hodnoceni.

5. Lék zadavatele. Zadavatel poskytne instituci
dostatecné ~ mnozstvi  studovanych  piipravkl
zadavatele — SBC-102 (dale jen ,,Iék zadavatele®) pro
provedeni hodnoceni a placebo.

Instituce obdrzi zasilku 1éku a placeba do lékarny
Instituce, kde je Iékarnik Instituce prevezme a
zkontroluje (neni-li poSkozena, v piipadé zvlastnich
pozadavkid na transport, byly-li tyto pozadavky
dodrzeny) a pfijem zasilky potvrdi. Nasledné si na
zadanku Hlavni zkouSejici 1ék a placebo vyzvedne od
Iékarnika Instituce a nadale bude Hlavni zkousejici za
né plné zodpoveédny. Zadavatel je povinen do tii (3)
pracovnich dnii pied dodanim zésilky oznamit kdy
bude zasilka do 1ékarny predana,bud’to emailem na
nebo telefonicky [
na telefonnim
Zadavatel zajisti
dodavku na adresu: VSeobecnd fakultni nemocnice,
nemocni¢ni 1ékarna, oddéleni HVLP, Ke Karlovu 2,
Praha 2, 128 08, Ceska republika.

Zadavatel prohlasuje, ze pro vyrobu (dovoz) léku
Zadavatele, jeho oznacovani, baleni a distribuci do
Instituce jsou splnény veskeré podminky stanovené
prislusnymi pravnimi pfedpisy a spravnou distribucni
praxi.

5.1 Uschova a vydej. Instituce bude dodrzovat
platné zakony a zasady spravné lékarenské praxe
vyZzadujici peclivou Gschovu a vydej 1éku zadavatele i
pfipadné srovnavaciho 1éku, jakoz 1 fFadnou
dokumentaci takovychto ¢innosti.

LAL-CLO2 Clinical Trial Agreement Template / LAL-CL02
Vzor smlouvy o provedeni klinického hodnoceni
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5.2 Control. Institution will maintain appropriate
control of supplies of Sponsor Drug or comparator drug
(if applicable) and will not administer or dispense it to
anyone who is not a Trial subject, or provide access to
it to anyone except Principal Investigator,
subinvestigators or Trial personnel.

5.3 Use. Institution will use Sponsor Drug or
comparator drug (if applicable) only as specified in the
Protocol. = Any other use of Sponsor Drug or
comparator drug (if applicable) constitutes a material
breach of this Agreement.

5.4 Ownership of Sponsor Drug. Sponsor Drug is
and remains the property of Sponsor. Sponsor grants
Institution no express or implied intellectual property
rights in the Sponsor Drug or in any methods of making
or using the Sponsor Drug.

6. Research Grant. INC Research, on behalf of
Sponsor hereby undertakes to reimburse the Institution
for all costs reflected in Attachment B for services
actually rendered in the conduct of the Trial in
accordance with the terms of this Agreement. Funding
will be made by way of grant payments in accordance
with Attachment B. The grant represents Institution’s
costs of conducting the Trial. All amounts are
inclusive of all direct, indirect, overhead and other
costs, including , but not limited to, laboratory,
pharmacy (or other third parties) and ancillary service
charges, and will remain firm for the duration of the
Trial, unless otherwise agreed in writing by the parties.
Institution will not directly or indirectly seek or receive
compensation from patient(s) participating in the Trial
(“Trial Subject(s)”) or third-party payers for any
material, treatment or service that is required by the
Protocol and provided or paid by Sponsor and/or INC
Research, including, but not limited to, Sponsor Drug,
comparator drug (if applicable), Trial Subject
screening, infusions, physician and nurse services,
diagnostic tests, and Sponsor Drug and/or comparator
drug (if applicable) administration. = The parties
acknowledge and agree that the amounts payable by the
INC Research on behalf of Sponsor, represent the fair
market value of the covered costs associated with this
Trial and no part of any consideration paid hereunder is
a prohibited payment for the recommending or
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5.2 Kontrola. Instituce bude udrzovat fadnou
kontrolu nad dodavkami 1éku zadavatele ¢i pripadné
srovnavaciho léku a nebude je podavat ¢i vydavat
nikomu, kdo neni subjektem hodnoceni, ani neumozni
pfistup nikomu kromé Hlavni zkousejiciho,
spoluzkousejicich ¢i dal§iho personalu ucastniciho se
hodnoceni.

5.3 Pouziti. Instituce bude pouzivat 1€k zadavatele
¢i ptipadné srovnavaci 1€k pouze tak, jak je uvedeno v
protokolu. Jiné pouziti 1éku zadavatele ¢i pfipadné
srovnavaciho 1éku zaklada podstatné poruseni této
smlouvy.

5.4 Vlastnictvi I€éku zadavatele. Lék zadavatele je
a zustava majetkem zadavatele. Zadavatel neudéluje
instituci zadna vyslovnd ani odvozend prava k
dusevnimu vlastnictvi ohledné 1éku zadavatele ani
zadnych zptisobll jeho pouzivani.

6. Vyzkumny grant. INC Research se timto jménem
Zadavatele zavazuje hradit Instituci veskeré néklady
podle Piilohy B za sluzby skuteéné poskytnuté
pfi provadéni hodnoceni v souladu s podminkami této
smlouvy. Financovani bude realizovano
prostfednictvim plateb granti v souladu s piilohou B.
Grant piedstavuje naklady instituce souvisejici s
provadénim hodnoceni. Veskeré ¢astky jsou vcetné
vsech ptimych, nepfimych, rezijnich a jinych néakladd,
mimo jiné¢ vcetné poplatkli za laboratorni sluzby,
sluzby lékdrny (nebo dalSich tietich stran) a za
dopliikové sluzby, a =zistanou po dobu trvani
hodnoceni pevné, nebude-li pisemné mezi stranami
dohodnuto néco jiného. Instituce nebude ptimo, ani
nepiimo usilovat o thradu ani ji neobdrzi od pacienta
(pacientd) ucastnicich se hodnoceni (dale jen
»subjekt(y) hodnoceni®) ani tfetich platci za zadny
material, 1écbu ¢i sluzby, které jsou vyzadovany
protokolem a poskytovany ¢i placeny zadavatelem
anebo spolecnosti INC Research, mimo jiné vcetné
Iéku zadavatele, pifipadné srovnavaciho 1éku,
screeningu  subjektd  hodnoceni, infuzi, sluzeb
poskytovanych  1ékafi  a zdravotnimi  sestrami,
diagnostickych testti a podavani 1éku zadavatele anebo
pfipadné srovnavaciho 1éku. Smluvni strany berou na
védomi a uznavaji, ze ¢astky splatné spole¢nosti INC
Research jménem Zadavatele piedstavuji trzni
hodnotu krytych nakladii souvisejicich s timto
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arranging for the referral of business or the ordering of
items or services. The parties declare that the payments
are not intended to induce illegal referrals of business.
Institution acknowledges and agrees that Sponsor
and/or INC Research may be required by law to
disclose publicly and/or to governmental authorities the
payments made by or on behalf of Sponsor to
Institution and Principal Investigator, as well as the
purpose and nature of such payments.

In case of premature termination of the Agreement
before expected end of the Trial, the Institution will be
entitled to the reimbursement of proportion of
payments under the Agreement for already performed
services (visits, procedures) in accordance with the
terms of Section 19.3 of this Agreement.

7. Trial Subject Enrolment. Institution guarantees
that the Investigator will enrol Trial Subjects in the
Trial in accordance with the Protocol.

7.1 Multi-Center Studies.  Sponsor and/or INC
Research may discontinue patient enrollment if the total
enrollment needed for a multi-center Trial has been
achieved.

8. Informed Consent. Institution guarantees that
Principal Investigator will obtain a written Informed
Consent Form (“ICF”) from each Trial Subject as
required under Applicable Laws. Institution will
maintain a signed original of that ICF in the Trial
Subject’s record. INC Research hereby declares that
INC Research has delivered ICF to the Principal
Investigator for the purposes of the Trial before the
signature of this Agreement; such ICF complies with
the requirements of applicable legal regulations, has
been properly approved in accordance with applicable
legal regulations (SUKL and EC) and contains all
requirements as specified in the Protocol, this
Agreement or by the Sponsor. Institution will allow
Sponsor and/or INC Research to inspect signed ICFs or
photocopies thereof during monitoring visits or audits.
Institution and/or Principal Investigator will submit any
modifications it may propose to the ICF to Sponsor
and/or INC Research for review and written approval
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hodnocenim a Ze Zadna ¢ast zadné uhrady podle této
smlouvy zaplacené neni zakdzanou platbou za
doporuceni nebo zajisténi doporuceni obchodu nebo
objednani véci a sluzeb. Strany prohlasuji, Zze tyto
platby nejsou ani zamysleny, aby zptisobily nezakonna
doporuceni obchodu. Instituce bere na védomi a
souhlasi s tim, Ze od zadavatele anebo od spolecnosti
INC Research mize byt pozadovano, aby zvefejnili
anebo sdélili vladnim organim platby provedené
zadavatelem nebo jeho jménem instituci a hlavnimu
zkousejicimu, jakoz i ti¢el a povahu takovych plateb.

V pfipadé, Ze bude tato smlouva ukoncena pted
ukonc¢enim hodnoceni, bude mit Instituce narok na
uhradu pomérné Casti plateb dle této smlouvy, a to za
skutecné poskytnuté sluzby (navstévy, vySetfeni)
v souladu s podminkami ¢lanku 19.3 této Smlouvy.

7. Zatazeni subjektt hodnoceni. Instituce ruci za to,
ze, ze do hodnoceni bude Hlavni zkousejici zafazovat
subjekty hodnoceni v souladu s protokolem.

7.1 Multicentrické studie. Zadavatel anebo
spole¢nost INC Research mohou ukoncit zatazovani
pacientii v ptipadé, Ze bylo dosazeno celkového poctu
zafazenych subjektd potiebného pro multicentrické
hodnoceni.

8. Informovany souhlas. Instituce ru¢i za to, ze
hlavni  zkouSejici  ziska  pisemny  formular
informované¢ho souhlasu (dale jen ,JICF*) za kazdy
subjekt hodnoceni, jak je pozadovano platnymi
zakony. Instituce bude uchovavat podepsany original
tohoto ICF v zaznamech subjektu hodnoceni.
Spole¢nost INC Research prohlasuje, ze pied
podpisem této smlouvy piedala pro ucely hodnoceni
formulai ICF Hlavnimu zkousejicim a tento spliuje
pozadavky prislusnych pravnich ptedpist, byl fadné
schvalen dle ptislusnych pravnich predpistt (SUKL a
EK) a obsahuje veskeré pozadavky stanovené v
Protokolu, v této Smlouveé nebo zadavatelem. Instituce
umozni zadavateli a/nebo spolecnosti INC Research
kontrolovat podepsané ICF ¢i jejich fotokopie béhem
monitorovacich navstév ¢i auditl. Instituce a/nebo
hlavni zkouSejici predlozi veSkeré upravy, které
mohou u ICF navrhnout, ke kontrole a pisemnému
schvaleni zadavateli a/nebo spole¢nosti INC Research
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by Sponsor and/or INC Research before INC Research
submits the ICF for IRB/IEC approval. The Institution
will ensure that every Trial Subject signs an ICF
approved by Sponsor and the Institution’s IRB/IEC
before the Trial Subject begins participating in the
Trial.  When required, the approved ICF will be
modified by INC Research to reflect amendments to
the Protocol and INC Research will deliver such
modified ICF to the Principal Investigator.

9. Adverse Event Reporting. Institution will report
adverse events experienced by Trial Subjects in
accordance with instructions in the Protocol and
Applicable Laws. This includes, where required,
prompt reporting by telephone.

10. Trial Subject Injuries. If a Trial Subject is
physically injured as a direct result of proper
administration of the Sponsor Drug or properly
performed Trial procedures that are not standard of care
and the injury is not as a result of Institution, Principal
Investigator or personnel failure to comply with the
Protocol, all Applicable Laws, directions of Sponsor
and/or INC Research or the negligent or intentional
misconduct of Institution, Principal Investigator or
personnel. Sponsor will reimburse the reasonable costs
of medical expenses necessary to treat the injury at
Institution’s customary charges to a third party payor
that are not paid for by commercial medical insurance.
Institution agrees to provide or arrange for prompt
diagnosis and medical treatment of any medical injury
experienced by a Trial Subject as a result of the Trial
Subject’s participation in the Trial. Institution further
agrees to promptly notify INC Research of any such
medical injury.

11. Protected Health Information. Parties represent and
warrant that they will comply with the provisions of
any Applicable Laws relating to the confidentiality,
privacy and security of individual identifiable health
information.

11.1 Authorization to Use and Disclose Health
Information. Sponsor and/or INC Research will not use
individually identifiable health information to recruit
research subjects to additional studies or to advertise
additional studies or products.

I 2056-2012 Czech

CL02_CTA_Institution__Spo...

Republic_Synageva LAL-

Confidential / Davérné

diive, nez INC Research piredlozi ICF ke schvaleni
IRB/EK. Instituce zajisti, aby kazdy subjekt
hodnoceni podepsal ICF schvaleny zadavatelem a IRB
instituce / EK dfive, nez se subjekt hodnoceni zacne
hodnoceni ucastnit. Bude- li to pozadovano, bude
schvéleny ICF spolecnosti INC Research upraven tak,
aby odrazel zmény v protokolu a spole¢nost INC
Research predd aktualizovany ICF Hlavnimu
zkousejicimu.

9. Hlaseni nezddoucich ptihod. Instituce oznami
nezadouci piihody zjisténé u subjekt hodnoceni v
souladu s pokyny v protokolu a platnymi ptedpisy.
Sem piipadné patii bezodkladné oznameni telefonem.

10. Ujmy vzniklé subjektim hodnoceni. Vznikne-li
subjektu hodnoceni fyzicka ujma v pfimém duasledku
spravného podavani léku zadavatele nebo spravné
provedenych postupd  hodnoceni, které nejsou
standardni péci, atato Ujma neni disledkem
nedodrzeni protokolu, vSech platnych zakond, pokynt
zadavatele anebo spole¢nosti INC Research instituci,
hlavnim zkouSejicim ¢i personalem ani jejich
nedbalym ¢i Gmyslnym nespravnym pocinanim,
Zadavatel uhradi veskeré pfimétené naklady a 1écebné
vydaje nezbytné k 1écbé této ujmy ve vysi obvyklych
sazeb instituce tietim platctim, které nejsou zaplaceny
komerénim zdravotnim pojisténim.  Instituce se
zavazuje, 7ze poskytne nebo zajisti bezodkladnou
diagndzu a lékatskou péci v ptipade jakékoli zdravotni
ujmy zjisténé u subjektu hodnoceni v disledku Gc¢asti
subjektu hodnoceni v tomto hodnoceni. Instituce dale
souhlasi stim, Ze bude spolecnost INC Research
bezodkladné o jakékoli takovéto zdravotni Ujme
informovat.

11. Chranéné zdravotni informace. Smluvni strany
prohlasuji a zarucuji, Ze budou dodrZovat ustanoveni
veskerych platnych zakoni tykajicich se duvérnosti,
ochrany a bezpecnosti jednotlivych
identifikovatelnych zdravotnich informaci.

11.1 Opravnéni pouzivat a sdélovat zdravotni
informace. Zadavatel anebo spole¢nost INC Research
nebudou pouzivat jednotlivé  identifikovatelné
zdravotni informace k naboru subjektti vyzkumu nebo
k propagaci dalSich studii nebo vyrobkd.
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12. Confidential Information. In connection with the
conduct of this Trial under the Agreement, the
Institution and the Principal Investigator may receive or
generate information that is confidential to the Sponsor
or a the Sponsor affiliate.

12.1 Definition. Except as specified below,
Confidential Information includes all information
provided by Sponsor or INC Research, or developed for
Sponsor or INC Research in connection with the
performance of this Agreement, Inventions (hereinafter
defined) and all data and information created, collected
or generated arising from the Trial or Sponsor Drug,
including without limitation, results, reports, Protocol,
technical and economic information, the existence or
terms of this or other Trial agreements with the Sponsor
or INC Research, commercialization and Trial
strategies, trade secrets and know-how disclosed by
Sponsor to Institution or Principal Investigator directly
or indirectly, whether in writing, electronic, oral or
visual transmission, or which is developed under this
Agreement (“Confidential Information™).

12.2 Exclusions. Confidential Information does not
include information that is in the public domain prior to
disclosure by Sponsor or INC Research; becomes part
of the public domain during the term of this
confidentiality obligation by any means other than
breach of this Agreement by Institution or Principal
Investigator; is already known to Institution or
Principal Investigator at the time of disclosure and is
free of any obligations of confidentiality; or is obtained
by Institution or Principal Investigator, free of any
obligations of confidentiality from a third party who
has a lawful right to disclose it.

12.3 Obligations of Confidentiality. Sponsor is and
shall at all times remain the sole owner of the
Confidential Information. Unless Sponsor provides
prior written consent, Institution and Principal
Investigator may not use Confidential Information for
any purpose other than that authorized in this
Agreement, nor may Institution or Principal
Investigator disclose Confidential Information to any
third party except as authorized in this Agreement or as
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12. Dlvémé informace. Instituce a hlavni zkouSejici
mohou v souvislosti s provadénim studie dle této
smlouvy ziskat ¢i vytvofit informace, které¢ jsou
divérnymi informacemi zadavatele nebo jeho
sesterské spolecnosti.

12.1 Definice. Kromé toho, co je uvedeno nize,
patii mezi divérné informace veskeré informace
poskytnuté zadavatelem Ci spole¢nosti INC Research
nebo vyvinuté pro zadavatele ¢i spolecnost INC
Research pfi plnéni této smlouvy, vynalezy
(definovany dale) a veskeré idaje a informace beéhem
hodnoceni vytvorené, nashromazdéné ¢i vygenerované
vznikajici na zakladé¢ hodnoceni nebo 1éku zadavatele,
mimo jiné¢ vcetné¢ vysledkd, zprav, protokolu,
technickych a ekonomickych informaci, existence c¢i
podminek této smlouvy ¢i jinych smluv o hodnoceni
se zadavatelem ¢i spolecnosti INC Research, strategii
komercializace a hodnoceni, obchodnich tajemstvi a
know-how sdélenych zadavatelem instituci ¢i
hlavnimu zkousejicimu pfimo ¢i nepfimo, at jiz
pisemné, elektronicky, ustné ¢i vizualnim pienosem,
nebo téch, které¢ jsou podle této smlouvy vytvoreny
(déle jen ,,diivérné informace*).

12.2 Vyjimky. Divérné informace nezahrnuji
informace, které¢ jsou vetejné dostupné pred jejich
sdélenim zadavatelem ¢i spole¢nosti INC Research;
stanou se soucasti vefejné¢ dostupnych informaci
beéhem doby platnosti tohoto zavazku duvérnosti
jakymkoliv jinym zplusobem, neZz je poruseni této
smlouvy instituci ¢i hlavnim zkou$ejicim; jiz jsou
znamy instituci ¢i hlavnimu zkousejicimu v dobé
jejich sdéleni a jsou prosty jakychkoli zavazkt
divérnosti nebo jsou ziskany instituci ¢i hlavnim
zkousejicim a prosty jakychkoli zavazki daveérnosti
vici tieti stran€, ktera ma zakonné pravo je sd€lovat.

12.3 Zavazky duvérnosti. Vyluénym vlastnikem
divérnych informaci je a vzdy bude zadavatel.
Jestlize neposkytne zadavatel ptedchozi pisemny
souhlas, nesmi instituce ani hlavni zkousejici pouzit
diavérné informace k jakémukoli jinému ucelu, nez k
némuz jsou touto smlouvou opravnéni, ani je nesmi
sdelit jakékoli tfeti stran¢ s vyjimkou toho, jak jsou
touto smlouvou opravnéni, ¢i jak je vyzadovano
zakonem. Pozadované sdéleni divérnych informaci
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required by law. Required disclosure of Confidential
Information to the IRB/IEC or to an applicable
regulatory authority is specifically authorized.

12.4 Disclosure Required by Law. If disclosure of
Confidential Information beyond that expressly
authorized in this Agreement is required by Applicable
Law, that disclosure does not constitute a breach of this
Agreement so long as Institution and Principal
Investigator notify Sponsor in writing as far as possible
in advance of the disclosure so as to allow Sponsor to
take legal action to protect its Confidential Information,
discloses only that Confidential Information required to
comply with the legal requirement, and continues to
maintain the confidentiality of this Confidential
Information with respect to all other third parties.

12.5 Survival of Obligations. The obligations of
nonuse and nondisclosure of this Section 12 survive
termination of this Agreement and continue for a period
of five (5) years after termination subject to the
permitted uses and disclosures of Trial Data as
described in Section 16 (Publications) of this
Agreement.

12.6 Return of Confidential Information. If
requested by Sponsor and/or INC Research in writing,
Institution will return all Confidential Information, at
Sponsor’s expense, except that required to be retained
at the Trial Site by Applicable Law. However,
Institution may retain a single archival copy of the
Confidential Information for the sole purpose of
determining the scope of obligations incurred under this
Agreement.

13. Trial Data, Biological Samples, and Records.

13.1 Trial Data. During the course of the Trial,
Institution and Principal Investigator will collect and
submit certain data to Sponsor or its agent and/or INC
Research, as specified in the Protocol. This includes
CRFs (or their equivalent) or electronic data records, as
well as any other documents or materials created for the
Trial and required under the Protocol to be submitted to
Sponsor or its agent and/or INC Research, such as X-
ray, MRI, or other types of medical images, ECG,
EEG, or other types of tracings or printouts, or data
summaries (collectively, “Trial Data”). Institution
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IRB/EK ¢i piislusnému regulatnimu organu je
vyslovné povoleno.

12.4 Zakonem pozadovana sdéleni. Jestlize platny
zakon vyzaduje sdéleni davérnych informaci nad
ramec vyslovného povoleni touto smlouvou, nezaklada
takové sdéleni poruseni této smlouvy, pokud instituce
a hlavni zkouSejici pisemné predem informuji o
sdéleni zadavatele co moznd nejdiive, aby toto
umoznilo zadavateli podniknout pravni kroky s cilem
ochranit jeho duveérné informace, sdéli pouze ty
diavérné informace, které jsou pozadovany, aby bylo
vyhovéno zdkonnému pozadavku, a dale budou
zachovavat duvérnost téchto divérnych informaci ve
vztahu ke vSem dals$im tfetim stranam.

12.5 Pietrvani  zévazki. = Zévazky  ohledné
nepouzivani a utajeni obsazené v tomto c¢lanku 12
pretrvaji i po ukonceni této smlouvy a budou trvat po
dobu péti (5) let po jejim ukonéeni s vyhradou
povolenych zptisobli pouziti a sdéleni idaji hodnoceni
tak, jak je popsano v clanku 16 (Publikace) této
smlouvy.

12.6 Vraceni davérnych informaci. Je-li to
zadavatelem anebo spolecnosti INC Research pisemné
pozadovano, vrati instituce na naklady zadavatele
veskeré divérné informace s vyjimkou téch, u nichz
platné zakony vyzaduji, aby byly uchovavany na
Pracovisti klinického hodnoceni. Nicmén¢ instituce si
mize ponechat jednu archivni kopii daveérnych
informaci vylu¢né€ pro cel stanoveni rozsahu zavazku
vzniklych podle této smlouvy.

13. Udaje hodnoceni, biologické vzorky a zdznamy

13.1 Udaje hodnoceni. V prabéhu hodnoceni bude
instituce ahlavni  zkouSejici shromazd’ovat a
predkladat zadavateli nebo jeho zastupci anebo
spolecnosti INC Research urcit¢ udaje tak, jak je
uvedeno v protokolu. Toto zahrnuje CRF (¢i jejich
ekvivalent) nebo elektronické zaznamy dat, jakoz i
veskeré dalsi dokumenty ¢i materidly vytvorené pro
hodnoceni, a u nichZ je pozadovano podle protokolu,
aby byly predloZeny spolecnosti zadavateli nebo jeho
zastupci anebo spolecnosti INC Research, jako jsou
rentgenové snimky, snimky magnetické rezonance
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guarantees accurate and timely collection, recording, nebo jiné typy lékarskych snimki, EKG, EEG ¢i jiné

and submission of Trial Data by the Principal typy sledovani ¢i vytiskdi nebo souhrny dat (spole¢né

Investigator. dale jen ,,idaje hodnoceni®). Instituce ruci za presné a
vCasné shromazdéni, zaznamenani a predlozeni udaji
hodnoceni Hlavnim zkousejicim.

a. Timelines for submitting Trial Data to the
Sponsor. Institution guarantees that Principal
Investigator will submit Trial Data to the
Sponsor within five (5) work days of the Trial
Subject(s)’ study visit. In addition, Institution
guarantees that Principal Investigator will
resolve data queries within five (5) work days
of their receipt. In situations where there are
questions regarding Trial Subject safety, these
timelines may be accelerated. Delay in these
timelines may result in suspension of
enrollment or a delay in Trial payment. .

b. Ownership of Trial Data. Subject to
Institution’s right to publish the results of the
Trial as set forth in Section 16 (Publications)
and the non-exclusive license that permits
certain uses as set forth in Section 13.1(c)
(Non-Exclusive License).  Sponsor is the
exclusive owner of all Trial Data.

c. Non-Exclusive License. Sponsor grants
Institution a royalty free non-exclusive license,
with no right to sublicense, to use Trial Data
for internal non-commercial research or
educational purposes.

d. Medical Records. Medical records relating
to Trial Subjects that are not submitted to
Sponsor may include some of the same
information as is included in Trial Data;
however, Sponsor makes no claim of
ownership to those documents or the
information they contain.

a. Casové milniky pro piedkladani tidajt
hodnoceni zadavateli. Instituce ru¢i za to, ze
Hlavni zkouSejici bude predkladat udaje
hodnoceni zadavateli do péti (5) pracovnich
dnti od studijni navstévy subjektu (subjekti)
hodnoceni. Dale Instituce ruci, za to, Ze
Hlavni zkousSejici vyfesi dotazy ohledn¢ udaji
do péti (5) pracovnich dnti od jejich obdrzeni.
V takovych situacich, kdy existuji otdzky
tykajici se bezpecnosti subjektu hodnoceni,
mohou byt tyto cCasové milniky uspisSeny.
Opozdéni se s plnénim dle téchto Casovych
milniki mGze mit za nésledek pozastaveni
zafazovani ¢i zpozdéni platby za hodnoceni.

b. Vlastnictvi udaju hodnoceni
S vyhradou prava instituce zvetejnit vysledky
hodnoceni, jak je stanoveno v c¢lanku 16
(Publikace), a nevyluéné licence, ktera
povoluje uréité zplsoby pouziti, jak je
stanoveno v c¢lanku 13.1(c) (Nevylucna
licence), je vyhradnim majitelem udaja
hodnoceni zadavatel.

c. Nevylucna licence. Zadavatel udéluje
instituci bezplatnou nevylu¢nou licenci bez
prava udéleni sublicenci na pouzivani udaja
hodnoceni pro ucely interniho nekomer¢niho
vyzkumu ¢i vzdélavani.

d. Zdravotni zaznamy. Zdravotni
zaznamy tykajici se subjekti hodnoceni, které
nejsou  predkladany  zadavateli, mohou
obsahovat nékteré stejné informace jako
informace obsazené¢ v udajich hodnoceni;
avSak zadavatel si neCini zadny narok na
vlastnictvi téchto dokumenti ani informaci,
které obsahuji.

13.2 Biological Samples. If so specified in the 13.2 Biologické  vzorky. Je-li to uvedeno
Protocol and Informed Consent signed by the v protokolu a informovaném souhlasu podepsaném
respective Study Subject, Institution may collect and pfislusnym subjektem hodnoceni, miZe instituce
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provide to Sponsor or its designee biological samples
(e.g., blood, urine, tissue, saliva, etc.) obtained from
Trial Subjects for testing that is not directly related to
patient care or safety monitoring, including
pharmacokinetic, pharmacogenomic, or biomarker
testing (“Biological Samples”).

a. Use. Neither party or the Sponsor will use
Biological Samples collected under the
Protocol in any manner or for any purpose
other than that described in the Protocol and
informed consent signed by the Trial Subject.

b. Sample Data. Sponsor or its designees will
test Biological Samples as described in the
Protocol. Unless otherwise specified in the
Protocol, Sponsor will not provide the results
of such tests (“Sample Data”) to the Institution
or Trial Subject. Sample Data will be treated
as Trial Data; therefore, if Sponsor provides
Sample Data to the Institution or Principal
Investigator, that data will be subject to the
permitted use of Trial Data as outlined in this
Agreement.

13.3 Records. Institution will ensure that Trial
Subject’s Trial records, which include the Institution’s
and Principal Investigator’s copies of all Trial Data as
well as relevant source documents (collectively,
“Records™), are kept up to date and maintained in
accordance with Applicable Law.

a. Retention. Institution will retain all records
and documents pertaining to the Trial for a
period in accordance with Applicable Law and
regulations and the Protocol. Institution will
retain Records, under storage conditions
conducive to their stability and protection, for a
period of fifteen (15) years after termination of
the Trial at the Trial Site unless Sponsor
authorizes, in writing, earlier destruction. In
case the Sponsor notifies the Institution in
writing about Sponsor’s requirement to take
over the Trial documentation at least thirty (30)
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shromazd’'ovat a poskytovat zadavateli nebo jeho
povefenému zastupci biologické vzorky (napi. krev,
mo¢, tkan, sliny atd.) ziskané od subjektti hodnoceni
pro testovani, které pfimo nesouvisi s péci o pacienta
¢i se sledovanim bezpecnosti, vcetné
farmakokinetického, farmakogenomického testovani ¢i
testovani biomarkert (dale jen ,,biologické vzorky*).

a. Pouziti. Smluvni strany, ani zadavatel
nebudou  pouzivat  biologické  vzorky
nashromdzdéné podle protokolu nijak jinak
ani k zadnému jinému ucelu, nez jak je
popsano v protokolu a  informovaném
souhlasu subjektu hodnoceni.

b. Udaje o vzorcich. Biologické vzorky
budou testovany zadavatelem nebo jeho
povéfenymi  zastupci, jak je popsano
v protokolu.  Neni-li v protokolu uvedeno
jinak, nebude zadavatel poskytovat vysledky
takovych zkousek (dale jen ,udaje o
vzorcich®) instituci ani subjektu hodnoceni. S
udaji o vzorcich bude zachazeno jako s udaji
hodnoceni; jestlize tedy zadavatel poskytne
udaje o vzorcich instituci ¢i hlavnimu
zkousejicimu, budou dané udaje podléhat
povolenému pouziti udaji hodnoceni, jak je
popsano v této smlouve.

13.3 Zaznamy. Instituce zajisti, aby byly zaznamy
hodnoceni subjektu hodnoceni, které zahrnuji kopie
vSech 0daji  hodnoceni instituce a hlavniho
zkousejiciho, jakoz i pfislusné zdrojové dokumenty
(spolecné dale jen ,zaznamy*), aktualizovany a
udrzovany v souladu s platnymi zakony.

a. Uchovavani. Instituce bude uchovavat
veskeré zadznamy a dokumenty tykajici se
hodnoceni po dobu, ktera je v souladu

s platnymi  zakony a nafizenimi i s
protokolem.  Instituce bude  uchovavat
Zaznamy za podminek skladovani

zajistujicich jejich stabilitu a ochranu po dobu
patnacti (15) let od dokonéeni Hodnoceni na
Pracovisti  klinického hodnoceni, pokud
likvidaci. V piipadé, Ze Zadavatel pisemné
oznami Instituci alespon tficet (30) dnd pred
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days before the end of retention period, the
Trial documentation shall be send/hand over to
the Sponsor on its own costs.

14. Inspections and Audits.

14.1 Access. Upon reasonable request, Sponsor and
its authorized representatives and/or INC Research,
may during regular business hours audit or inspect all
CRFs and other Trial records (including Trial Subject
records and medical charts; Trial Subject consent
documents; drug receipt and disposition logs); audit or
inspect the facilities and other activities relating to the
Trial; and observe the conduct of the Trial. Institution
will allow and cooperate with applicable regulatory
authorities (domestic or foreign) to inspect or audit its
facilities, review data, records and information and
have access to personnel relating to the conduct of the
Trial.

Sponsor is entitled to provide free access and use of the
Electronic Case Report Form System (eCRF) under the
Agreement to Institution and such use shall not violate
the rights of any third party. In case that such
declaration is proved as incorrect, inaccurate or
incomplete, Sponsor or its designee shall be required to
reimburse the Institution and/or Principal Investigator
the incurred damages from a third party claim in
accordance with the terms of Section 18,
Indemnification.

INC Research hereby declares that eCRF meets the
requirements regarding completeness, accuracy,
reliability and secure backup of the submitted data and
is suitable for the purpose, and the Institution is not
responsible for any loss, damage, destruction or misuse
by INC Research and/or Sponsor of the submitted data
delivered to INC Research and/or Sponsor by
Institution.

INC Research is required to commit any INC Research
personnel involved in the Trial to comply with legal
obligations, especially obligations of confidentiality
and personal data and privacy protection under
applicable laws. INC Research will be fully responsible
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uplynutim stanové doby archivace pozadavek
na prevzeti studijni dokumentace, bude mu
tato dokumentace na jeho naklady ptredana,
odeslana.

14. Inspekce a audity.

14.1 Pristup. Na zaklad¢ pfimétené zadosti miize
zadavatel, jeho opravnéni zastupci anebo spolecnost
INC Research v bézné pracovni dob¢ podrobit revizi ¢i
kontrolovat vSechny CRF a dalsi zaznamy hodnoceni
(v€etné zaznami hodnoceni subjektu hodnoceni a
zdravotnich karet; dokumentti souhlasu subjekti
hodnoceni; zdznami o pfijeti a vydeji 1€kit); podrobit
revizi ¢i kontrolovat zatizeni a dalsi Cinnosti vztahujici
se k hodnoceni a pozorovat provadéni studie. Instituce
umozni a bude spolupracovat s pfislusnymi
regulacnimi organy (tuzemskymi i zahrani¢nimi) pfi
kontrole ¢i auditu jejiho zafizeni, kontrole udaju,
zaznami a informaci a umozni jim pfistup k persondlu
ve vztahu k provadéni hodnoceni.

Zadavatel je opravnén bezplatné umoznit Instituci
pristup a pouzivani systému pro zadavani a zpracovani
udaji z hodnoceni (eCRF) podle této smlouvy a
nebude tim poruSeno jakékoliv pravo tfeti osoby. V
pfipadeé, ze se dané prohlaseni ukéze jako nespravné,
nepiesné nebo neuplné, je Zadavatel nebo jim
povefeny subjekt povinen nahradit instituci anebo
hlavnimu zkousSejicimu Skodu vzniklou na zakladé¢
naroku tfeti osoby podle ustanoveni ¢l. 18 o
odskodnéni.

INC Research dale prohlaSuje, Ze eCRF spliuje
pozadavky na uplnost, pfesnost, spolehlivost,
bezpecné zalohovani vlozenych dat a je vhodny pro
dany tucel, a Instituce neni odpovédna za ztratu,
poskozeni, zniCeni nebo zneuziti pfedanych dat ze
strany INC Research anebo Zadavatele, které byly
doruceny INC Research anebo Zadavateli.

INC Research je povinna zavazat veskeré zaméstnance
INC Research podilejici se na klinickém hodnoceni k
plnéni zadkonnych povinnosti, pfedev§im povinnosti
mlcenlivosti a ochrany osobnich idaji a soukromi dle
platnych zakonl.. Za poruSeni této povinnosti témito
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for breach of the above obligations by such INC
Research personnel. Control by the authorized persons
will be allowed only after submission of a written
authorization provided by INC Research or the
Sponsor. When carrying out inspection or audit at the
Trial Site, the authorized persons are obliged to respect
the operating conditions at the Trial Site and the place
and time of the control as set by the Principal
Investigator upon agreement with INC Research in
accordance with the terms of this Agreement.

Personal data concerning the patients or other
information, that enable identification of the patients,
will be made accessible by the authorized persons only
upon prior written informed consent of the concerned
patient (if such consent has not been revoked) and only
to the extent as specified in the informed consent.

For the purposes of the inspection (audit) an access will
be granted only to the rooms, where the Trial is
conducted. After the Trial is terminated, access will be
granted only to the rooms designated by the Institution
for the purposes of control of the documentation
relating to the Trial while the rooms designated for
archiving Trial documentation shall not be accessible.

14.2 Notice. Institution will inform Sponsor and/or
INC Research within two (2) business days of any
effort or request by the government, applicable
regulatory authority or other persons to inspect or
contact the Institution or Trial personnel with regard to
the Trial; will provide Sponsor and/or INC Research
with a copy of any communications sent by such
persons and any responses by the Institution; and will
provide Sponsor and/or INC Research the opportunity
to participate in any proposed or actual responses by
Institution to such communications.

14.3 Cooperation. Institution will cooperate and will
ensure the full cooperation of Trial personnel with any
such inspection and will ensure timely access to
applicable records, personnel and data. Institution will
promptly resolve any discrepancies that are identified
between the Trial Data and the Trial Subject’s medical
records. Institution will promptly forward to Sponsor
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osobami odpovida v plném rozsahu INC Research.
Kontrola ze strany povéfenych osob bude umoznéna
pouze po predchozim predlozeni pisemného povétreni
INC Research nebo Zadavatele. Pfi provadéni
kontroly nebo auditu na Pracovisti klinického
hodnoceni, jsou povéfené osoby povinny respektovat
provozni podminky na Pracovisti  klinického
hodnoceni a misto a ¢as kontroly stanoveny Hlavnim
zkousejicim po dohod¢ se spolecnosti INC Research a
v souladu s podminkami této Smlouvy.

Povéfenym osobam, budou zptistupnény osobni udaje
tykajici se pacientti nebo jiné informace, na zakladé¢
kterych by bylo mozné identifikovat pacienta, pouze

na zakladé¢ piedchoziho pisemného souhlasu
prislusného pacienta (a nebude-li tento souhlas
odvolan) a pouze v rozsahu stanoveném

informovanym souhlasem.

Pristup pro ucely kontroly (auditu) bude umoznén
pouze do mistnosti, ve kterych se hodnoceni provadi.
Po ukonceni hodnoceni bude piistup umoznén pouze
do mistnosti uréenych Instituci za ucelem kontroly
dokumentace tykajici se hodnoceni s tim, Ze mistnosti
urcené k archivaci dokumentace hodnoceni nebudou
zptistupnény.

14.2 Ozndmeni.  Instituce  bude  informovat
zadavatele a/nebo spole¢nost INC Research do dvou
(2) pracovnich dni o kazdé snaze ¢i pozadavku
statniho, pfislusného regulacniho tfadu ¢i jinych osob
provést inspekci ¢i kontaktovat instituci ¢i personal
klinického hodnoceni ohledné hodnoceni; poskytne
zadavateli a/nebo spolecnosti INC Research kopii
veskerych sdéleni zaslanych takovymito osobami
a veSkerych odpovédi instituce; a umozni zadavateli
a/nebo spolecnosti INC Research ucastnit se kazdé
navrhované ¢i skutecné reakce instituce na takovato
sdéleni.

14.3 Spoluprace. Instituce bude spolupracovat
a zajisti plnou spolupréci persondlu ucastniciho se
hodnoceni pfi kazdé takovéto inspekci a zajisti v€asny
pristup k pfislusnym zaznamtim, personalu a udajim.
Instituce bezodkladné vyfeSi veskeré nesrovnalosti,
které jsou zjistény mezi udaji hodnoceni a zdravotnimi
zaznamy subjektd hodnoceni. Instituce bezodkladné
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and/or INC Research copies of any inspection findings
that Institution receives from a regulatory agency in
relation to the Trial and any responses by the
Institution. Whenever feasible, Institution will also
provide Sponsor and/or INC Research with an
opportunity to prospectively review and comment on
any Institution responses to regulatory agency
inspections in regard to the Trial.

15. Inventions. Any new invention, development,
improvement or discovery made or conceived by the
Institution, or personnel, whether or not patentable,
resulting from the Trial, or the use of Sponsor Drug or
Confidential Information (“Invention”) shall be
promptly disclosed by the Institution to Sponsor. The
parties agree that Sponsor shall have exclusive
ownership of Inventions within the extent allowed by
the Applicable laws. Within the extend allowed by the
Applicable Laws, Institution agrees to assign and
hereby assigns all right, title and interest in any such
Invention to Sponsor, free of any obligation or
consideration beyond that provided for in this
Agreement. Institution will provide reasonable
assistance to Sponsor in filing and prosecuting any
patent applications relating to Invention, at Sponsor’s
expense. In case the reimbursement of the Institution’s
costs for its cooperation and assistance under this
Section 15 of the Agreement is not secured, the
Institution may refuse to provide such cooperation
(assistance).

16. Publications. Sponsor does mnot object to
publication by Institution of the results of the Trial
based on information collected or generated by
Institution and Principal Investigator, whether or not
the results are favorable to the Sponsor Drug.
However, to ensure against inadvertent disclosure of
Confidential Information or unprotected Inventions,
Institution will provide Sponsor an opportunity to
review any proposed publication or other type of
disclosure before it is submitted or otherwise disclosed
at least sixty (60) days prior to submission for
publication or other type of disclosure. Except for the
Trial results, Sponsor shall have the right to identify
and require removal of any Confidential Information
from any publication or other type of disclosure. If
during the sixty (60) day review period, Sponsor
notifies Institution that it desires patent applications to
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zaSle zadavateli a/nebo spolecnosti INC Research
kopie veskerych nalez inspekce, které obdrzi od
regulatni agentury v souvislosti s hodnocenim a
veskeré odpovédi instituce. Kdykoli je to proveditelné,
umozni také instituce zadavateli a/nebo spoleCnosti
INC Research  potencialné¢  zkontrolovat a
pfipominkovat jakoukoli reakci instituce na inspekci
regulacni agentury v souvislosti s hodnocenim.

15. Vynalezy. Jakykoli novy vynalez, vyvoj, zlepSeni
nebo objev ucinény nebo koncipovany instituci ¢i
personalem, at’ je jiz patentovatelny ¢i nikoli, ktery je
vysledkem hodnoceni nebo pouzivani 1éku zadavatele
nebo divémych informaci (dale jen ,vynalez™)
oznami instituce bezodkladné zadavateli. Smluvni
strany souhlasi, Ze vylunym vlastnikem vynalezi
bude v mezich stanovenych pfislusnymi pravnimi
predpisy Zadavatel. Instituce souhlasi s tim, Zze
v mezich stanovenych pfislusnymi pravnimi piedpisy
postoupi zadavateli, atimto mu postupuje veskera
prava, vlastnické pravo asubjektivni prava ke
kazdému takovému vyndlezu bezplatné a bez
jakychkoli dalsich z&vazkl ¢i thrad nad ramec toho,
co je v této smlouvé uvedeno. Instituce poskytne
zadavateli pfimefenou soucinnost pii podavani a
soudnim doméhani se jakychkoli patentovych
prihlasek vztahujicich se k vynalezu, a to na naklady
zadavatele. V pripadé, Ze nebude zajisténa nahrada
nakladi instituce za pozadovanou soucinnost a pomoc
dle tohoto ¢lanku smlouvy, je Instituce opravnéna
odmitnout poskytnuti takové soucinnosti (pomoci).

16. Publikace. Zadavatel neméa zadné namitky vici
publikaci vysledki hodnoceni instituci na zakladé
informaci shromazdénych ¢i vytvorenych instituci a
hlavnim zkousejicim, at’ jiz jsou tyto vysledky pro lék

zadavatele piiznivé ¢i nikoli. Nicméné, aby se
zabranilo neumyslnému  prozrazeni  duvérnych
informaci ¢i nechranénych vynalezli, umozni instituce
zadavateli  zkontrolovat  jakoukoli navrhovanou

publikaci ¢i jiny typ sdéleni, nez jsou predlozeny c¢i
jinak zvefejnény, a to alespon Sedesat (60) dni pied
predlozenim publikace ¢i pred jinym typem
zvefejnéni. S vyjimkou vysledkli hodnoceni bude mit
zadavatel prdvo oznalit apozadovat odstranéni
veskerych divémych informaci z jakékoli publikace ¢i
jiného typu zvetejnéni. Pokud béhem Sedesatidenniho
(60denniho) kontrolniho obdobi oznami zadavatel
instituci, ze si pfeje podat patentové pfihlasky na
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be filed on any Inventions disclosed or suggested in the
publication or other type of disclosure, Institution will
defer publication or other disclosed for an additional
period not to exceed sixty (60) days to permit Sponsor
to file any desired patent applications.
Notwithstanding the foregoing, if the Trial is a part of a
multi-center trial, Institution agrees that the first
publication is to be a joint publication involving all
centers and will not publish or otherwise publicly
disclose as set forth above until after the multi-center
publication. Principal Investigator is free to decline to
participate or be listed as an author in the multi-center
publication. If a joint manuscript has not been
submitted for publication within eighteen (18) months
of completion or termination of Trial at all participating
sites, Institution is free to publish separately, subject to
the other requirements of this Agreement.

17. Publicity. No party will use the name of another
party or any of its employees for promotional or
advertising purposes without written permission from
the other party. However, Sponsor reserves the right to
identify the Principal Investigator and Institution in
association with a listing of the Protocol in the National
Institutes of Health (NIH) Clinical Trials Data Bank,
other publicly available listings of ongoing clinical
trials, or other patient recruitment services or
mechanisms.

18. Indemnification.

18.1 By Sponsor. Sponsor agrees to indemnify,
defend or cover costs of defense for, and hold harmless
(“Indemnify”) the Institution, its officers, directors,
personnel, Principal Investigator and the IRB/IEC that
approved the Trial (collectively, “Institution
Indemnified Parties”) against any claim, action or
proceeding (“Claims”) filed by a third party for
damages, costs, liabilities, expenses directly resulting
from a Trial Subject injury (as defined in Section 10),
the design of the Trial, or the specifications of the Trial
protocol. This indemnity shall not apply to any Claims
brought by any of the Institution Indemnified Parties
against each other.
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jakékoli vynalezy zvefejnéné €i naznacené v publikaci
¢i jiném typu zvetejnéni, odloZi instituce publikaci ¢i
jiné zvefejnéni o dalsi obdobi, které neptekroci Sedesat
(60) dni, aby umoznila zadavateli podat veskeré
pozadované patentové ptihlaSsky. Bez ohledu na vyse
uvedené, jestlize  je hodnoceni soucasti
multicentrického hodnoceni, souhlasi instituce s tim,
ze prvni publikaci bude spole¢na publikace zahrnujici
vSechna stiediska, a nebude nic publikovat ani jinak
vetejné sdélovat, jak je vySe uvedeno, az do okamziku
po zvefejnéni multicentrické publikace. Hlavni
zkousSejici mize odmitnout ucastnit se na spole¢né
publikaci ¢i byt uveden jako autor na multicentrické
publikaci. Pokud nedojde k ptedlozeni spolecného
rukopisu k uvefejnéni do osmnécti (18) meésict od
dokonceni nebo ukonceni hodnoceni na vSech
zucastnénych pracovistich, je instituce opravnéna
publikovat samostatné ptfi dodrzeni dalSich pozadavka
této smlouvy.

17. Propagace. Zadna strana nebude pouZivat jméno
jiné strany nebo kteréhokoli z jejich zaméstnanct k
propagacnim ¢i reklamnim ucelim bez pisemného
souhlasu druhé strany. Zadavatel si nicméné
vyhrazuje pravo uvadet jméno hlavniho zkousejiciho v
souvislosti s registraci protokolu v databazi narodnich
ustavi pro klinickd hodnoceni ve zdravotnictvi, v
dalsich vefejné dostupnych registrech probihajicich
klinickych hodnoceni nebo jinych sluzbach ¢i
mechanismech zaméfenych na nabor pacientu.

18. Zbaveni se odpovédnosti.

18.1 Ze strany zadavatele. Zadavatel souhlasi, Ze
odskodni, bude hajit nebo kryt naklady obhajoby
a zbavi odpovédnosti (dale jen ,,odSkodni*) instituci,
jeji zaméstnance ve vedoucim postaveni, feditele,
personal, hlavniho zkouSejictho a IRB/EK, ktera
schvalila hodnoceni (spolecné dale jen ,,odSkodnované
strany instituce*) ohledné jakéhokoli naroku, zaloby
nebo soudniho fizeni (dale jen ,,naroky*) podaného
treti stranou z divodu skod, nédkladt, odpovédnosti,
vydaji ptimo vznikajicich na zakladé¢ ujmy vzniklé
subjektu hodnoceni (jak je tato definovana v ¢lanku
10), navrhu hodnoceni nebo specifikace protokolu
hodnoceni. Toto odskodnéni se nebude tykat
jakychkoli narokt vznesenych odskodnovanymi
stranami instituce vici sobé navzajem.
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Excluded from Sponsor’s obligation to Indemnify
are any Claims for damages, costs, liabilities, expenses
resulting from (a) failure by an Institution Indemnified
Party to comply with the Protocol or written
instructions from Sponsor or INC Research or this
Agreement (b) failure of an Institution Indemnified
Party to comply with any Applicable Laws, or (c)
negligence or willful misconduct by an Institution
Indemnified Party.

18.2 By Institution. Institution agrees to Indemnify
the Sponsor, its officers, directors, personnel, agents
and representatives (including, without limitation, INC
Research) (collectively, “Sponsor Indemnified Parties™)
against damages caused in connection with: (a) failure
by an Institution Indemnified Party to comply with the
Protocol or written instructions from Sponsor or INC
Research or this Agreement (with exceptions as
specified in this Agreement) , (b) failure of an
Institution Indemnified Party to comply with any
Applicable Laws, or (c¢) negligence or willful
misconduct by an Institution Indemnified Party. This
indemnity shall not apply to any Claims brought by any
of the Sponsor Indemnified Parties against each other.

18.3 Notice and Cooperation. An indemnifying
party shall have no obligation hereunder to any party
seeking indemnification unless such party seeking
indemnification (i) gives written notice to the
indemnifying party within fifteen (15) days after receipt
of notice of any Claim or potential Claim, or such
shorter period as may be necessary to meet any
deadline for submitting or filing a response, (ii) permits
the indemnifying party to assume the defense and (iii)
cooperates with the indemnifying party in all
reasonable respects with respect to defense of such
Claim, provided, however, that no delay on the part of
the party seeking indemnification in notifying the
indemnifying party shall relieve the indemnifying party
from an obligation hereunder unless, and then solely to
the extent, the indemnifying party is thereby
prejudiced. With respect to any Claim pursuant to
which a party is obligated to Indemnify another party,
the indemnifying party shall not enter into any written
settlement agreement with the plaintiff or claimant
making such Claim without written permission of such
other party, which permission shall not be unreasonably
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Z tohoto zavazku zadavatele k odskodnéni jsou
vylouéeny veSkeré naroky ohledné Skod, nakladd,
odpovédnosti, vydaji  vznikajici v  dusledku
(a) nedodrzeni protokolu nebo pisemnych pokynt
zadavatele nebo spole¢nosti INC Research nebo této
smlouvy odSkodiiovanou stranou instituce (b)
nedodrzeni jakychkoli platnych zakonl
odskodiiovanou stranou instituce nebo (¢) nedbalosti
nebo tumyslného nespravného pocinani odskodiované
strany instituce.

18.2 Ze strany instituce. Instituce souhlasi, ze
nahradi Zadavateli, jeho zaméstnancim ve vedoucim
postaveni,  fediteli, personalu  zastupcim a
predstavitelim (mimo jiné vcetné spolecnosti INC
Research) (spolecné dale jen ,,odSkodiiované strany
zadavatele®) Skodu vzniklou v pficinné souvislosti s
(a) nedodrzenim protokolu nebo pisemnych pokyni
zadavatele nebo spole¢nosti INC Research (s vyhradou
stanovenou v této smlouv€é) nebo této smlouvy
odskodnovanou stranou instituce, (b) nedodrZzenim
jakychkoli platnych zakonli odSkodiovanou stranou
instituce nebo (c) nedbalosti nebo umyslnym
nespravnym pocindnim  ze strany odskodnované
strany instituce. Toto odSkodnéni se nebude tykat
jakychkoli narokd vznesenych odskodnovanymi
stranami zadavatele vii¢i sob& navzajem.

18.3 Oznameni a soucinnost. OdSkodiujici strana
nebude mit podle této smlouvy zadny zdvazek vici
kterékoli strané pozadujici odskodnéni, pokud
takovato strana pozadujici odskodnéni (i) neposle
pisemné oznameni odsSkodiujici strané¢ do patnacti
(15) dni od obdrZzeni oznameni o naroku nebo
potencialnim naroku, nebo béhem takového kratSiho
obdobi, které mtze byt nezbytné, aby byla splnéna
jakakoli lhtita pro predani ¢i predlozeni odpovédi, (ii)
nedovoli odskodiujici strané prevzit obhajobu, a (iii)
nespolupracuje s odSkodiiujici stranou ve vSech
pfiméfenych aspektech sohledem na obhajobu
takovéhoto naroku avSak za ptedpokladu, ze zadné
zpozdéni na strané strany pozadujici odSkodnéni pii
informovani odSkodiujici strany nezbavi odskodiujici
stranu zadné povinnosti podle této smlouvy, pokud
neni odskodnujici strana timto poSkozena, a pak
vyluéné vrozsahu tohoto poskozeni. S ohledem na
jakykoli narok, podle n€hoz je strana povinna jinou
stranu  odSkodnit, neuzavie odSkodnujici strana
pisemné zZadnou dohodu o narovnani s Zalobcem nebo
osobou uplatiujici narok, ktera takovyto narok vznasi,
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withheld, if such settlement would impose any
obligation or liability on the indemnified party other
than for the payment of money as to which the
indemnifying party has an indemnity obligation
hereunder.

19. Term and Termination.

19.1 Term. This Agreement becomes valid and
effective upon the Effective Date and continues through
the date that the Trial is completed at Trial Site and all
data and reports are delivered to and accepted by
Sponsor and/or INC Research unless Agreement is
earlier terminated pursuant to the terms of this Section.

19.2 Termination Conditions. This Agreement
terminates upon the earlier of any of the following
events:

a. Early Termination. If the Agreement and/or
Trial is terminated early as described below,
the Sponsor and/or INC Research shall receive
all relevant Protocol-required data, Trial
documents and Biological Samples (if
applicable) and INC Research, on behalf of
Sponsor, will reimburse the Institution all due
payments pursuant to the terms of Section 19.3
of this Agreement ..

1)  Termination Upon Notice by Sponsor
and/or INC Research. Sponsor and/or INC
Research reserve the right to terminate this
Agreement upon thirty (30) days written notice
to Institution with or without cause.
Termination period commences a day
following a date when termination notice has
been delivered to the Institution.

2) Immediate Termination by Sponsor and/or
INC Research. Sponsor and/or INC Research
further reserves the right to terminate the
Agreement  immediately upon  written
notification to Institution for causes that
include failure to enroll minimum of 2 Trial
Subjects at a rate to achieve Trial performance
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bez pisemného povoleni takovéto druhé strany,
kterézto povoleni nebude bezdivodné odepirano,
jestlize by takovéto narovnani ulozilo odskodnované
stran¢ jakykoli zavazek nebo odpovédnost kromé
platby penézni Castky, pro kterou podle této smlouvy
plati pro odskodnujici stranu zdvazek odSkodnéni.

19. Doby platnosti smlouvy a jeji ukonceni.

19.1 Doby platnosti smlouvy. Tato smlouva
vstoupi v platnost a ucinnost k datu Gcinnosti a bude
pokracovat az po datum, kdy bude hodnoceni na
Pracovisti klinického hodnoceni dokonceno a veskera
data a zpravy budou doruceny a pfijaty zadavatelem
anebo spolecnosti INC Research, pokud nedojde
k pred¢asnému ukonceni smlouvy podle podminek
tohoto ¢lanku.

19.2 Podminky ukonceni. Platnost této smlouvy
bude ukoncena kteroukoli z néasledujicich udalosti,
ktera nastane dfive:

a. PredCasné ukonceni. Jestlize je smlouva
anebo hodnoceni piedCasné ukoncéeno, jak je
popsano nize, zadavatel anebo spolecnost INC
Research obdrzi veskeré prislusné protokolem
pozadované tudaje, dokumenty hodnoceni a
ptipadné biologické vzorky, a INC Research
uhradi jménem Zadavatele Instituci vSechny
dluzné platby podle podminek ¢l. 19.3 této
Smlouvy.

1) Ukonceni vypovédi ze strany zadavatele
anebo spole¢nosti INC Research. Zadavatel
anebo spolenost INC Research si vyhrazuje
pravo ukonCit tuto smlouvu na zakladé
tiicetidenni  (30denni) pisemné vypovédi
instituci s uvedenim divodu i bez uvedeni
divodu. Vypovedni lhita pone bézet dnem
nasledujicim po doruceni vypovédi Instituci.

2) Okamzité ukonceni ze strany zadavatele
a/nebo spole¢nosti INC Research. Zadavatel
a/nebo spolecnost INC Research si dale
vyhrazuje pravo ukoncit smlouvu okamzité na
zakladé¢ pisemného oznameni instituci z
divodli, mezi které patii nezafazeni
minimalné¢ 2 subjekti hodnoceni k dosazeni
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goals; material unauthorized deviations from
the Protocol or reporting requirements;
circumstances that in Sponsor’s opinion pose
risks to the health or well being of Trial
Subjects; or regulatory agency actions relating
to the Trial or the Sponsor Drug or comparator
drug (if applicable); change in any of the
certifications set forth in Section 21
(Debarment, Exclusion and Licensure); or
termination of the agreement with the Principal
Investigator for the conduct of the Trial.

3) Immediate Termination of Trial by
Institution. Institution reserves the right to
terminate the Agreement immediately upon
notification to Sponsor and/or INC Research if
requested to do so by the responsible IRB/IEC
or if such termination is required in the
Principal Investigator’s reasonable opinion to
protect the health of Trial Subjects.

4) Immediate termination of the Agreement by
the Institution. The Institution is entitled to
terminate this Agreement with immediate
effect in case of material breach of contractual
obligations by INC Research provided that
written notification is duly delivered to INC
Research and such material breach is not
remedied within thirty (30) days after delivery
of the written notice by the Institution and in
case as specified in Section 1.4 of this
Agreement.

19.3 Payment upon Termination. If the Trial is
terminated early in accordance with this Agreement,
INC Research on behalf of Sponsor, will provide a
termination payment equal to the amount owed for
work already performed up to and including the
effective date of termination, in accordance with
Attachment B, less payments already made. The
termination payment will also include any non-
cancelable expenses, other than future personnel costs,
so long as they were properly incurred and
prospectively approved by Sponsor and/or INC
Research, and, only to the extent such costs cannot
reasonably be mitigated.
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cila  provadéni  hodnoceni;  podstatné
nepovolené odchylky od protokolu nebo od
pozadavki tykajicich se podavani zprav;
okolnosti, které podle néazoru zadavatele
predstavuji riziko pro zdravi ¢i blaho subjekt
hodnoceni; nebo kroky regulacni agentury
tykajici se hodnoceni nebo 1éku zadavatele ¢i
pripadné srovnavaciho 1éku; zména
kteréhokoli z prohlaSeni uvedenych v oddile
21 (Zakaz Cinnosti, vylouCeni a udéleni
koncese); nebo ukonceni smlouvy o provedeni
klinického hodnoceni s hlavnim zkousejicim
na provadéni tohoto hodnoceni.

3) Okamzité ukonéeni hodnoceni ze strany
instituce. Instituce si vyhrazuje pravo ukoncit
smlouvu okamzit¢ na zakladé oznameni
zadavateli a/nebo spolecnosti INC Research,
jestlize je od ni odpovédnou IRB/EK
pozadovano, aby tak ucinila, ¢i je-li takovéto
ukonceni dle rozumného nazoru hlavniho
zkousejiciho vyzadovano z divodii ochrany
zdravi subjekttt hodnoceni.

4) Okamzité ukonceni smlouvy ze strany
Instituce. Instituce je opravnéna ukonci tuto
smlouvu s okamzitou ucinnosti v piipad¢
zavazného poruseni smluvnich povinnosti
spole¢nosti INC Research, a to za podminky
fadného doruCeni pisemného oznameni
spole¢nosti INC Research a za predpokladu,
7ze takové poruSeni nebude napraveno do
tiiceti (30) dntt po doruCeni pisemného
upozornéni ze strany Instituce, a dale
v piipad€ stanoveném v ¢l. 1.4 této smlouvy.

19.3 Platba po ukonéeni. Je-li hodnoceni v souladu
s touto smlouvou pred¢asné ukoncena, provede
spolecnost INC Research jménem Zadavatele
konecnou platbu rovnajici se Castce dluzné za jiz
vykonanou praci, a to do dne U¢innosti ukonceni v
souladu s pfilohou B, od niz budou odecteny jiz
provedené platby. Kone¢na platba bude dale
obsahovat vesSkeré nezruSitelné vydaje kromé
budoucich personalnich nakladt, pokud vznikly
fadnym zptsobem a byly vyhledové schvaleny
zadavatelem a/nebo spole¢nosti INC Research, a
pouze v rozsahu, v jakém neni mozné je priméfenym
zplsobem snizit.
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19.4 Return of Materials. Unless INC Research
instructs otherwise in writing, Institution will promptly
return all materials supplied by INC Research or
Sponsor, at Sponsor’s expense, for Trial conduct,
including unused CRFs, and any Sponsor-supplied
Equipment (if applicable). Institution will return any
unused Sponsor Drug or placebo (if applicable) at
Sponsor’s expense as instructed by the Sponsor and/or
INC Research in writing, In case the INC Research or
Sponsor will request an unused Sponsor Drug to be
destroyed by the Institution, new Amendment to the
CTA should be concluded by the parties.

20. During the whole period of the Trial conduct the
Institution shall maintain valid and effective insurance
covering its liability for damages caused in connection
with provision of health care services in accordance
with an Act No. 372/2011 Coll.,, on Health Care
Services, as amended.

21. Debarment, Exclusion and Licensure. Institution
certifies that it is not debarred or restricted from
conducting clinical research and will not use in any
capacity the services of any person or entity debarred
or restricted from conducting clinical research under
Applicable Laws with respect to services to be
performed under this Agreement. Institution further
certifies that it has not violated any applicable anti-
kickback, or anti-fraud laws or regulations. During the
term of this Agreement and for three years after its
termination, Institution will notify Sponsor and/or INC
Research promptly in writing (to the extent possible,
within two (2) business days) if the certifications in this
provision needs to be amended in light of new
information or if Institution becomes aware of any
material issues related to his/her medical licensure or
any associated Trial researchers. Institution will
cooperate with Sponsor and/or INC Research regarding
any responsive action necessary and Sponsor and/or
INC Research shall have the right to immediately
terminate this Agreement if any of the certifications in
this Section change during the Trial.
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19.4  Vraceni materiali. Pokud spole¢nost INC
Research neposkytne jiné pisemné pokyny, vrati
instituce na naklady zadavatele bezodkladné vSechny
materidly dodané INC Research anebo Zadavatelem
pro ucel provadéni hodnoceni spoleCnosti, vcetné
nepouzitych CRF a pfipadné jakéhokoli vybaveni
dodaného zadavatelem. Instituce vrati na ndklady
Zadavatele veskeré nepouzité léky zadavatele nebo
ptipadné placebo podle pisemnych pokynti zadavatele
a/nebo spolecnosti INC Research. V piipadé, ze INC
Research anebo Zadavatel budou pozadovat likvidaci
nepouzitého 1éCiva Zadavatele Instituci, bude stranami
uzavien novy dodatek k této Smlouve

20. V prubéhu provadeéni klinického hodnoceni bude
mit zdravotnické zafizeni platné a ucinné pojisténi
odpovédnosti za Skodu zplsobenou v souvislosti
s poskytovanim zdravotnich sluzeb v souladu se
zakonem ¢&. 372/2011 Sb. o zdravotnich sluzbach,
v platném a uc¢inném znéni.

21. Zékaz ¢innosti, vylouceni a udéleni
koncese. Instituce potvrzuje, ze ji nebyla zakazana
¢innost ani nebylo omezeno provadéni klinického
vyzkumu ani nebude vyuzivat v zadné funkci sluzeb
zadné osoby nebo subjektu, jemuz byla zakazana
¢innost, ¢i bylo omezeno provadéni klinického
vyzkumu podle platnych zakont s ohledem na sluzby,
které maji byt podle této smlouvy poskytovany.
Instituce rovnéz potvrzuje, Ze neporusila zadny platny
zakon ¢i nafizeni o nezdkonnych provizich anebo
zpronevete. Béhem doby platnosti této smlouvy a tfi
roky po jejim ukonceni bude instituce okamzité
pisemné informovat zadavatele a/nebo spole¢nost INC
Research (je-li to mozné, pak do dvou (2) pracovnich
dnli), jestlize bude nutno prohlaSeni v tomto
ustanoveni doplnit ve svétle novych informaci Cci
jestlize se instituce dozvi o jakychkoli podstatnych
otazkach tykajicich se udé€leni své 1ékarské koncese ¢i
u kteréhokoli ze zapojenych vyzkumnych pracovnikt
hodnoceni.  Instituce bude spolupracovat se
zadavatelem a/nebo spolecnosti INC Research, pokud
jde o jakakoli nezbytna odpovidajici opatieni,
a zadavatel a/nebo spolecnost INC Research budou
mit pravo tuto smlouvu okamzité ukoncit, pokud se
béhem hodnoceni zméni kterékoli z prohlaseni v
tomto ¢lanku.
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22. Assignment and Delegation. INC Research may at
any time and upon written notice to Institution assign
this Agreement to any affiliate or successor in interest,
Sponsor and/or another independent contractor
approved by Sponsor in writing without obtaining the
consent of the Institution. None of the rights or
obligations under this Agreement will be assigned or
subcontracted by Institution to another without the
prior written consent of INC Research, Institution and
the new party. Subject to the foregoing, this
Agreement will bind and inure to the benefit of the
successors and permitted assigns of the parties.

23. Survival of Obligations. Obligations relating to
Research Grant, Confidential Information, Inventions,
Records, Publications, Publicity, Debarment and
Exclusion, and Indemnification survive termination of
this Agreement, as do any other provision in this
Agreement or its Attachments that by its nature and
intent remains valid after the term of the Agreement.

24. Entire Agreement. This Agreement contains the
complete understanding of the parties and will, as of
the Effective Date, supersede all other agreements
between the parties concerning the specific Trial.
Notwithstanding  the  foregoing, the  parties
acknowledge that INC Research has entered into a
separate agreement with the Principal Investigator for
the conduct of the Trial as set forth in Section 1.1 of
this Agreement. In the event of conflict between this
Agreement and the agreement with the Principal
Investigator, the order of priority shall be as follows:
(1) this Agreement; (2) Principal Investigator
agreement. This Agreement may only be extended,
renewed or otherwise amended in writing, by the
mutual consent of the parties. No waiver of any term,
provision or condition of this Agreement, or breach
thereof, whether by conduct or otherwise, in any one or
more instances will be deemed to be or construed as a
further or continuing waiver of any such term,
provision or condition, or any prior, contemporaneous
or subsequent breach thereof, of any other term,
provision or condition of this Agreement whether of a
same or different nature.

25. Conflict with Attachments. To the extent that
terms or provisions of this Agreement conflict with the

I 2056-2012 Czech

CL02_CTA_Institution__Spo...

Republic_Synageva LAL-

Confidential / Davérné

22. Postoupeni a delegace. Spole¢nost INC Research
mize kdykoli a na zakladé¢ pisemného oznameni
instituci postoupit tuto smlouvu kterékoli sesterské
spoleCnosti nebo néstupci ve véci, zadavateli anebo
jinému nezdvislému dodavateli schvalenému pisemné
zadavatelem bez ziskdni souhlasu instituce. Instituce
nepostoupi nikomu jinému zadné z prav ani povinnosti
podle této smlouvy ani neuzavie smlouvu se
subdodavatelem bez ptedchoziho pisemného souhlasu
spolecnosti INC Research, instituce a nové strany. S
vyhradou vyse uvedeného bude tato smlouva vazat
vSechny pravni nastupce apovolené nabyvatele
smluvnich stran a vstoupi v platnost v jejich prospéch.

23. Pretrvani  zivazkli. Zavazky tykajici se
vyzkumného grantu, divérnych informaci, vynalezu,
zaznamu, publikaci, propagace, zakazu Ccinnosti a
vylouceni a odSkodnéni ptetrvaji ukonceni platnosti
této smlouvy, stejné tak jako dalSi ustanoveni v této
smlouvé ¢i jejich pfilohach, které svou povahou a
zamérem zustavaji platnymi po skonceni doby
platnosti této smlouvy.

24. Uplna dohoda. Tato smlouva obsahuje uplnou
dohodu stran a nahradi ke dni G¢innosti veskeré dalsi
dohody mezi stranami tykajici se konkrétniho
hodnoceni. Bez ohledu na vySe uvedené berou
smluvni strany na védomi, Ze spolecnost INC
Research uzaviela samostatnou smlouvu s hlavnim
zkousSejicim na provadéni hodnoceni, jak je uvedeno
v ¢lanku 1.1 této smlouvy. V piipadé rozporu mezi
touto smlouvou a smlouvou s hlavnim zkousejicim
bude potadi priorit nasledujici: (1) tato smlouva; (2)
smlouva s hlavnim zkousejicim. Tato smlouva mutze
byt prodlouzena, obnovena ¢i jinak zménéna pouze
pisemné na zakladé¢ vzajemného souhlasu stran.
Z4dné vzdani se jakékoli podminky ¢&i ustanoveni této
smlouvy ¢i jejich poruseni, at’ jiz na zaklad¢é jednani
nebo jinak, v zddném jediném ani vice ptipadech
nebude povazovano za dalsi ¢i trvalé vzdani se
jakékoli takové podminky ¢i ustanoveni ani Zadného
predchoziho, soucasného ¢i pozdéjsiho poruseni
jakékoli podminky ¢i ustanoveni této smlouvy, at’ jiz
stejné ¢i odlisné povahy, ani tak nebude vykladano.

25. Rozpor s ptilohami. V rozsahu, v némz jsou
podminky ¢i ustanoveni této smlouvy v rozporu s
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terms and provisions of the Protocol, the terms and
provisions of this Agreement will control as to legal
and business matters, and the terms and provisions of
the Protocol will control as to technical research and
scientific matters unless expressly agreed in writing
between the parties.

26. Relationship of the Parties. The relationship of
Institution to Sponsor and INC Research is one of
independent contractor and not one of partnership,
agent and principal, employee and employer, joint
venture, or otherwise.

27. Force Majeure. Neither party will be liable for
delay in performing or failure to perform obligations
under this Agreement if such delay or failure results
from circumstances such as any act of God,
governmental action, accident, strike, terrorism,
bioterrorism, lock-out or other form of industrial action
or other similar causes outside its reasonable control
and without fault or negligence of such party and will
promptly notify the other party (“Force Majeure”).
Any incident of Force Majeure will not constitute a
breach of this Agreement and the time for performance
will be extended accordingly; however, if it persists for
more than thirty (30) days, then the parties may enter
into discussions with a view to alleviating its effects
and, if possible, agreeing on such alternative
arrangements as may be reasonable in all of the
circumstances. Subject to the terms of Section 13.3(a),
the Institution is not responsible for any loss or
destruction of the Data caused by force majeure that
given the timing of the Force Majeure event the
Institution has been prevented from properly storing
recently collected Data.

28. Notices. All notices required under this Agreement
will be in writing and be deemed to have been given
when hand delivered, sent by overnight courier or
certified mail, as follows, provided that all urgent
matters, such as safety reports, will be promptly
communicated via telephone, and confirmed in writing:

SPONSOR:
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podminkami ¢i ustanovenimi protokolu, budou
rozhodujici podminky a ustanoveni této smlouvy,
pokud jde o pravni a obchodni zalezitosti, a podminky
a ustanoveni protokolu budou rozhodujici v
technickych vyzkumnych a védeckych zalezitostech,
neni-li stranami vyslovné pisemné dohodnuto néco
jiného.

26. Vztah stran. Vztah instituce k zadavateli a ke
spolecnosti INC Research je vztahem nezavislého
dodavatele, a nikoli vztahem partnerdi, zmocnénce a
zmocnitele, zaméstnance a zaméstnavatele, spoleCnym
podnikem nebo jinym podobnym vztahem.

27. Vy&&i moc. Zadna ze stran nebude zodpovédna za
opozdéné plnéni nebo nesplnéni zivazkl podle této
smlouvy, jestlize takovéto zpozdéni ¢i nesplnéni je
disledkem okolnosti, jako je jakadkoli vys$§i moc,
vladni  opatfeni, nehoda, stavka, terorismus,
bioterorismus, vyluky ¢i jina forma protestnich akci
zaméstnanct nebo podobné pficiny, které se vymykaji
pfiméfené kontrole a nastaly bez zavinéni takovéto
strany ¢i jeji nedbalosti a budou bezodkladné
oznameny druhé strané (dale jen ,,vy$§i moc*).
Jakykoli ptipad vy$s§i moci nebude zakladat porusSeni
této smlouvy a lhita pro plnéni bude odpovidajicim
zpusobem prodlouzena; jestlize vSak pretrvava déle
nez tficet (30) dnti, mohou strany vstoupit v jednani za
ucelem zmirnéni jejich dopadid, a je-li to mozné,
domluvy na takovych alternativnich tpravach, které
mohou byt pfimétené za veskerych danych okolnosti.
V souladu s podminkami ¢lanku 13.3 (a) Instituce
nenese odpovédnost za ztratu nebo znieni zdznamul
zpusobenou okolnostmi vyssi moci, pokud vzhledem
k naCasovani udalosti vys$§i moci bylo Instituci
znemoznéno vhodné uskladnit nedavno shromazdéné
udaje.

28. Oznameni. Veskerd oznameni vyzadovana podle
této smlouvy budou pisemna a budou povazovana za
dorucena, jestlize budou dorucena osobné, zaslana
kuryrem s doru¢enim do druhého dne nebo
doporucenou postou za predpokladu, ze veSkeré
urgentni  zalezitosti, jako jsou zpravy ohledné
bezpecnosti, budou bezodkladné sdéleny telefonicky a
potvrzeny pisemné:

ZADAVATELI:

LAL-CLO2 Clinical Trial Agreement Template / LAL-CL02
Vzor smlouvy o provedeni klinického hodnoceni

Page 22 / Strana 22



muor. I

29.

30.

31.

I 2056-2012

Synageva BioPharma Corp.
33 Hayden Avenue
Lexington, MA 02421 USA
Attentio

With a copy to:

INC Research, LLC

3201 Beechleaf Court, Suite 600
Raleigh, NC 27604-1547
Attention:

INSTITUTION:

Vseobecna fakultni nemocnice
U Nemocnice 2

128 08 Praha 2

Czech Republic

Language. This Agreement is made in English
and Czech language versions. In case of any
discrepancy between the two versions, the
Czech version of this Agreement will prevail.

Counterparts and Signatures. This Agreement
may be executed in one or more counterparts,
each of which will be deemed an original, and
all of which together will be deemed to be one
and the same instrument. Signatures of the
persons authorized to act on behalf of the party
to this Agreement shall be made by hand.

Parties hereby jointly declare that Trial under
this Agreement (i) does not represent or
establish any obligation of the
Institution/Principal Investigator to buy or
consume any medicinal products (medical
devices) from INC Research or the Sponsor,
and (ii)) does not influence Institution’s or
Principal Investigator’s decision about buying
any medicinal products (medical devices) from
INC Research or Sponsor, and (iii) shall not

Czech Republic_Synageva LAL-
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29.

30.

31.

Synageva BioPharma Corp.
33 Hayden Avenue
Lexington, MA 02421 USA
K rukam:

S kopii na adresu:INC Research, LLC
3201 Beechleaf Court, Suite 600
Raleigh, NC 27604-1547

K rukdm:

INSTITUCI:

VSeobecna fakultni nemocnice
U Nemocnice 2

128 08 Praha 2

Czech Republic

Jazyk. Tato smlouva je vyhotovena v anglické
a Ceské jazykové verzi. V pfipad¢ jakychkoli
nesrovnalosti ma prednost Ceska verze této
smlouvy.

Vvhotoveni a podpisy. Tato smlouva muize
byt vyhotovena v jednom nebo vice
vyhotovenich, pficemz kazdé¢ z nich bude
povazovano za origindl a spole¢n¢ budou
povazovany za jednu atutéz listinu. Ke
smlouvé musi byt pfipojeny vlastnorucni
podpis osoby opravnéné jednat za smluvni
stranu.

Smluvni strany shodné prohlaSuji, ze
hodnoceni dle této Smlouvy (i) nepiedstavuje
ani nezakladda povinnost Instituce anebo
Zkousejiciho kupovat ¢i odebirat jakékoliv
1é¢ivé pripravky (zdravotnické prostredky) od
spole¢nosti INC Research nebo Zadavatele, a
(i) nema vliv na pfipadné rozhodovani
Instituce ¢i ZkouSejicitho ohledné potizeni
1é¢ivych pripravka (zdravotnickych
prostiedkil) od spolecnosti INC Research nebo

LAL-CLO2 Clinical Trial Agreement Template / LAL-CL02
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influence any existing or potential contractual Zadavatele, a (iii)neovlivni existujici nebo
relations between INC Research, Sponsor and budouci smluvni vztahy mezi spole¢nosti INC
Institution. Research, Zadavatelem a Instituci.

Signature Page Follows Nasleduje stranka s podpisy

I 2056-2012 Czech Republic_Synageva LAL- LAL-CLO02 Clinical Trial Agreement Template / LAL-CL02
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Agreed to and Accepted:

SYNAGEVA BIOPHARMA CORP.

By: INC RESEARCH UK LIMITED

By:

Signature

Acting under Power of Attorney

In Prague, 10" September, 2013

INC RESEARCH UK LIMITED

By:

Siﬁnature

Acting under Power of Attorney

In Prague, 10" September 2013

INSTITUTION

By:

Signature

—

In Prague, 10" September 2013

I 2056-2012 Czech Republic_Synageva LAL-
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Odsouhlaseno a prijato:
SYNAGEVA BIOPHARMA CORP.
Podepsal/a: INC RESEARCH UK LIMITED

Podepsal/a:
Podpis

Jednajici na zdklade plné moci

V Praze, dne 10.9.2013

INC RESEARCH UK LIMITED

Podepsal/a:
Podpis

Jednajici na zakladé plné moci

V Praze, dne 10.9.2013

INSTITUCE

Podepsal/a:
Podpis

F

V Praze dne 11.9.2013

LAL-CLO2 Clinical Trial Agreement Template / LAL-CL02
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Investigator’s acknowledgment

Me, _, Principal Investigator of

this Trial, hereby declares that I have been
acknowledged with Protocol and all documents handed
over by the Sponsor or INC Research for the purposes
of the Trial conduct. I have been acknowledged with
the Agreement concluded between Sponsor, INC
Research and VSeobecna fakultni nemocnice v Praze
and I undertake to comply with all obligations of the
Principal Investigator set forth herein and the
obligations of the principal investigator arising out of
Good Clinical Practice.

By:

Siinature

In Prague, 10" September 2013

I 2056-2012 Czech

CL02_CTA_Institution__Spo...
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Prohlaseni hlavniho zkousSejiciho

7. - zkouscjici tohoto

hodnoceni, timto potvrzuji, Ze jsem se sezndmila s
protokolem a vSemi dokumenty piedanymi
zadavatelem nebo spole¢nosti INC Research k
provedeni hodnoceni. Byla jsem seznamena se
smlouvou uzavienou mezi Zadavatelem, INC
Research a Vseobecnou fakultni nemocnici v Praze a
budu dodrzovat povinnosti v ni stanovené¢ hlavnimu
zkousejicimu a téZ povinnosti vyplyvajici pro
zkousejiciho ze Spravné klinické praxe.

Podepsal/a:
Podpis

V Praze dne 11.9.2013

LAL-CLO2 Clinical Trial Agreement Template / LAL-CL02
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Attachment A
Protocol

The clinical Trial to be performed pursuant to this
Agreement shall be that set forth in the Protocol dated
20 July 2012 and incorporated into this Agreement
attached hereto by reference in addition to all current
and future amendments thereto, which is incorporated
into this Agreement by reference and entitled:

Protocol # LAL-CL02

Confidential / Davérné

Priloha A
Protokol

Klinické hodnoceni, které ma byt podle této smlouvy
provadéno, bude popsano v protokolu ze dne
20. Cervence 2012 zaclenéného odkazem do této
smlouvy, ktera je k tomuto dokumentu pftilozena,
navic ke vSem stavajicim a budoucim dodatkim
tohoto dokumentu, ktery je do této smlouvy zaclenén
odkazem a nazvan:

Protokol ¢. LAL-CLO02 ,

I 2056-2012 Czech
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ATTACHMENT B

RESEARCH GRANT PAYMENT TERMS

General Terms. Institution will be paid the per
patient grant amount as outlined on
Attachment C (Research Grant Worksheet) per
Trial Subject properly enrolled in the Trial.
This amount constitutes the full compensation
for the work to be completed by the Institution,
including all work and care specified in the
Protocol for the Trial, along with all overhead
and administrative services, including, but not
limited to, laboratory, pharmacy (or other third
parties) and ancillary service charges.
Notwithstanding the foregoing, the parties
acknowledge and agree that INC Research
shall enter into a separate agreement with
Principal Investigator and Trial personnel
governing payment to Principal Investigator by
INC Research for services rendered by
Principal Investigator in the conduct of the
Trial as set forth in Section 1.1 of this
Agreement. Institution shall not provide or
receive compensation from the Principal
Investigator in connection with the conduct of
this Trial. No compensation will be available
for Trial Subjects enrolled or continuing in the
Trial in violation of the Protocol.

Payment Terms. Research grant payments for
each Trial Subject will be made quarterly
(calendar quater) in Czech Crowns (CZK)
and will be based on CRFs verified by INC
Research. Payments will be made for
completed wvisits in accordance  with
Attachment C (Research Grant Worksheet),
unless otherwise noted in the Agreement.

Payments are without VAT. VAT shall
be added at the rate valid upon a day, when
invoice is issued by the Institution. Payments
shall be made based in Institution’s invoice in

accordance  with  supporting documents

Czech Republic_Synageva LAL-
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B-2.

PRILOHA B

PLATEBNI PODMINKY VYZKUMNEHO

GRANTU

Obecné podminky. Instituci budou zaplaceny
Castky grantli na pacienta, jak je popsano v
ptiloze C (Vykaz vyzkumného grantu), za
kazdy subjekt hodnoceni fadné zatazeny do
hodnoceni. Tato castka predstavuje uplnou
uhradu za praci, kterda ma byt instituci
provedena, vcetné veSkeré prace a péce
specifikované v protokolu pro hodnoceni spolu
se vSemi rezijnimi naklady a administrativnimi
sluzbami, vcetn¢ mimo jiné poplatki za
laboratorni, lékarenské (nebo sluzby jinych
tretich stran) a pomocné sluzby. Nehledé¢ na
vyse uvedené strany uznavaji a souhlasi s tim,
7ze spoleCnost INC Research uzavie
samostatnou smlouvu s hlavnim zkousejicim a
¢leny studijniho tymu, podle které se budou
fidit platby spole¢nosti INC Research
hlavnimu zkousSejicimu za sluzby poskytnuté
hlavnim zkousSejicim pfi provadéni klinického
hodnoceni, jak je uvedeno v ¢astil.1 této
smlouvy. Instituce neposkytne ani neobdrzi
uhradu od hlavniho zkousejiciho v souvislosti
s vedenim tohoto klinického hodnoceni.
Nebude poskytnuta z4dnd thrada za subjekty
hodnoceni  zafazené nebo  pokracujici
v hodnoceni v rozporu s protokolem.

Platebni podminky. Platby vyzkumnych granti
za kazdy subjekt hodnoceni budou provadény
Ctvrtletné  (kalendaini Ctvrtleti) v €eskych
Korunach a budou vychazet ze zdznami CRF
ovéfenych spolecnosti INC Research. Platby
budou provadény za provedené navstévy podle
Prilohy C (Vykaz vyzkumného grantu), pokud
nebude ve smlouvé uvedeno jinak.

Platba je bez DPH. DPH bude
pfipoctena podle platné pravni upravy v den
fakturace zdravotnickym zafizenim. Platby
budou provedeny na zakladé faktury Instituce

podle zaslanych podkladi od hlavniho

LAL-CLO2 Clinical Trial Agreement Template / LAL-CL02
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delivered by the Principal Investigator to INC
Research; the Institution is entitled to issue an
invoice after the end of calendar quarter.
Invoice due date is forty-five (45) days
following a date of the invoice issuance by the
Institution. Supporting documentation for
invoicing shall be send on the address:
Odd¢leni klinického hodnoceni a vyzkumu, U
nemocnice 2, Praha 2, 128 08, Czech
Republic,

Non-Procedural Costs. Institution will be paid
for additional non-procedural costs that are
pre-approved by Sponsor, as set forth in
Attachment C. To request payment for such
costs, Institution will remit an itemized invoice
to Sponsor or its designee with documentation
and receipts substantiating agreed-upon pass-
through expenses. Any non-procedural pass-
through expenses will be invoiced only in the
amount actually incurred with no mark-up, up
to the maximum amounts shown in
Attachment C.

Patient Travel Reimbursement — Institution
will be paid for patient travel reimbursement in
the amount equivalent to the real travel costs
of the clinical subjects as evidenced by the
respective travel documents; all based on the
invoice due thirty (30) days following a date of
its issuance and dispatched by the Institution to
INC Research. After receiving payment
Institution will reimburse clinical subjects for
their travel costs always based on supporting
documents delivered by Principal Investigator
and approved by INC Research; such
documents shall be delivered to Oddéleni
klinického hodnoceni a vyzkumu, U
nemocnice 2, Praha 2, 128 08, Ceska
republika-

Final Payment. At the conclusion of the Trial,
all CRFs and Trial-related documents will be
promptly made available for Sponsor review.

Czech Republic_Synageva LAL-
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B-4.

zkousejiciho, pficemz fakturu je Instituce
opravnéna vystavit po uplynuti pfislusného
kalendainiho ¢tvrtleti. Splatnost faktury je
Ctyficet-pét(45) dnd od.vystaveni faktury
Instituci Podklady pro fakturaci a veskera
ozndmeni zdravotnickému zafizeni budou
zaslany na adresu:  Oddéleni klinického
hodnoceni a vyzkumu, U nemocnice 2, Praha
2, 128 08, Ceské republika-

Jiné nez proceduralni naklady. Instituci budou

placeny dalsi jiné nez proceduralni néaklady,
které jsou zadavatelem ptedem schvalené, jak
je uvedeno v priloze C. Aby si instituce
vyzadala platbu za takovéto naklady, predlozi
zadavateli nebo jeho povéfenému zastupci
fakturu podrobn¢ uvadégjici polozky spolu s
dokumentaci a stvrzenkami od@vodnujicimi
dohodnuté pribézné vydaje. Veskeré jiné nez
proceduradlni  pribézné¢  vydaje  budou
fakturovany pouze ve vySi vydaju skutecné
vzniklych az do maximalni ¢astky uvedené v
ptiloze C bez zadného navyseni ceny.

Cestovni nahrady subjekti hodnoceni -
Instituci budou uhrazeny cestovni naklady
subjektti hodnoceni a to ve vysi odpovidajici
skuteén¢ vynaloZzenym cestovnim nakladim
subjekti hodnoceni dolozenych pfislusnymi
uctenkami a to na zaklad€ faktury splatné do
tiiceti (30) dni ode dne jejiho vystaveni
Instituci a odeslani INC Research. Po obdrzeni
platby Instituce proplati cestovni naklady
jednotlivym subjektim hodnoceni a to vzdy
na zakladé¢ podkladl piredlozenych hlavnim
zkousejicim a schvélenych INC Research; tyto

podklady budou piedlozeny  Oddéleni
klinického hodnoceni a vyzkumu, U
nemocnice 2, Praha 2, 128 08, Ceska

republika-

Koneéna platba. Po ukonceni hodnoceni budou
vSechny CRF a dokumenty vztahujici se k
hodnoceni bezodkladné dany k dispozici

LAL-CLO2 Clinical Trial Agreement Template / LAL-CL02
Vzor smlouvy o provedeni klinického hodnoceni


mailto:jana.ulbrikova@vfn.cz
mailto:jana.ulbrikova@vfn.cz

muor. I

B-5.

I 2056-2012

The final payment will be paid once: all CRFs
have been completed and received; data
queries have been satisfied; all Sponsor Drug
is returned; and all close out issues are
resolved and procedures completed.  All
queries must be resolved within five (5)
business days of receipt by Institution any time
during the Trial. Sponsor or its designee will
perform final reconciliation of all payments
made to date against total amount due. Based
on Institution’s invoice INC Research will pay
Institution amounts remaining unpaid, if any.
Invoice, which Institution is entitled to issue
after completion of its obligations above, shall
be due within 45 days following invoice
issuance by the Institution:. Institution will
without undue delay reimburse INC Research:
(i) amounts overpaid, and/or (ii) any prepaid
funds that Institution has not earned in
accordance with the Agreement, within thirty
(30) days of notification by Sponsor or INC
Research.

Screen Failures. For Trial Subjects that are
determined by INC Research and/or Sponsor
to be Screen Failures (as defined below),
payee will be reimbursed the full cost of the
screening visit, as set forth in Attachment C,
per each such Screen Failure. To be eligible
for reimbursement of such screening activity,
Institution must: (i) submit to INC Research
completed screening CRF pages and any
additional information, which will be
requested by INC Research by latest during
CRF control to appropriately document the
subject screening procedures, (ii) employ
reasonable screening procedures and processes
as per protocol to ensure that only appropriate
Trial Subjects are entered into the screening
process, and (iii) have proper documentation
available for wverification, if requested.
Sponsor and/or INC Research have the right to
reduce or cease the screening failure payments,
in their sole discretion, upon their review of
the documentation relating to the Trial
Subjects entered into screening and the
screening procedures performed. Furthermore,

Czech Republic_Synageva LAL-
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zadavateli ke kontrole. Konecna platba bude
zaplacena, jakmile budou vyplnény a piijaty
vSsechny zaznamy CRF, budou uspokojeny
dotazy ohledné dat, budou vraceny vSechny
léky zadavatele a veSkeré problémy pfi
ukonceni studie budou vyfeSeny a vykony
budou dokonceny Vsechny dotazy musi byt
vyteSeny do péti (5) pracovnich dnt od jejich
ptijeti instituci kdykoli v pribéhu hodnoceni.
Zadavatel nebo jeho povefeny zastupce
provede koneCnou dokladovou inventuru
vSech plateb provedenych viici celkové splatné
castce. INC Research zaplati Instituci na
zaklad¢ faktury Instituce castky, které ztstaly
nezaplacené, paklize takové existuji. Faktura,
kterou je Instituce opravnéna vystavit po
splnéni povinnosti vyse, je splatna do 45 dnt
ode dne vystaveni faktury Instituci. Instituce
bez odkladu uhradi spolecnosti INC Research:
(i) preplacené castky a/mebo (ii) jakékoliv
Castky placené zalohové predem, na které
instituci nevznikl narok podle smlouvy, a to do
tficeti (30) dnii po oznameni zadavatelem nebo
spole¢nosti INC Research.

Neuspésny screening. Za subjekty hodnoceni,
které budou spolecnosti INC Research anebo
Zadavatelem vyhodnoceny jako netspesny
screening (jak je definovan nize), bude
prijemci pln€ uhrazena screeningova navstéva,
jak je uvedeno v Piiloze C, za kazdy takovy
neuspésny screening. Aby mohla byt instituci
uhrazena takova screeningova  aktivita,
instituce musi: (i) predlozit spole¢nosti INC
Research vyplnéné screeningové zaznamy
CRF a vSechny dalsi udaje, které bude
spole¢nost INC Research pozadovat k tadné
dokumentaci  screeningovych  postupti u
subjektu nejpozdéji pii kontrole poskytnutych
CRF, (ii) pouzit piiméfené screeningové
postupy a procesy dle protokolu, aby bylo
zajisténo, ze do procesu screeningu vstoupi
pouze vhodné subjekty hodnoceni, a (iii) na
vyzadani mit k dispozici fadnou dokumentaci
pro overeni. Zadavatel nebo spolecnost INC
Research maji podle svého vyluéného
rozhodnuti pravo snizit nebo ukongit platby za
neuspéSny  screening  po zhodnoceni
dokumentace subjekti  hodnoceni, které
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such payments will be subject to Sponsor
and/or INC Research approval and the other
terms and conditions, if any, set forth herein
Reimbursement is contingent upon the site
monitor or Sponsor designee verifying
completion of CRFs for such Screen Failure.
Such control cannot be unreasonably delayed.
Payments for screen failures shall be made
together with quarterly payments for
completed subject’s visits. A “Screen Failure”
refers to a Trial Subject who has signed the
informed consent form but failed to meet the
inclusion/exclusion  criteria  during the
screening phase or who has signed the
informed  consent form, meets the
inclusion/exclusion criteria, but who was not
randomized. No payment will be made for
Trial Subjects, if any, who are screened
contrary to requirements specified by the
Protocol.

Necessary Procedures. In addition to the above
the Institution will be reimbursed for valid
necessary visits and procedures. Payment for
any necessary procedure due to patient safety
will be reimbursed at the agreed upon unit cost
in the budget and will require a separate
invoice with documentation for the medical
necessity of the procedure. Where practicable,
Sponsor's prior written consent will be
obtained, unless it will compromise the
integrity of the Trial or affect Trial Subject
safety, in which case Sponsor will be notified
as soon as practicable after the fact.

Payee. The research grant payments will be
made to the following payee and address:

Payee Name: VSeobecna fakultni nemocnice v
Praze

Payee Address: U Nemocnice 2 /499, 128 08
Praha 2, Czech Republic

Payee Tax Identification Number: CZ 00064
165

Bank details:
Account No.:
Variable symbol (sort code):
IBAN:

Czech
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vstoupily do screeningu, a provedenych
screeningovych postupl. Tyto platby budou
navic podléhat schvaleni zadavatele nebo
spolecnosti INC Research a pfipadné dal$im
zde uvedenym podminkam. Uhrada je
podminéna kontrolou provedenou monitorem
nebo zadavatelem, Ze byl pro nelspésny
screening vyplnén zdznam CRF. Tato kontrola
nebude bezdivodné oddalovana. Platby za
nelspéSny  screening budou  provedeny
spolecné s Ctvrtletnimi platbami za navstévy
subjekti hodnoceni. ,,Neuspésny screening
znamena subjekt hodnoceni, ktery podepsal
informovany souhlas, ale nesplnil bchem

screeningového obdobi kritéria pro
zafazeni/vylouceni, nebo ktery podepsal
informovany souhlas, splnil kritéria pro

zafazeni/vylouceni, ale nebyl randomizovan.
Nebudou provedeny platby za ptipadné
subjekty hodnoceni, u kterych neprobehl
screening zpusobem stanovenym v protokolu.

Nezbytné postupy. Kromé vyse uvedencho,
budou Instituci dale proplaceny nezbytné
navstévy a postupy. Platba za nezbytny postup
z divodu bezpecnosti pacienta bude
proplacena v dohodnuté jednotkové cené dle
rozpoctu a bude vyzadovat zvlastni fakturu
spolu s dokumentaci zdravotni nezbytnosti
postupu. Bude-li to proveditelné, bude ziskan
predchozi pisemny souhlas zadavatele, pokud
to neohrozi celistvost hodnoceni nebo
bezpecnost subjektu hodnoceni, v kterémzto
pripadé bude zadavatel informovan
o skutecnosti co nejdrive.

Piijemce. Platby vyzkumnych granti budou
provadény nasledujicimu piijemci platby a na
nasledujici adresu:

Jméno pfijemce platby: VSeobecna fakultni
nemocnice v Praze

Adresa piijemce platby: U Nemocnice 2 / 499,
128 08 Praha 2, Ceska republika

DIC piijemce platby: CZ 00064 165

Bankovni spojeni:
Cislo étu:
Specificky symbol:
IBAN:
Nézev banky: Komerc¢ni banka a.s.
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Bank name: Komer¢ni banka a.s.
Bank address: Namésti Miru, Italskd 2, Praha
2

120 02 Czech Republic
swiFT piC:
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Adresa banky: Namésti Miru, Italska 2, Praha
2

120 02 Ceska republika
SWIFT Code: IR

B-8.  Invoices. All invoices must be forwarded to B-8.  Faktury. VSechny faktury musi byt zaslany dle
the following as instructed: pokynt na nasledujici adresy:
Attn. Grants Department Attn. Grants Department
INC Research Limited INC Research Limited
Riverview the Meadows Business Park Station Riverview the Meadows Business Park Station
Approach Approach
Blackwater Blackwater
Camberley Camberley
Surrey Surrey
GU17 9AB, UK GU17 9AB, Spojené kralovstvi
Re: Project Code Véc: Kod projektu
Institution will not receive any payments for Instituce neobdrzi zadné platby za pribézné
pass through expenses whereby Institution has vydaje, pokud neptedlozila faktura podplrné
failed to produce a valid invoices and other doklady jasné¢ dokazujici, ze vydaje byly
supporting documentation clearly skute¢né, priméfené a ovéfitelné co do vyse
substantiating that the expenditures were predlozené k ndhrade.
actual, reasonable, and verifiable in the
amount submitted for compensation.
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ATTACHMENT C ) ’PRiLOHA C
RESEARCH GRANT WORKSHEET VYKAZ VYZKUMNEHO GRANTU
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