CLINICAL TRIAL AGREEMENT
Protocol # AP24534-15-303

This Clinical Trial Agreement (“Agreement”)
between

ARIAD Pharmaceuticals, Inc., with a
place of business at 26 Landsdowne

Street, Cambridge, MA 02139 USA
(“Sponsor™)
and

Fakultni nemocnice Hradec Kralové,
with a place of business at Sokolska 581,
500 05 Hradec Krilové — Novy Hradec
Kralové, Czech Republic, DIC:
CZ00179906 (“Institution”)

and

I i o
place of business at IV. Clinic of Internal
Hematology, = Fakultni  nemocnice
Hradec Kralové, Sokolskd 581, 500 05
Hradec Kralové — Novy Hradec Kralové,
Czech Republic (“Principal Investigator”)

when signed by all parties, is effective as of date
of last signature.

Sponsor wishes to support a multi-center clinical
trial, (the “Trial”) of [AP24534] (the
“Investigational Drug”) versus [Nilotinib] (as
provided pursuant to this Agreement, the
“Comparator Drug”) (the Investigational Drug
and the Comparator Drug, together, the “Study
Drug”) pursuant to Sponsor’s Protocol #
AP24534-15-303, and entitled “A Randomized,
Open-label Study of Ponatinib Versus
Nilotinib in Patients with Chronic Myeloid
Leukemia in Chronic Phase Following
Resistance to Imatinib” (as currently in effect
and subsequently amended, and incorporated by
reference herein, “Protocol”) to be conducted at
Institution and to involve Trial Subjects.

By separate agreement, Sponsor has engaged INC
RESEARCH, LLC, contract research
organization, with a principal place of business in
the United States at 3201 Beechleaf Court, Suite
600, Raleigh, NC 27604-1547 USA and its

SMLOUVA O PROVEDENI ,KLINICKEHO
HODNOCENI
Protokol ¢. # AP24534-15-303

Smlouva o provedeni klinického hodnoceni (déle
jen ,,smlouva‘) mezi

spoleCnosti ARIAD Pharmaceuticals,
Inc., se sidlem 26 Landsdowne Street,
Cambridge, MA 02139 USA
(,,zadavatel*)

a

Fakultni nemocnice Hradec Kralové se
sidlem v Sokolska 581, 500 05 Hradec
Krilové — Novy Hradec Krélové, Ceska
republika, DIC: CZ00179906 (d4le jen
,,Poskytovatel*)

a

I, s mistem

vykonu priace IV. interni hematologicka
klinika ~ Fakultni nemocnice Hradec
Kralové, Sokolska 581, 500 05 Hradec
Krilové — Novy Hradec Krélové, Ceskd
republika (dale jen ,,hlavni zkouSejici*)

nabyva ucinnosti od data posledniho podpisu, je-li
podepsédna vSemi stranami.

Zadavatel si preje podporovat multicentrické
klinické hodnoceni (ddle jen ,Klinické
hodnoceni*) [AP24534] (déle jen ,,Hodnocené
1é¢ivo*) oproti [Nilotinibu] (jak je uvedeno
v souladu s touto smlouvou ,,Srovnavaci lé¢ivo*)
(Hodnocené 1é¢ivo a Srovnavaci 1é¢ivo spolecné
»tudijni 1é¢ivo*) podle Protokolu zadavatele ¢.
AP24534-15-303 s nizvem “Randomizovana,
oteviena studie hodnotici lé¢bu ponatinibem
oproti nilotinibu u pacienti s chronickou
myeloidni leukémii v chronické fazi po
rezistenci k imatinibu”, (ve stdvajicim platném
znéni, popt. ve znéni pozdéjsich dodatku, ktery je
na zaklad€ odkazu soucasti této Dohody, dile jen
LProtokol“) které se bude provadét u
Poskytovatele a bude =zahrnovat subjekty
klinického hodnoceni.

Na zdkladé samostatné smlouvy si Zadavatel najal
spolec¢nost INC RESEARCH, LLC, vyzkumnou
smluvni organizaci se sidlem ve Spojenych
statech, 3201 Beechleaf Court, Suite 600, Raleigh,
NC 27604-1547 USA a jeji pobocky a dcefiné



affiliates and subsidiaries, and especially INC

Research UK  Limited

(hereinafter "INC

Research") acting as an independent contractor,
to act on behalf of Sponsor for the purposes of
transferring certain obligations in connection to
this Agreement, said obligations including, but
not limited to negotiations of the Agreement and

payment

administration of grant

amounts,

described hereunder.

The estimated study duration il

The parties agree as follows:

1.

Investigators and Research Staff.

1.1

1.2

1.3

Principal Investigator. The
Principal Investigator will be
responsible for the direction of
the Trial in accordance with
applicable Institution policies.

Subinvestigators and
Collaborators.  Institution and
Principal Investigator will ensure
that only individuals who are
appropriately trained and
qualified assist in the conduct of
the Trial as subinvestigators or
Collaborators.

Obligations of Institution and
Principal Investigator. Institution
and Principal Investigator are
responsible to  Sponsor for
compliance by all Trial personnel
with the terms of this Agreement.

Institution and Principal
Investigator will ensure that any
personnel who assist in the

conduct of the Trial are informed
of and agree to abide by all terms
of this Agreement applicable to
the activities they perform.
Institution will determine which

of the obligations in this
Agreement it will delegate to
Principal Investigator.
Institution and Principal

Investigator will assume all those
responsibilities assigned under all
applicable laws, especially Act.
No. 378/2007 Coll.

spole¢nosti, zvlaste¢ INC Research UK Limited
(dale ,,INC Research”) a smluvni vyzkumnou
organizaci, jako nezdvislou smluvni stranu, aby
zadavatele zastupovala pro ucely pirevedeni
urcitych zavazkl v souvislosti s touto smlouvou.
Doty€né zdvazky mj. zahrnuji projednavéni této
smlouvy a spravu uhrady financnich castek,
popsané v této smlouve.

Predpokladand délka trvani klinického hodnoceni

Strany se dohodly nasledovné:

1. Zkousejici a vyzkumny tym.

1.1

1.2

1.3

Hlavni zkousSejici. Hlavni
zkousejici bude odpoveédny za
vedeni klinického hodnoceni v
souladu s platnymi predpisy
Poskytovatele.

Spoluzkousejici a spolupracujici

osoby. Poskytovatel a hlavni
zkouSejici zajisti, Ze se na

klinickém hodnoceni budou jako
spoluzkousejici a spolupracujici
osoby podilet pouze ty osoby,
které jsou ndlezit¢ vySkoleny a
maji pfislusnou kvalifikaci.

Povinnosti Poskytovatele a
hlavniho zkouSejiciho.
Poskytovatel a hlavni zkousSejici
ru¢i zadavateli za to, Ze vSichni
pracovnici zapojeni do klinického
hodnoceni budou  dodrZovat
podminky této smlouvy.
Poskytovatel a hlavni zkousSejici
zajisti, aby vSichni pracovnici,
kteti se podileji na provadéni
klinického  hodnoceni,  byly
seznameni se vSemi podminkami
této smlouvy tykajicimi se
¢innosti, které provadéji, a aby
tyto podminky dodrZovali.
Poskytovatel stanovi, kterymi
povinnostmi v této smlouvé
poveii  hlavniho  zkousSejiciho.
Poskytovatel a hlavni zkousSejici
pfebiraji  vSechny  povinnosti
vyplyvajici ze vSech platnych
zakonl, zejména zdkona C.




1.4

1.5

1.6

Pharmaceutical Act, Act No.
372/2011 Coll. Health Services
Act, Act No. 101/2000 Coll.
Private Personal Data Act and
Decree No. 226/2008 Coll. On
Good Clinical Practise, 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").

No Substitution. Institution and
Principal Investigator may not
reassign the conduct of the Trial
to a  different  Principal
Investigator without prior written
authorization from Sponsor. Any
replacement Principal
Investigator will be required to
agree to the terms and conditions
of this Agreement in a separate
writing. In the event Sponsor
does not approve a replacement
Principal Investigator, Sponsor
may terminate this Agreement in
accordance with the Termination
provisions below.

Delegation of Duties by Principal
Investigator. Principal
Investigator may delegate duties
and responsibilities to
subinvestigators or Collaborators
only to the extent permitted by
Applicable Law governing the
Trial conduct, as described
below.

Compliance with Institutional
Policies. Principal Investigator
will comply with the policies and
procedures of the organization(s)
with which Principal Investigator
is affiliated, including any
applicable financial policies.
Principal Investigator will notify
Sponsor promptly of any conflict
between the terms of this

1.4

1.5

1.6

378/2007 Sb., o 1é¢ivech, zakona
¢. 372/2011 Sb., o zdravotnich
sluzbach, ¢. 101/2000 Sb., o
ochrané¢ osobnich ddaji a
vyhlasky ¢. 226/2008 Sb. o
spravné klinické praxi, ptedpisi,
smérnic, pokyni a standardl
mimo jiné i vcéetné vSech
ptislusnych pokynii a standardi
sprdvné klinické praxe podle
Mezinarodni konference 0
harmonizaci (L, JICH GCP*) a
vsech platnych zakonu tykajicich
se ditvérnosti informaci, ochrany
osobnich ddaji a zabezpeceni dat
pacienta  (ddle jen ,platny
zakon®).

Vyména. Poskytovatel a hlavni
zkousejici nesmi prevést
provedeni klinického hodnoceni
na jiného hlavniho zkouSejicitho
bez predchoziho pisemného
souhlasu zadavatele. V piipade
vymény bude novy hlavni
zkousejici pozadan, aby potvrdil,
Ze souhlasi s podminkami této
smlouvy formou samostatného
dokumentu. V  piipadé, Ze
zadavatel  nového  hlavniho
zkousejiciho neschvali, mize tuto
smlouvu ukon¢it v souladu s nize
uvedenymi podminkami ukonceni
smlouvy.

Piidéleni  povinnosti  hlavnim
zkouS$ejicim. Hlavni zkouSejici
smi pfidé€lovat pracovni ukoly a
povinnosti spoluzkousejicim nebo
spolupracujicim osobam pouze v
rozsahu, ktery dovoluje platny
zdkon, jimz se fidi provadéni
tohoto klinického hodnoceni, jak
je uvedeno niZe.

DodrZovani internich pfedpisu
Poskytovatele. Hlavni zkouSejici
bude dodrzovat pfedpisy a
postupy organizace/organizaci, s
niZ/nimiZ je svazan, vcetné vSech
platnych internich financnich
predpist.. Hlavni zkousSejici bude
ihned informovat zadavatele o
jakémkoli rozporu mezi
podminkami této smlouvy a




1.7

Protocol.

Agreement and any such policy
or procedure, and the parties will
attempt to reach an appropriate
accommodation.

Prior to initiation of the Trial at
Institution, Principal Investigator
will review the investigator’s
brochure provided by Sponsor
(the “Investigator’s Brochure”)
and complete and provide to
Sponsor a  Statement  of
Investigator (Form FDA 1572)
and the Financial Disclosure
Form provided by Sponsor.
Principal Investigator will update
such forms in accordance with
applicable laws. Principal
Investigator ~ represents  that
Principal Investigator is aware of
and in compliance with conflict
of interest and financial
disclosure  requirements  of
Institution and its IEC (defined
below).

Institution and Principal

Investigator will conduct the Trial in
accordance with the Protocol.

2.1

2.2

Amendments. The Protocol may
be modified only by a written
Amendment, signed by Sponsor,
Institution and the Principal
Investigator. The parties
acknowledge  that  Protocol
Amendments are also subject to
approval by the responsible
Independent Ethics Committee
(“IEC”).

Emergency Amendments. If it is
necessary to change the Protocol
on an emergency basis for the
safety of the Trial Subjects
(hereinafter defined), Institution
and/or Principal Investigator will
notify ~ Sponsor and  the
responsible IEC as soon as
practicable but, in any event, no
later than five working days after
the change is implemented. Any
emergency change to the
Protocol must be followed by a
written Amendment.

1.7

témito pfedpisy nebo postupy a
strany se budou snaZit tyto
rozpory urovnat.

Pred  zahdjenim  klinického
hodnoceni u Poskytovatele si
hlavni  zkouSejici  prostuduje
ptirucku pro zkousejici
poskytnutou zadavatelem (déle
,»piiruc¢ka pro zkousSejici*), vyplni
ProhlaSeni zkousejiciho (formulaf
FDA 1572) a prohldSeni o
finanCnich z4djmech poskytnuté
zadavatelem a tyto zadavateli
poskytne. Hlavni zkouSejici tyto
formuldfe vyplni v souladu s
pfisluSnymi  pfedpisy. Hlavni
zkousejici prohlasuje, ze si je
védom pozadavkd na deklaraci
financnich z4jml a stfetu z4jmi
stanovenych instituci a jeji
etickou komisi (definovanou
dale).

Protokol. Poskytovatel a hlavni zkousejici
provedou klinické hodnoceni v souladu s

protokolem.
2.1 Dodatky. Protokol se smi upravit

2.2

pouze formou pisemného dodatku
podepsaného zadavatelem,
Poskytovatelem a  hlavnim
zkousejicim. Strany berou na
védomi, Ze dodatky k protokolu
podléhaji schvdleni odpovédnou
nezavislou etickou komisi (dile
jen ,,NEK*).

Dodatky v naléhavych piipadech.
Je-li v naléhavém ptipad€¢ nutné
kvali  bezpecnosti subjektl
klinického hodnoceni (podrobny
popis dale v této smlouveé) zmenit
protokol, Poskytovatel a/nebo
hlavni zkousSejici o tom musi
informovat zadavatele a
odpovédnou NEK co mozna
nejdiiv, nejpozdéji vsak do péti
pracovnich dni po zavedeni
zmény. Po jakékoli naléhavé
zmén¢ protokolu musi nédsledovat
pisemny dodatek.




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
and documented as a companion
protocol or an Amendment to the
original  Protocol. Such
prohibited research activities
include analyses of biological
samples from Trial Subjects for
any non-therapeutic purpose.
Any data, results or inventions
generated from any use of the
Study Drug or Confidential
Information not in accordance
with this Agreement will be
solely owned by Sponsor, and
Institution and Principal
Investigator each hereby assigns
and agrees to assign to Sponsor
the sole and exclusive rights to
any and all inventions,
intellectual property rights and
publications rights with respect
thereto.

Independent Ethics Committee (IEC).
Before the Trial is initiated, INC
Research on behalf of the Sponsor will
ensure that both the Trial and the
informed consent form are approved by
an IEC that complies with all applicable
regulations. INC Research on behalf of
the Sponsor will further ensure that the
Trial is subject to continuing oversight by
the IEC throughout its conduct.

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

Trial Conduct. Institution and Principal
Investigator will conduct the Trial in
accordance with the Protocol, Sponsor’s
or its designee’s written instructions and
Applicable Law.

2.3 Z4adny daldi vyzkum. V prub&hu
klinického hodnoceni se nesmi
provadét Zadny dalsi vyzkum
subjektll klinického hodnocent,
pokud to neni schvileno
zadavatelem a doloZeno ve formé
doprovodného protokolu nebo
dodatku k pivodnimu protokolu.
Mezi tyto nedovolené vyzkumné
¢innosti patii analyzy
biologickych vzorkli od subjektl
klinického hodnoceni pro jakékoli
jiné ucely, nez je terapie. Veskera
data, vysledky nebo vyndlezy
vzniklé z  jakékoli  pouZiti
Studijniho 1é¢iva nebo divérnych
informaci zadavatele jinak neZ v
souladu s touto smlouvou se
stanou  vyhradnim  majetkem
Zadavatele. Poskytovatel a hlavni
zkouSejici se timto zavazuji
postoupit zadavateli vyhradni
prava na souvisejici veSkeré
vynélezy, prava  duSevniho
vlastnictvi a publikace.

Nezavisla etickd komise (NEK). Pred
zahdjenim klinického hodnoceni INC
Research jménem zadavatele zajisti, aby
klinické hodnoceni a formular
informovaného souhlasu byly schvéleny
NEK, kterd spliiuje vSechny platné
smérnice. INC  Research  jménem
zadavatele  ddle =zajisti, aby klinické
hodnoceni podléhalo stdlému dohledu
NEK po celou dobu jeho provadéni.

3.1 Nepovolen{ klinického
hodnoceni. Pokud NEK nepovoli
klinické hodnoceni, aniz by
Poskytovatel nebo hlavni
zkousejici pochybili, tato
smlouva bude okamzité ukoncena
bez jakéhokoli postihu vuci

instituci nebo hlavnimu
zkousejicimu, jak je wuvedeno
nize.

Provedeni klinického hodnoceni.

Poskytovatel a hlavni zkouSejici budou
klinické hodnoceni provadét v souladu s
protokolem, pisemnymi pokyny od
zadavatele nebo jim urceného zdstupce a



Study Drug. At Sponsor’s expense,
Sponsor will provide Institution with
sufficient quantities to conduct the Trial
of (a) the investigational Drug and (b) the
Comparator Drug, which is otherwise
commercially available. Study drug will
be delivered to the Institution’s Pharmacy
always properly packed in packages
intended for Trial drugs and labeled in
accordance with the provisions of section
19 1) e of Decree No 226/2008 Coll, on
good clinical practice.

Study Drug deliveries will take place on
Mon-Fri from 7:00 am to 2:00 pm to the
Institution Pharmacy.

5.1 Custody and Dispensing.
Institution and Principal
Investigator will adhere to
Applicable Law and industry
standards  requiring  careful
custody and dispensing of Study
Drug as well as appropriate

documentation of such activities.

5.2 Control. Institution and Principal
Investigator will maintain
appropriate control of supplies of
Study Drug and will not
administer or dispense it to
anyone who is not a Trial subject,
or provide access to it to anyone

except subinvestigators or
Collaborators.
5.3 Use. Institution and Principal

Investigator will use Study Drug
only as specified in the Protocol.
Any other use of Study Drug
constitutes a material breach of
this Agreement.

54 Ownership  of Investigational
Drug. Investigational Drug is
and remains the property of
Sponsor. Sponsor  grants
Institution and Principal

5.

podle platného zdkona.

Studijni 1é¢ivo. Na ndklady zadavatele,
zadavatel poskytne Poskytovateli
dostatecné mnozstvi a) Hodnoceného
1é¢iva a b) Srovndvaciho 1éCiva, které je
jinak komeréné dostupné, k provedeni
klinického hodnoceni. Studijni 1écivo
bude doddno do nemocniéni 1ékdrny
Poskytovatele vzdy v fddné zabalenych
obalech urcenych pro HLP a oznaceny v
souladu s ustanovenim paragrafu 19 odst
1 pism e) vyhlasky ¢.226/2008 Sb., o
spravné klinické praxi.

Dodéavky Studijniho 1éCiva se budou
uskuteciovat v Po-P4 od 7.00 h do 14.00 h
do budovy nemocniéni 1ékérny.

5.1 Uschovéni a vydej. Poskytovatel
a hlavni zkouSejici budou
dodrzovat platné zdkony a
odborné standardy vyZadujici
peclivé  uschovani a  vydej
Studijniho 1é¢iva vetné piislusné
dokumentace téchto ¢innosti.

5.2 Kontrola zasob 1éku.
Poskytovatel a hlavni zkouSejici
zajisti naleZitou evidenci zasob
Studijniho 1éciva, nebudou je

aplikovat ani vyddvat Zadné
osob¢, kterd neni subjektem
klinického hodnoceni, a

neumozni piistup k témto 1ékiim
74dné  jiné  osobé  kromé
spoluzkousejicich a
spolupracujicich osob zapojenych
do tohoto klinického hodnoceni.

5.3 Pouziti. Poskytovatel a hlavni
zkouSejici ~ budou pouZzivat
Studijni 1é¢ivo pouze tak, jak je
uvedeno v protokolu. Jakékoli
jiné pouZiti Studijniho 1éc¢iva
znamend zdvazné poruSeni této
smlouvy.

5.4 Vlastnictvi hodnoceného 1éciva.
Hodnocené 1écivo je a zustdva
majetkem zadavatele. Zadavatel
neudéluje  Poskytovateli  ani
hlavnimu  zkouSejicimu Zadnd




Investigator no express or
implied intellectual  property
rights in the Investigational Drug
or in any methods of making or

using the Investigational Drug.

5.5 Payment for Study Drug.
Institution and Principal
Investigator will not charge a
Trial subject or third-party payer
for Study Drug or for any
services reimbursed by Sponsor
under this Agreement.

Research Grant. Funding will be made
by way of grant payments in accordance
with Attachment B. The maximum value
of this contract is 2.453.143 CZK The
grant  represents Institution’s  and
Principal  Investigator’s  costs  of
conducting the Trial. All amounts are
inclusive of all direct, indirect, overhead
and other costs, including laboratory and
ancillary service charges, and will remain
firm for the duration of the Trial, unless
otherwise agreed in writing by the
parties. Neither the Institution nor the
Principal Investigator will 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, including, but not
limited to, Study Drug, Trial Subject
screening, infusions, physician and nurse
services, and diagnostic tests.

Trial Subject Enrollment. Institution and
Principal Investigator have agreed to
enroll Trial Subjects in the Trial in
accordance with the Protocol.
Anticipated number of enrolled Subject is

approx.J|j

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

vyslovnd nebo predpoklddand
prava duSevniho vlastnictvi s
ohledem na hodnocené 1é¢ivo a
jakékoli metody pfipravy a
pouziti hodnoceného lé¢iva .

5.5 Platba za  Studijni  1é¢ivo.
Poskytovatel a hlavni zkouSejici
nebudou subjektu  klinického
hodnoceni ani platci tfeti osobé
Uc¢tovat  Studijni 1éCivo ani
jakékoli sluzby hrazené
zadavatelem podle této smlouvy.

Vyzkumné platby. Finan¢ni prostfedky
budou poukédziny ve formé vyzkumnych
plateb v souladu s pfilohou B. Maximaln{
hodnota plnéni této smlouvy je 2.453.143
K¢&. Vyzkumné platby pokryvaji naklady
Poskytovatele a hlavniho zkousejicitho v
souvislosti s provedenim klinického
hodnoceni. VSechny castky zahrnuji
veskeré piimé, nepiimé, reZijni a jiné
naklady vcetné poplatkli za laboratorni a
dopliikové sluzby a po celou dobu trvani
klinického hodnoceni zlistanou pevné,
pokud se smluvni strany pisemné
nedohodnou jinak. Poskytovatel ani
hlavni zkouSejici nebudou piimo ani
nepiimo poZzadovat ani nebudou pfijimat
thradu od pacienta/  tdcastniciho
se/uCastnicich se tohoto klinického
hodnoceni (,,subjekt/y klinického
hodnoceni) ani od platct tfeti osoby za
jakykoli materidl, oSetfeni nebo sluzby,
které vyZaduje protokol a které poskytuje
nebo hradi zadavatel, coZ mimo jiné
zahrnuje  Studijni  1é¢ivo,  zdkladni
vySetfeni subjektu klinického hodnocent,
infuze, praci lékate a sestry a diagnostické
testy.

Nébor subjektti klinického hodnoceni.
Poskytovatel a hlavni zkouSejici se
zavazuji  provést ndbor  subjektl
klinického hodnoceni do klinického
hodnoceni v souladu s protokolem.
Predpokladany pocet zatazenych subjektti
je pribliznl}

7.1 Multicentrické  studie.  Zadavatel
miZe ndbor pacientti pferusit, pokud
jiz bylo pro multicentrické klinické
hodnoceni dosaZeno celkového poctu
pacientd.




Informed Consent.
Principal Investigator will obtain a
written Informed Consent Form (“ICF”)
for each Trial Subject explaining the Trial
Subject’s rights in connection with its
relationship with the Institution and
Principal Investigator. Institution and
Principal Investigator will maintain a
signed original of that ICF in the Trial
Subject’s  record. Institution and
Principal Investigator will provide
Sponsor an opportunity to review and
approve the content of the ICF, including
any revisions made during the course of
the Trial, before it is used. Institution and
Principal Investigator will allow Sponsor
or its designee to inspect signed ICFs or
photocopies thereof during monitoring
visits or audits. Institution and Principal
Investigator will submit any
modifications it may propose to the ICF
to Sponsor for review and written
approval by Sponsor before submitting
the ICF for IEC approval. The Principal
Investigator will ensure that every Trial
Subject signs an ICF approved by
Sponsor and the Institution’s IEC before
the Trial Subject begins participating in
the Trial. When required, the approved
ICF will be modified to reflect
amendments to the Protocol.

Adverse Events. Institution and Principal
Investigator will report adverse events
experienced by Trial Subjects in
accordance with instructions in the
Protocol and Applicable Law.  This
includes, where required, prompt
reporting by telephone or facsimile. If a
Trial Subject is physically injured by the
Study Drug or properly performed Trial
procedures and the Institution, Principal
Investigator and other individuals
participating in the conduct of the Trial
have followed the Protocol, Applicable
Law and all regulations and all directions
of Sponsor, Sponsor will reimburse the
reasonable costs of medical expenses
necessary to  treat the  injury.
Notwithstanding such reimbursement
obligation, Sponsor will not reimburse
Institution for any cost for which another
insurer is primarily liable or which has

Institution and 8.

Informovany souhlas. Poskytovatel a
hlavni  zkouSejici  ziskaji  pisemny
formular informovaného souhlasu (,,JCF*)
pro kaZzdy subjekt klinického hodnoceni,
ktery  vysvétluje  prdva  subjektu
klinického hodnoceni v souvislosti s jeho
vztahem k Poskytovateli a hlavnimu
zkouSejicimu. Poskytovatel a hlavni
zkousejici uchovaji podepsany original
tohoto ICF v dokumentaci piislusného
subjektu klinického hodnoceni.
Poskytovatel a hlavni zkousejici umozni
zadavateli posoudit a schvdlit obsah ICF
véetné vSech revizi provedenych v
prabéhu klinického hodnoceni pied jeho
pouzitim. Poskytovatel a hlavni zkouSejici
umoZni zadavateli nebo jim uréenému
zéastupci zkontrolovat podepsané ICF
nebo jejich fotokopie béhem
monitorovacich navstév nebo auditl.
Poskytovatel a hlavni zkouSejici ptredloZi
veskeré tpravy ICF, které navrhuji,
zadavateli k posouzeni a jeho pisemnému
schvéleni pred ptedloZzenim ICF nezévislé
etické komisi (NEK) ke schvileni. Hlavni
zkousejici zajisti, aby kazdy subjekt
klinického hodnoceni podepsal ICF
schvéleny zadavatelem a NEK
Poskytovatele pfed tucasti subjektu v
klinickém hodnoceni. Bude-li to nutné,
schvileny ICF bude upraven tak, aby
odrazel dodatky k protokolu.

Nezadouci piihody. Poskytovatel a hlavni
zkousejici budou hlasit nezddouci pithody,
které se vyskytly u subjektii klinického
hodnoceni, v souladu s pokyny v protokolu
a podle platnych ptedpisi. To zahrnuje i
okamzité hlaseni prostfednictvim telefonu
nebo faxu, je-li to nutné. Pokud u subjektu
klinického hodnoceni dojde k fyzické djmé
na zdravi nasledkem Studijniho 1éCiva nebo
fddného provadéni postupt klinického
hodnoceni s tim, Ze Poskytovatel, hlavni
zkousejici a ostatni osoby zapojené do
provadéni klinického hodnoceni dodrzovali
protokol, vSechny platné zdkony a smérnice
a vSechny pokyny zadavatele, zadavatel
uhradi priméfené naklady na Iékatskou péci
nutnou pro lécbu této Ujmy na zdravi.
Zadavatel — bez ohledu na uvedeny zdvazek
proplaceni — Poskytovateli neuhradi Zadné
ndklady, za néZ primarné¢ odpovidd jiny
pojistitel nebo které uz byly vyuctovany




10.

been previously charged (regardless of
whether the payment is received).

Protected Health Information. The
parties recognize a common goal of
securing all individually identifiable
health information and holding such
information in confidence and protecting
it from  unauthorized disclosure.
Institution and Principal Investigator
represent and warrant that it will comply
with the provisions of Applicable Law
relating to the confidentiality, privacy and
security of such information.

10.1  Authorization to  Use and
Disclose  Health  Information.
Institution and Principal

Investigator will obtain a written
privacy authorization, complying
with Applicable Law, for each
Trial Subject which will enable
Institution and Principal
Investigator to provide Sponsor
and other persons and entities
designated by Sponsor with
completed case report forms
(“CRFs”), source documents and
all other information required by
the Protocol. Sponsor, though
not a covered entity, recognizes
that, pursuant to this Agreement,
it has the responsibility to protect
all  individually identifiable
patient information and to restrict
the use of such information to

those persons and entities,
including consultants,
contractors, subcontractors and

agents, who must have access to
such information in order to
fulfill their assigned duties with
respect to the Trial. Such use
also will be restricted to those
permitted in the authorization
forms and neither Sponsor nor
any party to whom Sponsor may
disclose individually identifiable
health information may use such
information to recruit subjects to
additional studies, to advertise
additional studies or products, or
to perform  marketing or
marketing research. Institution

10.

diive (bez ohledu na jejich uhrazeni).

Ochrana zdravotnich ddaji. Smluvni{
strany jsou si védomy, Ze jejich
spolecnym cilem je zabezpelit veSkeré
jednotlivé  identifikovatelné zdravotni
udaje, zachovavat divérnost téchto tdaji
a chrénit tyto ddaje pfed neopravnénym

sdélenim.  Poskytovatel a  hlavni
zkousejici prohlasuji a potvrzuji, Ze
budou dodrzovat ustanoveni vSech

platnych zdkoni tykajicich se zachovani
davérnosti informaci, ochrany osobnich
udaji a zabezpeceni téchto udaji.

10.1 Oprdvnéni k pouziti a odhalen{
zdravotnich ddaji. Poskytovatel a
hlavni zkousejici ziskaji pisemné

opréavnéni pro zpracovani
osobnich tudaji v souladu s
platnym zakonem pro kazdy
subjekt klinického hodnocent,

které Poskytovateli a hlavnimu
zkouS$ejicimu umozni poskytovat
zadavateli a jinym lidem a
osobdm uréenym zadavatelem
vyplnéné  zaznamy  subjekti
klinického  hodnoceni  (Case
Report Form neboli CRF),
zdrojové dokumenty a vSechny
dal§i informace  vyZadované
protokolem. Zadavatel, i kdyz
neni krytou osobou, si
uvédomuje, Ze na zdklad¢ této
smlouvy nese odpovédnost za
ochranu t1daji vSech jednotliveé
identifikovatelnych pacientll a za
omezeni pouziti téchto informaci

na jedince a osoby, vcetné
konzultanti, smluvnich stran,
dilé¢ich  smluvnich stran a

zastupct, ktef{ musi mit piistup k
témto informacim kvili splnén{
jim pfidélenych povinnosti v
souvislosti s timto klinickym
hodnocenim. Toto pouziti bude
také omezeno na zptisoby pouZiti
povolené v autorizacnich
formulafich. Zadavatel nebo
jakdkoli strana, které zadavatel
mize odhalit jednotlivé
identifikovatelné zdravotni udaje,
nesmi tyto informace pouzivat
pro nabor subjekti do dalSich



11.

Confidential Information.

and Principal Investigator will
provide Sponsor or INC Research
an opportunity to review and
approve the content of the
authorization (including any
revisions made during the course
of the Trial) before it is used.

During the

course of the Trial, Institution and
Principal Investigator may receive or

generate

information that 18

confidential to Sponsor or a Sponsor
affiliate.

11.1

11.2

Definition. Except as specified

below, Confidential
Information includes all
information  provided by

Sponsor or INC Research, or
developed for Sponsor or INC
Research, Inventions
(hereinafter defined) and all
data collected during the Trial,
including without limitation
results, reports, 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.

Exclusions. Confidential
Information does not include
information that is in the public
domain prior to disclosure by
Sponsor or INC Research,

11.

studii, pro propagaci dalSich
studii nebo produktli nebo pro
marketing a marketingovy
vyzkum. Poskytovatel a hlavni
zkousejici umozni zadavateli
nebo spolecnosti INC Research
posoudit a  schvdlit obsah
opravnéni (v€etné vSech revizi
provedenych v prubéhu
klinického hodnoceni) pied jeho
pouZzitim.

Dutvérmné informace. V prubéhu klinického

hodnoceni miZze Poskytovatel a hlavni
zkousejici ziskat nebo vytvofit informace,
které jsou davérné pro zadavatele nebo
pfidruZenou organizaci zadavatele.

11.2

Definice. Kromé nize
popsanych pfipadi davérné
informace zahrnuji  veskeré
informace poskytované

zadavatelem nebo spolecnosti
INC Research nebo ziskané pro
zadavatele nebo spolecnost INC
Research, vyndlezy (popsané
nize) a  vSechny udaje
shromdzdéné béhem tohoto
klinického hodnoceni mimo
jiné vcetné¢ vysledkd, zprav,
technickych a ekonomickych
informaci, existence  této
smlouvy 0 provedeni
klinického hodnoceni a jejich
podminek nebo jinych smluv o
klinickém hodnocenf se
zadavatelem nebo spolecnosti
INC Research, komercializace
a strategii klinického
hodnoceni, obchodnich
tajemstvi a know-how, které
zadavatel pfimo, ¢&i nepfimo
sdélil  Poskytovateli  nebo
hlavnimu zkousejicimu, a to
pisemné, v elektronické formé,

ustné nebo vizudlnim
pfenosem, nebo které jsou
ziskdny na  zdkladé této
smlouvy.

Vyluky. Divérné informace
nezahrnuji informace, které
jsou vefejn¢ zndmé pted jejich
sdélenim zadavatelem nebo
spolecnosti INC  Research,

10



11.3

114

including, specifically, publicly
available information about the
Comparator Drug; 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.

Obligations of Confidentiality.
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
required by law. Required
disclosure of  Confidential

Information to the IEC or to an
applicable regulatory authority
is specifically authorized.

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,

114

véetné specifickych, vefejné
dostupnych informaci ohledné
Srovnavaciho 1€éciva; které se
staly vefejné¢ znamymi b&éhem
doby trvani této povinnosti
zachovévat divérnost informaci
jakymkoli jinym zptsobem, nez
je poruseni této smlouvy ze
strany  Poskytovatele nebo
hlavniho zkouSejiciho, které jiz
byly Poskytovateli nebo
hlavnimu zkouSejicimu zndmy
v dob¢ jejich odhaleni a které

nepodléhaji povinnosti
zachovévat divérnost informaci
nebo jsou ziskany

Poskytovatelem nebo hlavnim
zkousejicim  bez  jakékoli
povinnosti zachovavat
divérnost informaci od treti
osoby, kterd ma zikonné pravo
je sdélit.

Povinnost zachovavat
divérnost informaci. Pokud k
tomu zadavatel neposkytne
pfedchozi pisemny souhlas,
Poskytovatel a hlavni
zkouSejici nesmi  davérné
informace pouZzit pro Zadny jiny
ucel, nez ktery je povolen v této
smlouvé, ani je nesmi sd¢lovat
jakékoli tfeti osobé kromé
ptipadi, kdy je to povoleno v
této smlouvé nebo kdy to
vyzaduje zdkon. Vyzadované
sdéleni davérnych informaci
nezavislé etické komisi nebo
pifslusnému regula¢nimu tradu
je vyslovné povoleno.

Sdéleni informaci vyZzadované
zdkonem. Jestlize se podle
platného  zakona  vyzaduje
sdéleni duveérnych informaci
nad rdmec vyslovné uvedeny v
této smlouvé, neznamena to
porusSeni této smlouvy, pokud o
tom Poskytovatel a hlavni
zkouSejici pisemné a v
dostatecném  predstihu  pfed
timto  sdélenim  informaci
informuji zadavatele, aby mohl
provést zdkonnd opatfeni na
ochranu  jeho davérnych
informact, odhali pouze

11



11.5

11.6

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.

Survival of Obligations. For
Confidential Information other
than Trial Data and Biological
Sample Analysis Data, these
obligations of nonuse and
nondisclosure survive
termination of this Agreement
and continue for a period of
five (5) years after termination.
Permitted uses and disclosures
of Trial Data are described in
Section 15 (Publications) of
this Agreement.

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

12. Trial Data, Biological Samples, and

Records.

12.1

Trial Data. During the course
of the Trial, Institution and
Principal  Investigator  will
collect and submit certain data
to Sponsor or its agent, 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 to be

11.5

11.6

davérné informace nutné pro
splnéni zdkonného poZadavku a
naddle zachovdvaji dlvérnost
téchto duvérnych informaci s
ohledem na vSechny dalsi tieti
osoby.

Trvani povinnosti. V piipadé
davérnych informaci jinych,
neZz jsou data z klinického
hodnoceni a data ziskand na
zdklad¢é analyzy biologickych
vzorkd, povinnosti nepouzivat a
nesdélovat divérmné informace
plati i po ukonceni této
smlouvy a trvaji po dobu péti
(5) let od ukonceni této
smlouvy. Povolené zplsoby
pouziti a sdeéleni dat z
klinického  hodnoceni  jsou
popsany v kapitole 15
(Publikace) této smlouvy.

Vraceni davérnych informaci.
Pokud o to zadavatel pisemné
pozada, Poskytovatel a hlavni
zkousejici na ndklady
zadavatele vrati  vSechny
davérné informace kromé téch
informaci, které je nutné podle
platného zdkona uchovavat v
misté¢ klinického hodnoceni.
Poskytovatel a hlavni
zkousejici si  vSak mohou
uchovat jednu archivni kopii
davérnych informaci, a to
pouze za ucelem urceni rozsahu
povinnosti vyplyvajicich z této
smlouvy.

12. Data z klinického hodnoceni, biologické

vzorky a zdznamy.

12.1

Data z klinického hodnoceni. V
pribéhu klinického hodnoceni
bude Poskytovatel a hlavni
zkousSejici shromazd’ovat urcité
udaje a predavat je zadavateli
nebo jeho zastupci, jak je
uvedeno v protokolu. Mezi tyto
udaje patfi zdznamy subjektd
klinického hodnoceni (CRF
nebo jejich obdobnd forma)
nebo elektronické zdznamy dat,

12



submitted to Sponsor or its
agent, 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  and
Principal  Investigator  will
ensure accurate and timely
collection, recording, and
submission of Trial Data.

a. Ownership of Trial Data.
Subject to Institution’s
and/or Principal Investigator
right to publish the results of
the Trial and the non-
exclusive  license  that
permits certain uses,
Sponsor is the exclusive
owner of all Trial Data.

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

C. 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.

d. Personal Information
Protection. Each party
represents and warrants that
procedures compatible with

jakékoli dalsi dokumenty a
materidly vytvoiené pro
klinické hodnoceni a zasilané
zadavateli nebo jeho zdstupci,
napt. rentgenové snimky, MRI
nebo jiné druhy Iékafskych
snimkd, EKG, EEG nebo jiné
typy zdznami a vystupl z
piistroji, nebo prehledy dat
(souhrnné oznafované jako
,,data z klinického hodnoceni*).
Poskytovatel a hlavni
zkouSejici zajisti sprdvny a
v€asny sbér, zdznam a predani
dat z klinického hodnoceni.

a. Vlastnictvi dat z klinického
hodnoceni.  Zadavatel je
vyluénym vlastnikem vSech
dat z klinického hodnoceni s
tim, Ze Poskytovatel a/nebo
hlavni zkouSejici maji pravo
publikovat vysledky
klinického  hodnoceni a
nevyluénd licence povoluje
urcité zplsoby pouZiti.

b. Nevyluénd licence. Zadavatel
udéluje  Poskytovateli a
hlavnimu zkouSejicimu
nevyluénou licenci na pouZiti
dat z klinického hodnoceni
pro ucely interntho vyzkumu
nebo pro vzdélavaci dcely, a
to bez licen¢niho poplatku a

bez prava poskytnout
sublicenci.
c. Zdravotni zaznamy.

Zdravotni zaznamy tykajici
se  subjektd  klinického
hodnoceni, které nejsou
pfeddny zadavateli, mohou
obsahovat stejné informace
jako data z klinického
hodnoceni. Zadavatel si v§ak
necini ndrok na vlastnictvi
téchto dokumentti ani
informaci, které obsahuji.

d.Ochrana osobnich  tddaju.
Strany prohlasuji a potvrzuji,
Ze budou pouzivany postupy,
které jsou v souladu s
piislusnymi zdkony a

13



12.2

relevant personal
information and data
protection laws and
regulations will be

employed so that processing
and transfer of such
information and data
identifiers will not be
impeded.

Biological Samples. If so
specified in the Protocol,
Institution and  Principal

Investigator may collect and
provide to Sponsor or its
designee biological samples
(e.g., blood, wurine, 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. Institution and
Principal Investigator
will not use Biological
Samples collected
under the Protocol in
any manner or for any
purpose other than that
described in the
Protocol.

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 Principal
Investigator or Trial
Subject. Sample Data
will be treated as Trial
Data; therefore, if
Sponsor provides
Sample Data to the
Institution or Principal

12.2

pfedpisy o ochrané osobnich
udaju  tak, aby nebylo
zt€Zovano  zpracovani a
pfenos téchto informaci a
identifikatord dat.

Biologické vzorky. Je-li to
uvedeno v protokolu,
Poskytovatel a hlavni
zkousejici mohou odebirat a
poskytovat zadavateli nebo jim
uré¢enému zdstupci biologické
vzorky (napt. krev, moc¢, tkan,
sliny atd.) ziskané od subjektii
klinického hodnoceni pro testy,
které piimo nesouvisi s 1écbou

pacienta nebo  sledovdnim
bezpecnosti, véetné
farmakokinetickych,

farmakogenomickych nebo
biomarkerovych testl

(,,biologické vzorky*).

a. PouzZiti. Poskytovatel a
hlavn{ zkousejici
nepouziji  biologické
vzorky odebrané podle
protokolu  jakymkoli
jinym zplsobem ani
pro jakykoli jiny tucel,
neZ jak je uvedeno v
protokolu.

b. Udaje o vzorcich.
Zadavatel nebo jim
uréeny zdstupce bude

testovat biologické
vzorky tak, jak je
uvedeno v protokolu.
Neni-li v protokolu
uvedeno jinak,
zadavatel neposkytne

vysledky téchto testi
(,,idaje o vzorcich®)
Poskytovateli,

hlavnimu zkouSejicimu
ani subjektu klinického
hodnoceni. S udaji o
vzorcich  se  bude
zachézet jako s daty z
klinického hodnoceni.

14



Investigator, that data Pokud zadavatel
will be subject to the poskytne Poskytovateli
permitted use of Trial nebo hlavnimu
Data as outlined in this zkousejicimu uddaje o

vzorcich, tato data
budou podléhat
povolenému pouZiti dat
z klinického hodnoceni,
jak je uvedeno v této
smlouvé.

Agreement.

12.3  Records. Institution and
Principal  Investigator  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.

12.3 Zaznamy. Poskytovatel a hlavni
zkousejici zajisti, aby zdznamy z
klinického hodnocen{ subjektl
zapojenych do klinického hodnoceni
zahrnujici kopie vSech dat z
klinického hodnoceni, které uchovava
Poskytovatel a hlavni zkouSejici, a
také ptislusné zdrojové dokumenty
(souhrnné oznacované jako
»~zaznamy) byly aktualizovany a
uchovdviny v souladu s platnym
zakonem.

a. Uchovani dokumentace.

a. Retention. Institution and Principal

Investigator will retain all records
and documents pertaining to the
Trial for a period in accordance with
Applicable Law and regulations and
the Protocol. Institution and
Principal Investigator will retain
Records, under storage conditions
conducive to their stability and
protection, for a period of fifteen
(15) years after termination of the
Trial . Institution provide the fee-
free archivation for the term of 5
years in compliance with Act. No.
378/2007 Coll., and for following 10
years will it provide with archivation
for fec | 1<
fee will be payble upon the invoice,
which will be issued after the
signing of this agreement.

Sponsor will notice Institution 6
months in advance before the end of
paid period that requires additional
archiving and will pay appropriate
fee.

At the end of such required retention
period, neither Institution or
Principal Investigator will destroy
any such records until it has
obtained Sponsor’s prior written
permission to do so; provided,

Poskytovatel a hlavni zkousejici
budou uchovévat vSechny zdznamy
a dokumenty tykajici se klinického
hodnoceni po uvedenou dobu Vv
souladu s platnym zdkonem,
pifslusSnymi piedpisy a protokolem.
Poskytovatel a hlavni zkouSejici
budou uchovdvat zdznamy za
takovych skladovacich podminek,
aby byla zajiSténa jejich stabilita a
ochrana, po dobu patnicti (15) let
od ukonceni klinického hodnoceni,
Poskytovatel provede bezplatnou
archivaci 5 let v souladu se zdkonem
¢. 378/2007 Sb. a na dalsich 10 let
provede zpoplatnénou archivaci —

Na zpoplatnénou
archivaci bude vystavena faktura po
podpisu smlouvy.

Zadavatel v piedstihu 6 mésici od
pozadované  archivace  oznami
poskytovateli, Ze trvda na dalsi
archivaci a uhradi ndklady s tim
spojené.

Na konci tohoto obdobi nutného
uchovani zaznaml Poskytovatel ani
hlavni zkousSejici nezlikviduji Zadny
z téchto zaznamud, dokud k tomu
neobdrZz{ predchozi pisemné
povoleni od zadavatele. Pokud vSak
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however, that if Sponsor does not
give  written  permission  to
Institution or Principal Investigator
to destroy such records within thirty
(30) days of Institution’s or
Principal Investigator’s request to
Sponsor, then Institution and
Principal Investigator may forward
all such records to Sponsor, at
Sponsor’s expense, or continue to
retain such records. Institution and
Principal Investigator further agree
to permit Sponsor to ensure that the
records are retained for a longer
period if necessary, at Sponsor
expense, under an arrangement that
protects the confidentiality of the
records (e.g., secure off-site
storage).

Inspections and Audits.

13.2 Notice.

13.1  Access. Upon reasonable

request, Sponsor, authorized
representatives of  Sponsor,
and/or authorized
representatives of the
applicable regulatory authority,
may during regular business
hours examine and copy: all
CRFs and other Trial records
(including Trial Subject records
and medical charts; Trial
Subject consent documents;
drug receipt and disposition
logs); examine and inspect the
facilities and other activities
relating to the Trial or the IEC;
and observe the conduct of the
Trial.

Institution and/or
Principal  Investigator  will
inform Sponsor within twenty-
four (24) hours of any effort or
request by the government,
applicable regulatory authority
or other persons to inspect or
contact the Institution,
Principal Investigator  or
Collaborators with regard to
the Trial; will provide Sponsor
with  a copy of any

zadavatel Poskytovateli nebo
hlavnimu zkouSejicimu nedd
pisemné povoleni pro likvidaci
téchto zaznamu do tficeti (30) dni od
doruceni Zadosti Poskytovatele nebo
hlavniho zkouSejictho zadavateli,
Poskytovatel a hlavni zkouSejici
poté mohou vSechny tyto zdznamy
poslat zadavateli na jeho ndklady
nebo tyto zdznamy déle uchovivat.
Poskytovatel a hlavni zkouSejici se
dale zavazuji, Ze zadavateli umozni
zajistit, aby zdznamy, bude-li to
nutné, byly na jeho néklady
uchovaviny  delsi dobu za
podminek, pfi nichZ bude chrianéna
davérnost zdznamil (napf.
zabezpecené ulozeni mimo
vyzkumné centrum).

Kontroly a audity.

13.1 Piistup. Na zakladé

odivodnéné  Zadosti ~ muzZe
zadavatel, jeho  opravnéni
zastupci  a/nebo  opravnéni
zastupci piislusného
regula¢cntho  dfadu  bcéhem
pracovnich dni kontrolovat a
kopirovat: vSechny CRF a dalsi
zédznamy klinického hodnoceni
(vCetné zdznami a lékaiskych
vySetfeni subjektu klinického
hodnocenti, dokumentt
souhlasu subjektu klinického
hodnoceni, zdznamt o pfijeti a
pouziti 1éku), prohlizet a
kontrolovat zafizeni a dalS{
¢innosti souvisejici s klinickym
hodnocenim nebo NEK a
sledovat  pribéh klinického
hodnocent.

13.2  Oznameni. Poskytovatel a/nebo

hlavn{ zkousejici budou
zadavatele  informovat do
dvaceti Ctyt (24) hodin o
jakémkoli planu nebo
poZadavku ze strany stétu,
regulacniho dfadu nebo jinych
osob provést inspekci nebo
kontaktovat Poskytovatele,
hlavniho zkouSejictho nebo
spolupracujici osoby ohledn¢
klinického hodnoceni,
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14.

communications sent by such
persons; and will provide
Sponsor the opportunity to
participate in any proposed or
actual responses by Principal
Investigator or Institution to
such communications.

13.3  Cooperation. Institution and
Principal  Investigator  will
ensure the full cooperation of
the Institution, Principal
Investigator, Collaborators, and
IEC members with any such

inspection and will ensure
timely access to applicable
records and data. Institution

and/or Principal Investigator
will promptly resolve any
discrepancies that are identified
between the Trial Data and the

Trial Subject’s medical
records. Institution and/or
Principal  Investigator  will

promptly forward to Sponsor
copies of any inspection
findings that Institution or
Principal Investigator receives
from a regulatory agency in
relation to the Trial. Whenever
feasible, Institution and/or
Principal Investigator will also
provide Sponsor with an
opportunity to prospectively
review and comment on any
Institution and/or  Principal
Investigator responses to
regulatory agency inspections
in regard to the Trial.

Inventions. Institution acknowledges
and agrees and shall cause the Principal
Investigator to acknowledge and agree
that the Sponsor Drug is proprietary to
and owned by Sponsor and may be
covered by claims of U.S. and
international ~ patents or  patent
applications of Sponsor. Institution and
Principal Investigator acknowledge that
nothing herein shall be construed as a
grant under any intellectual property
rights from Sponsor to Institution or
Principal Investigator in connection
with this Agreement except as

14.

poskytnou  zadavateli  kopii
veSkeré korespondence s t€mito
osobami a umoZni zadavateli
zapojit se do vSech navrzenych

nebo skutecnych odpovédi
hlavniho  zkouSejictho nebo
Poskytovatele na tuto
korespondenci.

13.3  Spoluprice. Poskytovatel a
hlavni zkousSejici zajisti uzkou
spolupraci Poskytovatele,
hlavniho zkousejiciho,
spolupracujicich osob a clent
NEK s jakoukoli takovou
inspekci a zajisti v€asny piistup
k pfisluSnym zdznamim a
datim. Poskytovatel a/nebo
hlavni zkousejici ihned odstrani
veskeré nesrovnalosti zjiSténé
mezi daty z  klinického
hodnoceni a  zdravotnimi
zdznamy subjekti klinického
hodnoceni. Poskytovatel a/nebo
hlavni zkouSejici ihned poSlou
zadavateli kopie vSech zjisténi

inspekce tykajicich se
klinického hodnoceni, ktera
Poskytovatel  nebo  hlavni
zkousejici obdrz{ od
regulacniho ufadu. Bude-li to
mozné, Poskytovatel a/nebo
hlavni zkouSejici také umoZni
zadavateli posoudit a
okomentovat jakékoli reakce

Poskytovatele a/nebo hlavniho
zkousejictho na  inspekce
regulacniho tdfadu tykajici se
klinického hodnoceni.

Vynélezy. Poskytovatel bere na
védomi, a totéZ zajisti u hlavniho
zkouSejictho, ze je zkoumany 1€k
majetkem zadavatele a miZe byt
chranén patentovymi piihlaSkami a
patenty zadavatele v  USA 1 jinych
zemich.  Poskytovatel a  hlavni
zkousejici berou na védomi, Ze jim tato
smlouva nezaruCuje Zaddnd prava
duSevniho vlastnictvi zadavatele, pokud
zde neni vyslovné uvedeno jinak.
Jakykoli vynélez, ktery je koncipovn,
objeven nebo uveden do praxe zcela
nebo z¢asti Poskytovatelem ¢i hlavnim

17



15.

explicitly provided herein. Any
invention that is conceived, discovered
or reduced to practice in whole or in
part by or on behalf of Institution or
Principal Investigator in connection
with the Trial or making use of Sponsor
Confidential Information (collectively,
“Sponsor Intellectual Property”) shall
be disclosed to and solely owned by
Sponsor, and Institution assigns hereby
and shall cause Principal Investigator to
assign to Sponsor all right, title and
interest in and to such inventions and
all intellectual property rights therein.
At Sponsor’s request, Institution and
Principal Investigator will execute, or
cause to be executed, all assignments
and any additional documents, and do
such other acts that are reasonably
necessary for Sponsor to practice its
rights under the inventions and
intellectual property. Sponsor will
meet Institution’s and  Principal
Investigator’s reasonable expenses in
assigning Sponsor Intellectual Property
but will not pay any other
compensation to Institution or Principal
Investigator for the assignment.
Institution agrees and shall cause
Principal Investigator to agree to
provide to  Sponsor and its
representatives, at Sponsor’s sole
expense, such assistance in the
preparation and filing of any patent
application(s) as  Sponsor  may
reasonably request. All Sponsors’
Intellectual Property described in this
Section 14 will be subject to all of the
provisions pertaining to confidentiality,
non-use and publication set forth in this
Agreement. Sponsor grants Institution
and Principal Investigator a royalty free
non-exclusive license, with no right to
sublicense, to wuse Inventions for
internal research or educational
purposes.

Publications.

15.1 Sponsor does not object to
publication by Institution or Principal
Investigator 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 Investigational

15.1 Zadavatel nema

zkousejicim nebo jejich jménem v
souvislosti s klinickym hodnocenim,
popfipad¢ vyuZziti divérnych informaci
zadavatele (spole¢né déle ,,duSevni
vlastnictvi  zadavatele®) musi byt
zadavateli ozndmeny a stanou se jeho
vyluénym  majetkem. Poskytovatel
timto postupuje zadavateli veSkera
pradva, ndroky a podily na takovych
vynélezech a veSkerd souvisejici prava
dusevniho vlastnictvi, a totéZ zajisti u
hlavniho  zkouSejictho. Na Zadost
zadavatele Poskytovatel a  hlavni
zkousejici zajisti a podepisi vesSkerou
dokumentaci potiebnou k tomuto
postoupeni, jakoZ i dal$i pravni kroky
pfiméfené¢  nezbytné, aby  mohl
zadavatel vykondvat sva prdva na
vyndlezy a  duSevni vlastnictvi.
Zadavatel uhradi pfimétené vydaje
Poskytovatele a hlavniho zkousSejiciho
na postoupeni duSevniho vlastnictvi,
neuhradi jim vSak Z4adné dalsi
odskodnéni za toto  postoupeni.
Poskytovatel se zavazuje — a totéz
zajisti u zkouSejictho — Ze zadavateli a
jeho zastupciim poskytne (vyhradné na
naklady zadavatele) takovou asistenci
pfi pfipravé a podani jakychkoli
patentovych pfihldsek, jakou tento
mize v piiméfené mife poZadovat.
Veskeré dusevni vlastnictvi zadavatele
popsané v tomto bodu 14 bude podléhat
vSem ustanovenim o divérnosti udaja,
jejich nepouziti a publikaci, jaka jsou v
této smlouvé uvedena. Zadavatel
udéluje  Poskytovateli a hlavnimu
zkousejicimu nevylucnou licenci na
pouziti vynalezii pro ucely interniho
vyzkumu nebo pro vzdéldvaci ucely, a
to bez licencniho poplatku a bez prava
poskytnout sublicenci.

Publikace.

namitky  proti
publikovani  vysledki  klinického
hodnoceni  Poskytovatelem  nebo
hlavnim zkouSejicim, na zékladé
informaci ziskanych nebo vytvorenych
Poskytovatelem a hlavnim
zkousejicim bez ohledu na to, zda jsou

18



16.

Drug. If part of a multi-center trial,
Institution and Principal Investigator
agree that the first publication is to be a
joint publication involving all centers.
Principal Investigator is free to decline
to participate or be listed as an author
in the joint publication. If a joint
manuscript has not been submitted for
publication within twelve (12) months
of completion or termination of Trial at
all participating sites, Institution and/or
Principal Investigator are free to
publish separately, subject to the other
requirements of this Agreement.

15.2 Institution or Principal
Investigator may publish the results of
the Trial, related only to Institution’s
Trial Subjects, only after review and
comment by Sponsor. Institution and
Principal Investigator shall give due
consideration to all comments received
from Sponsor. Institution or Principal
Investigator will submit to Sponsor all
material intended for publication,
presentation or public disclosure
(collectively, “Proposed Disclosure™) at
least 60 days prior to submitting to a
publisher or other reviewer or making
any public presentation. At the written
request of Sponsor, Institution and
Principal Investigator shall not submit a
Proposed Disclosure for publication or
otherwise publicly disclose or present
such Proposed Disclosure for an
additional 60 days to allow Sponsor to
file patent applications on the Proposed
Disclosure. Sponsor may require that
Institution or Principal Investigator
delete any references to Confidential
Information in the Proposed Disclosure,
excluding the results of the Trial.
Sponsor may use, refer to, and
disseminate reprints of Publications
which disclose the name of Institution
and Principal Investigator, consistent
with applicable copyright laws.

Publicity. No party will use the name
of another party or any of its employees

15.2

tyto vysledky pro hodnocené 1écivo
pfiznivé, ¢i nikoli. Jestlize se jednd o
soucast multicentrického hodnoceni,
Poskytovatel a hlavni zkouSejici se
zavazuji, Ze prvni publikace bude
spole¢nou publikaci vSech pracovist.
Hlavni zkouSejici mutze odmitnout
ucast ve spolecné publikaci nebo
uvedeni svého jména mezi autory.
Pokud spole¢ny c¢lanek nebude k
publikaci ptfedlozen do 12 mésict od
tddného nebo ptedcasného ukonceni
hodnoceni na vSech zucastnénych
pracovistich, Poskytovatel nebo hlavni
zkousejici smi vysledky publikovat
samostatn¢, a to pii dodrZeni dalSich
pozadavki této smlouvy.

Hlavni zkouSejici nebo Poskytovatel
mohou publikovat vysledky
klinického  hodnoceni za  své
pracoviste, pouze vSak po
pfezkoumani a  pfipominkovani
zadavatele. Poskytovatel a hlavni
zkouSejici ndleZit¢ vezmou v tuvahu
veSkeré  pfipominky k  takové
publikaci obdrzené od zadavatele.
Hlavni zkousejici nebo Poskytovatel
zadavateli pfedlozi vSechny materidly
urcené k publikaci, prezentaci nebo
zvetejnéni (spolecné dile ,néavrh
publikace®) nejméné 60 dnt pied
jejich  odeslanim vydavateli nebo
jinému recenzentovi, piipadné pred
jejich  vefejnou  prezentaci. Na
pisemnou Zadost zadavatele
Poskytovatel a hlavni zkouSejici ndvrh
publikace neptedlozi k publikaci ani
jej nebudou jinak vefejn¢ poskytovat
¢i prezentovat po dalSich 60 dni, aby
zadavateli umoZnili zazaddat na navrh
publikace o patent. Zadavatel miZe po
Poskytovateli nebo hlavnim
zkousejicim  vyZadovat  odstranén{
vSech odkazli na divérné informace v
navrhované publikaci, a to s vyjimkou
vysledkit  klinického  hodnoceni.
Zadavatel miZe pouzivat, distribuovat
a odkazovat se na kopie publikaci, v

nichz bude zvefejnéno  jméno
Poskytovatele a hlavniho
zkous$ejictho, a to v souladu s
piislu§nymi autorskymi zdkony.

Uveiejnéni. Zadnid strana nebude
pouzivat ndzev druhé strany ani
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17.

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.
Indemnification.  Sponsor agrees to

indemnify, defend or cover costs of
defense for, and hold harmless
(“Indemnify”) the Trial investigators;
any institution at which the Trial is
conducted, its officers, agents, and
employees; (collectively, “Institution
Indemnitees™) against any claim filed
by a third party for damages, costs,
liabilities, expenses arising in whole or
in part, from: (i) Sponsor’s negligence,
recklessness, intentional misconduct or
omissions; (ii) Sponsor’s failure to
comply with Applicable Law or this
Agreement, or (iii) any injury suffered
by any Trial Subject as a direct result of
the administration of the
Investigational ~Drug and  Trial
procedures, in accordance with the
Protocol. Sponsor further agrees to
reimburse Institution and/or Principal
Investigator for the actual cost of
diagnostic procedures and medical
treatment necessary to treat a Trial
Subject injury. Institution and
Principal Investigator agree 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
and Principal Investigator further agree
to promptly notify Sponsor of any such
medical injury.

17.1 Exclusions. Excluded from

17.

jakéhokoli z jejich zaméstnanci pro
propagacni a reklamni ucely bez
pisemného souhlasu druhé strany.
Zadavatel si vSak vyhrazuje pravo uvést
hlavniho zkousejictho a Poskytovatele
ve spojeni se zaregistrovdnim protokolu
v Bance dat z klinickych hodnoceni
Narodniho ustavu zdravi (National
Institutes of Health (NIH) Clinical
Trials Data Bank), v jinych vefejné
dostupnych ptehledech probihajicich
klinickych hodnoceni nebo jinych
sluZzbadch nebo mechanismech nédboru
pacientu.

Néhrada Skody. Zadavatel se zavazuje
odskodnit, obhajovat nebo kryt ndklady
na obhajobu a zprostit odpovédnosti
(,;,odskodnit*) zkouSejici zapojené do
klinického hodnocent, jakoukoli
instituci, v niz se klinické hodnoceni
provadi, jeji vedouci pracovniky,
zastupce a zaméstnance (souhrnné
oznacované jako ,,odSkodnéné osoby na
strané Poskytovatele®) vici jakémukoli
ndroku tfeti osoby ohledné néhrady
Skod, nakladd, zavazkt, vydaja
vzniklych zcela nebo zcasti, z téchto
divodd: (i) nedbalost, bezohlednost,
umyslné¢ nespravné jedndni nebo
opomenuti zadavatele; (ii) nedodrzeni
platnych zdkoni a této smlouvy
zadavatelem nebo  (iii)  jakékoli
poskozeni zdravi, k némuz u nékterych
ze subjektt klinického hodnoceni dojde
v piimém duisledku hodnoceného 1é¢iva
a procedur hodnoceni, provedenych
podle protokolu. Zadavatel se déle
zavazuje uhradit Poskytovateli a/nebo
hlavnimu zkousSejicimu skutecné
ndklady za diagnostické postupy a
Iékatskou pé¢i nutné pro 1écbu djmy na
zdravi u subjektu klinického hodnoceni.
Poskytovatel a hlavni zkousSejici se
zavazuji  poskytnout nebo zafidit
okamzitou diagnézu a lékatskou péci v
pripadé¢ jakékoli Ujmy na zdravi u
subjektu klinického hodnoceni, k niz
doSlo nasledkem jeho uCasti v
klinickém hodnoceni. Poskytovatel a
hlavni zkouSejici se dale zavazuji
okamzit¢ informovat zadavatele o
jakychkoli ptipadech tUjmy na zdravi
tohoto typu.

17.1 Vyluky. Z této smlouvy o



17.2

17.3

this agreement to Indemnify
are any claims for damages
resulting from (a) failure by an
Institution  Indemnitee  to
comply with the Protocol, this
Agreement, or written
instructions from Sponsor (b)
failure of an Institution
Indemnitee to comply with
Applicable Law or
governmental regulations, (c)
negligence, willful misconduct,
recklessness, or omissions by
an Institution Indemnitee, or
(d) any injury suffered by a
Trial Subject as a result of

receiving the  Comparator
Drug.

Institution Indemnification.
Institution will defend,

indemnify and hold harmless
Sponsor, its affiliates, their
respective officers, directors,
employees, agents, and their
respective successors or assigns
(“Sponsor Indemnitees”) from
and against any and all costs
(including reasonable
attorneys’ fees) arising from
any third party claims,
demands, suits, actions or
causes of action arising, in
whole or in part, from any
Institution Indemnitee’s: (i)
negligence, recklessness,
intentional ~ misconduct  or
omissions, or (ii) failure to
comply with Applicable Law,
government regulations, or this
Agreement  (including the
Protocol).

Notice and Cooperation. Each

party agrees to provide the
other party with prompt notice
of, and full cooperation in
handling, any claim that is
subject to indemnification. The
party providing
indemnification to the other has
sole control of the defense of
an indemnified claim and all
related settlement negotiations.

ndhradé¢ Skod jsou vylouceny
vSechny ndroky na odSkodnéni
vyplyvajici z (a) nedodrZeni
protokolu, této smlouvy nebo
pisemnych pokyni od zadavatele
na stran¢ odSkodnéné osoby na
strané Poskytovatele, (b)
nedodrZeni jakychkoli platnych
zakond, celostitnich smérnic na
strané odSkodnéné osoby na strané
Poskytovatele nebo z  (c)
nedbalosti, , Umyslné¢ nespravné
jednéni nebo opomenut{
odskodnéné osoby na strané
Poskytovatele, nebo (d) jakéhokoli
poskozeni zdravi subjektu
hodnoceni, k némuz dojde v
disledku Srovndvaciho léciva.

Zbaveni odpovédnosti
Poskytovatelem. Poskytovatel
odSkodni, ochrani a zbavi

odpovédnosti zadavatele a jeho
dcefiné  spolecnosti,  vedouci
pracovniky, ¢leny predstavenstva,
zaméstnance, zdstupce, nastupce a

nabyvatele prav (spolecné
»~subjekty  zadavatele zbavené
odpovédnosti) viaci viem

nakladim (vCetné pfiméfenych
nakladi na pravni zastoupeni)
vzniklych v disledku jakychkoli
narokt tfetich stran, pozadavki,
Zalob nebo pfiin zalob, =z
zpusobenych na stran¢
odskodiovanych 0sob
Poskytovatele: (i)  nedbalost,
bezohlednost, imyslné nespravné
jednani nebo opomenuti, (ii)
nedodrZzeni  platnych  zdkoni,
predpist ¢i této smlouvy (vCetné
protokolu).

17.3 Oznameni a spoluprice. Strany se

zavazuji ihned se navzdjem
informovat o jakémkoli naroku,
ktery je pfedmétem odSkodnéni,
a uzce s nim spolupracovat pfi
jeho fteSeni.  Strana zbavujici
odpovédnosti ma vyhradni pravo
fidit obranu va¢i piislusSnému
ndroku a veSkerd souvisejici
jednani o urovnani sporu.
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17.4 Settlement or Compromise. No

17.5

settlement or compromise of a
claim subject to this
indemnification provision will
be binding on a party without
the other party’s prior written
consent. A party will not
unreasonably withhold such
consent of a settlement or
compromise that would impose
any monetary or injunctive
obligation upon the other party.
Neither party will admit fault
on behalf of the other party
without the written approval of
that party.

INC Research expressly
disclaims any and all liability
whatsoever in connection with
the Study Drug or the Trial
Protocol except to the extent
that such liability arises from
INC Research’s negligent act,
omission or willful misconduct.

18. Termination.

18.1

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

Disapproval by IEC. If,
through no fault of Institution
or Principal Investigator, the
Trial is never initiated because
of IEC disapproval, this

Agreement  will  terminate
immediately.
Trial  Completion. For

purposes of this Agreement, the
Trial is considered complete
after conclusion of all Protocol-
required activities for all
enrolled Trial Subjects; receipt
by Sponsor of all relevant
Protocol-required data, Trial
documents and Biological
Samples; and receipt of all

17.4 Urovnani

nebo kompromis.

17.5 Spolecnost

Z4dné urovnani nebo
kompromisni feSeni néroku
podléhajiciho tomuto ustanoveni
o odskodnéni nebude pro stranu
zavazné bez jejtho pfedchoziho
pisemného souhlasu. Strana
zbavena odpovédnosti
bezdlivodné neodepie souhlas s
vyrovnanim nebo
kompromisem, i kdyz tento
bude znamenat finanéni nebo
skutkovy zdvazek pro stranu
druhou. Zadn4 ze stran neuznd
vinu v zastoupeni druhé strany
bez pisemného souhlasu této
strany.

INC Research
vyslovné popird jakoukoli a
veskerou pravni odpovédnost v
souvislosti se studijnim 1é¢ivem
nebo protokolem klinického
hodnoceni, ledaze tato pravni
odpovédnost vyplyva z
nedbalosti, opomenuti nebo
umyslného pochybeni
spole¢nosti INC Research.

18. Ukonceni klinického hodnoceni.

18.1

Podminky  ukonéeni. Tato
smlouva bude ukoncena v
téchto piipadech podle toho,
ktery z nich nastane difv:

NEK. Pokud
klinické hodnoceni neni
zahdjeno kvili  nesouhlasu
NEK, aniz by Poskytovatel
nebo hlavni{ zkousejici
pochybili, tato smlouva bude
okamzité ukoncena.

Nesouhlas

Dokonceni klinického
hodnoceni. Pro tcely této
smlouvy se klinické hodnoceni
povazuje za dokoncené, jestlize
u vSech subjektii zafazenych do
klinického hodnoceni byly
provedeny vSechny cinnosti
vyZzadované podle protokolu,
zadavatel obdrzel vSechna
pifislusnd data vyZadovana
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payments due to either party.

podle protokolu, dokumenty
klinického hodnocen{ a
biologické vzorky a mezi
stranami  byly = provedeny
vSechny platby.

23



ey

2

3)

Early Termination of Trial. If the
Trial is terminated early as
described below, the Agreement
will terminate after receipt by
Sponsor of all relevant Protocol-
required data, Trial documents
and Biological Samples and
receipt of all payments due to
either party.

Termination of Trial Upon
Notice. Sponsor reserves the
right to terminate the Trial for
any reason upon thirty (30) days
written notice to Institution and
Principal Investigator.

Immediate Termination of Trial
by Sponsor. Sponsor further
reserves the right to terminate
the Trial immediately upon
written notification to Institution
and Principal Investigator for
causes that include failure to
enroll Trial Subjects at a rate
sufficient to achieve Trial
performance 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 Study Drug.

Immediate Termination of Trial
by Institution and/or Principal
Investigator. Institution and/or
Principal Investigator reserves
the right to terminate the Trial
immediately upon notification to
Sponsor if requested to do so by
the responsible IEC or if such
termination is required to protect
the health of Trial Subjects.

18.2 Payment upon Termination. If

the Trial is terminated early in

(1

(2)

3)

PredCasné ukonceni klinického
hodnoceni. Pokud je klinické
hodnoceni ukonceno piedcasné,
jak je popsano niZe, smlouva
bude ukoncena, poté co zadavatel
obdrzi vSechna pfislusnd data
vyzadovand podle protokolu,
dokumenty klinického hodnoceni
a biologické vzorky a mezi
stranami byly provedeny vSechny
platby.

Ukonceni klinického hodnoceni na
zékladé ozndmeni. Zadavatel si
vyhrazuje prdvo ukoncit klinické
hodnoceni z jakéhokoli divodu do
tficeti (30) dni od doruceni pisemného
ozndmeni Poskytovateli a hlavnimu
zkousejicimu.

Okamzité ukonceni klinického
hodnoceni zadavatelem. Zadavatel si
dédle vyhrazuje pravo okamzité¢ ukoncit
klinické  hodnoceni na  zdkladé
pisemného ozndmeni Poskytovateli a
hlavnimu zkouSejicimu z divodd,
které zahrnuji nedostateCny pocet
subjektl zaregistrovanych do
klinického hodnoceni, nasledkem
cehoZ nelze dosahnout pracovnich cild
klinického hodnocent, zavazné
nepovolené odchylky od protokolu
nebo pozadavkl hlaseni, okolnosti,
které podle ndzoru zadavatele
predstavuji riziko pro zdravi subjektl
klinického hodnocent, opatien{
regulacnitho dfadu v souvislosti s
klinickym hodnocenim nebo studijnim
1éCivem.

Okamzité ukonceni klinického
hodnoceni Poskytovatelem a/nebo
hlavnim zkouSejicim. Poskytovatel
a/nebo hlavni zkousSejici si vyhrazuji
pravo okamZzit¢ ukoncit klinické
hodnoceni na zdkladé¢ ozndmeni
zadavateli, pokud k tomu byli vyzvani
odpovédnou NEK nebo je-li toto
ukonceni nutné kvuli ochrané zdravi
subjektd klinického hodnoceni.

18.2  Platba po ukonceni. Je-li klinické

hodnoceni ukonceno predcasné v
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19.

accordance with this Agreement,
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
include any non-cancelable
expenses, other than future
personnel costs, so long as they
were properly incurred and
prospectively  approved by
Sponsor, and, only to the extent
such costs cannot reasonably be
mitigated. If the Trial was never
initiated because of disapproval
by the IEC, Sponsor will
reimburse Institution for IEC fees
and for any other expenses that
were prospectively approved, in
writing, by Sponsor.

18.3  Return of Materials. Unless INC
Research instructs otherwise in
writing, Institution and Principal
Investigator will promptly return
all materials  supplied by
Sponsor, at Sponsor’s expense,
for Trial conduct, including
CREFs, and any Sponsor -supplied
Equipment. Institution  will
return  and/or  destroy, as
applicable and at Sponsor’s
expense, any unused Study Drug.

Insurance. The Institution will secure
and maintain in full force and effect
throughout the performance of the Trial
(and following termination of the Trial to
cover any claims arising from the Trial)
insurance  coverage for  medical
professional liability with limits in
accordance with local standards for all
medical professionals conducting the
Trial.

The Sponsor represents and confirmes to
ensure the Clinical Trial Insurance in
compliance with § 52/3f of Act.
No.378/2007 Coll, Pharmaceutical Act,
as ammended.

19.

souladu s touto smlouvou,
zadavatel zajisti v souvislosti s
timto ukoncenim finan¢ni thradu
nakladd na prici provedenou do
data, kdy byla tato smlouva
ukoncena, a véetné tohoto data v
souladu s pfilohou B a po
odecteni jiz provedenych plateb.
Uhrada v souvislosti s ukon&enim
klinického  hodnoceni  bude
zahrnovat veskeré nezruSitelné
vydaje, jiné nez budouci ndklady
na pracovniky, pokud byly fddné
odivodnény a zadavatel je
schvdlil a pokud tyto ndklady
nelze pfimétené sniZit. Pokud
klinické hodnoceni nebylo nikdy
zahdjeno kvuli nesouhlasu NEK,
zadavatel Poskytovateli uhradi
poplatky za NEK a veSkeré dalsi
vydaje, které byly pisemné
schvéleny zadavatelem.

18.3  Vriceni materild. Pokud
spole¢nost INC Research pisemné
nenafidi jinak, Poskytovatel a
hlavni  zkouSejici ihned na
ndklady zadavatele vrati vSechny
materidly dodané zadavatelem
pro provedeni klinického
hodnoceni, véetné CRF a
veskerého vybaveni dodaného
zadavatelem. Poskytovatel vrati
a/nebo zlikviduje dle piislusnych
poZzadavki a na  ndklady
zadavatele veSkeré nepouzité
studijni 1é¢ivo.

Pojisténi. Poskytovatel zajisti a zachova v
plné platnosti a tcinnosti po dobu
provadéni klinického hodnoceni (i po
ukonceni klinického hodnoceni kvl
kryti naroktt vzniklych z klinického
hodnoceni)  pojistné kryti  profesni
odpovédnosti pro vsechny zdravotniky
provadeéjici toto klinické hodnoceni, jehoZ
limity budou v souladu s mistnimi
predpisy.

Zadavatel prohlasuje a potvrzuje, Ze v
souladu s ust. § 52 odst. 3, pism. f)
zdkona ¢. 378/2007 Sb., o lécivech, v
platném znéni, zajisti pojisténi klinického
hodnoceni.
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20.

21.

Debarment, Exclusion, Licensure and 20.

Response. Institution and Principal
Investigator each certify that it/she/he is
not debarred or restricted from conducting
clinical research and will not use in any
capacity the services of any person
debarred or restricted from conducting
clinical research under Applicable Law
with respect to services to be performed
under this Agreement. Institution and
Principal Investigator each also certify that
it/she/he is not excluded from any
governmental health care program,
Institution and Principal Investigator
further certify that it/she/he is not subject
to a government mandated corporate
integrity agreement and has not violated
any applicable anti-kickback or false
claims laws or regulations. During the
term of this Agreement and for three
years after its termination, Institution and
Principal Investigator will notify Sponsor
promptly in writing [to the extent
possible, within two (2) business days] if
either of these certifications needs to be
amended in light of new information or if
Institution or Principal Investigator
becomes aware of any material issues
related to the medical licensure of any
associated Collaborators (including the
Principal Investigator). Institution and
Principal Investigator will cooperate with
Sponsor regarding any responsive action
necessary.

Assignment and Delegation.  Sponsor
may at any time and upon written notice
to Institution and Principal Investigator
assume the obligations and rights of INC
Research or substitute INC Research with
another independent contractor. None of
the rights or obligations under this
Agreement will be assigned or
subcontracted by Institution or Principal
Investigator to another without the prior
written consent of Sponsor, and the
express agreement of  Institution,
Principal Investigator, INC Research, and
the requisite new  assignee  or
subcontractor. Principal Investigator
and/or Institution must notify Sponsor, in

21.

Zikaz, vylouceni, oprdvnéni k vykonu
zdravotnického povoldni a opatfeni.
Poskytovatel a  hlavni  zkouSejici
prohlasuji, Ze nejsou vylouceni z provadéni
klinického vyzkumu ani jim nebylo
zakdzdno provadét klinicky vyzkum a Ze
na zadné pozici nebudou vyuZzivat jakékoli
osoby, kterd byla vyloucena z provadéni
klinického vyzkumu nebo ji bylo zakdzano
provadét klinicky vyzkum podle platného
zakona s ohledem na préci a ¢innosti, které
se maji provadét podle této smlouvy.
Poskytovatel a hlavni zkouSejici také
prohlasuji, Ze nebyli vylouceni z jakéhokoli
stditntho  programu  zdravotni  péce.
Poskytovatel a hlavni zkouSejici dale
prohlasuji, Ze nepodléhaji zadné stitem
nafizené dohodé¢ o firemni bezihonnosti a
neporusili Zaddné platné zdkony nebo
smérnice proti nezdkonnym provizim a
nekalym praktikdm. Béhem trvani této
smlouvy a po dobu tif let od jejiho
ukonceni budou Poskytovatel a hlavni
zkousSejici ihned [pokud moZzno do dvou
(2) pracovnich dni] pisemnou formou
informovat zadavatele, bude-li nutné
neékteré z téchto prohlaseni doplnit ve
svétle novych poznatki nebo pokud
Poskytovatel nebo hlavni zkousejici zjisti
jakékoli zdvazné skutecnosti tykajici se
opravnéni k vykonu zdravotnického
povoldni u nckteré spolupracujici osoby
zapojené do klinického hodnoceni (véetné
hlavniho zkousSejictho). Poskytovatel a
hlavni zkousejici budou se zadavatelem
spolupracovat na odpovidajicim
potfebném opatieni.

Pfidéleni a postoupeni povinnosti a prav.
Zadavatel mtZe kdykoli a po pisemném
ozndmeni Poskytovateli a hlavnimu
zkousejicimu na sebe prevzit povinnosti a
prdva spole¢nosti INC Research nebo
nahradit spole¢nost INC Research jinym
nezdvisly dodavatelem. Zadnd priva ani
povinnosti podle této smlouvy nebudou
Poskytovatelem nebo hlavnim
zkouSejicim pfevedeny na tfeti osobu ani
upraveny dil¢i smlouvou s tfeti osobou
bez ptedchoziho pisemného souhlasu
zadavatele a bez vyslovné dohody mezi
Poskytovatelem, hlavnim zkouSejicim,
spole¢nosti INC Research a pfisluSnym
novym nabyvatelem nebo
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22.

23.

24.

25.

advance, prior to moving to another
location. This Agreement will bind and
inure to the benefit of the successors and
permitted assigns of the Sponsor.

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.

Entire Agreement. This Agreement
contains the complete understanding of
the parties. 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.

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

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

22.

23.

24.

25.

subdodavatelem. Hlavni zkousejici a/nebo
Poskytovate]l musi zadavatele pifedem
informovat o zméné¢ mista podnikéni.
Tato smlouva se stane zdvaznou a vstoupi
v platnost ve prospéch ndstupct a
schvélenych nabyvatelt zadavatele.

Trvéani povinnosti. Povinnosti souvisejici

s vyzkumnym grantem, davérnymi
informacemi, vyndlezy, zdznamy,
publikacemi, uvefejnénim, zdkazem,

vylou¢enim a odSkodnénim plati i po
ukonceni této smlouvy stejné jako
jakdkoli dal$i ustanoveni v této smlouvé
nebo jejich pfilohdch, kterd svou
podstatou a zdmérem zastavaji v platnosti
i po vyprSeni smlouvy.

Celd smlouva. Tato smlouva predstavuje
uplnou dohodu mezi stranami. Tato
smlouva se smi prodlouzit, obnovit nebo
jinak doplnit pouze pisemné a po

vzdjemné dohodé¢ smluvnich stran.
Zieknuti se  jakéhokoli  zdvazku,

ustanoveni nebo podminky této smlouvy
nebo jejich poruSeni jedndnim ¢i jinak v
jednom nebo vice piipadech se nebude
povazovat ani vyklddat jako dal$si nebo
pokracujici  zieknuti se  jakéhokoli
takového zavazku, ustanoveni nebo
podminky nebo jako jakékoli ptedchozi,
souasné nebo ndsledné  poruSeni
jakéhokoli zdvazku, ustanoveni nebo
podminky této smlouvy bez ohledu na to,
zda jsou stejné nebo rozdilné povahy.

Rozpor s pfilohami. Pokud jsou
podminky nebo ustanoveni této smlouvy
v rozporu s podminkami a ustanovenimi
protokolu, pravni a obchodni zileZitosti
se budou fidit podminkami a
ustanovenimi této smlouvy, zatimco
odborné vyzkumné a veédecké zaleZzitosti
se budou fidit podminkami a
ustanovenimi protokolu, pokud se strany
pisemné nedohodnou jinak.

Vztah mezi stranami. Vztah mezi
Poskytovatelem a hlavnim zkousejicim na
jedné stran¢ a zadavatelem na druhé
stran¢ je vztahem nezdvislé smluvni
strany, nikoli vztahem mezi partnery,
zastupcem a vedoucim, zaméstnancem a
zaméstnavatelem, podnikem se zahrani¢ni
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26.

27.

28.

29.

30.

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 outside its reasonable
control (including, without limitation, any
act of God, governmental action,
accident, strike, terrorism, bioterrorism,
lock-out or other form of industrial
action) promptly notified to 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.

Governing Law. Subject to the terms of
the Trial Conduct as outlined above, this
Agreement shall be governed by and
construed in accordance with the laws of
Czech Republic, without giving effect to
conflict of law provisions.

The Parties acknowledge and agree, that
any disputes not resolved amicably, will
be settled and decided by appropriate
courts in Czech Republic.

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

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:

26.

27.

28.

29.

30.

Ucasti apod.

Vy$§i moc. Zidni ze stran neponese
odpovédnost za prodlevu v plnéni
zavazkl podle této smlouvy ani za jejich
nesplnéni, pokud tato prodleva v plnéni
nebo  nesplnéni  byla  zplisobena
okolnostmi, které nemohla odpovidajicim
zptsobem ovlivnit (mimo jiné vcetné
jakéhokoli zdsahu vysSi moci, vladniho
opatfeni, nehody, stdvky, terorismu,
bioterorismu, vyluky nebo jiné formy
kolektivnich akef), a pokud byly okamZité
ozndmeny druhé stran€ (,,vy$§i moc®).
Jakykoli ptfipad zdsahu vys§i moci
nepiedstavuje poruSeni této smlouvy a
doba  plnéni bude  odpovidajicim
zptsobem prodlouZena. Pokud vSak trva
déle nez tficet (30) dni, strany poté
mohou vstoupit do jedndni o zmirnéni
ucinkd a dohodnout se, pokud moZno, na
takovych alternativnich opatfenich, ktera
mohou byt za danych okolnosti vhodna.

Rozhodné pradvo. Tato smlouva, kterd
podléhd ustanovenim o  provadéni
klinického hodnoceni, jak je uvedeno
vySe, se bude fidit a vykladat v souladu se
zdkony Ceské republiky, aniz by nastal
rozpor se zdkonnymi ustanovenimi.

Smluvni strany berou na védomi a
souhlasi, Ze projedndni a rozhodovani
ptipadnych  spori, které  nebudou
vyfeSeny smirem, bude feSeno s pomoci
piisluinych soudt Ceské republiky.

V piipadé rozporu mezi anglickou a
¢eskou verzi této smlouvy ma piednost a
je rozhodujici verze Ceska.

Oznameni. Vsechna ozndmeni
vyzadovand podle této smlouvy musi byt
v pisemné formé& a budou povaZovéina za
pfedand, kdyz budou dorucena rucné,
kuryrem nebo doporucené s tim, Ze
vSechny naléhavé zileZitosti, napf.
hlaSeni o bezpecnosti, budou ihned
sdélena telefonicky a potvrzena pisemné
na tuto adresu:
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SPONSOR:
ARIAD Pharmaceuticals, INC.

3201 Beechleaf Court, Suite 600
Raleigh, NC 27604-1547 USA

ZADAVATEL:
ARIAD Pharmaceuticals, INC.

Kopie pro:

INC Research, LLC

3201 Beechleaf Court, Suite 600
Raleigh, NC 27604-1547 USA

Institution:

Fakultni nemocnice Hradec Krdlové
Legal Department

Sokolska 581

500 05 Hradec Kralové — Novy Hradec
Krilové

Czech Republic

Attention: Dasa Prokiipkova

Telephone: +420 495 832 881

Principal Investigator:

Fakultni nemocnice Hradec Kralové

IV. Internal-Hematology Clinic

Sokolska 581

500 05 Hradec Krilové — Novy Hradec
Kralové

Czech Republic

Autention:

Sponsor and INC Research agree that no
separate agreement with the Principal Investigator
or other Colabolators will be concluded.

The Parties agree with the publication of
this Agreement in the Register of Agreements in
accordance to Act No 340/2015 Coll.

[SIGNATURE PAGE FOLLOWS]

Poskytovatel:

Fakultni nemocnice Hradec Krélové
Pravni odbor

Sokolska 581

500 05 Hradec Krédlové — Novy Hradec
Krilové

Ceska4 republika

K rukdm: D4si Proktipkové

Telefon: +420 495 832 881

Hlavni zkousejici:

Fakultni nemocnice Hradec Kralové

IV. interni hematologick4 klinika
Sokolska 581

500 05 Hradec Krélové — Novy Hradec
Kralové

Ceska republika

K rukam: [

Zadavatel i INC Research se zavazuji, Ze na tuto
studii neuzaviou s hlavnim zkouS$ejicim ani jinou
spolupracujici osobou zadnou dal$i smlouvu.

Smluvni strany souhlasi s uvetejnénim smlouvy v
registru smluv dle zdkona ¢. 340/2015 Sb.

[NASLEDUJE PODPISOVY LIST]
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Agreed to and Accepted:
Approvato e accettato:

SPONSOR
ZADAVATEL
By:
Podepsal/a:

Signature
Podpis

Printed Name
Jméno tiskacimi pismeny

Title
Titul

Date
Datum

PRINCIPAL INVESTIGATOR

HLAVNI ZKOUSEJICI

By:
Podepsal/a:

Signature
Podpis

Printed Name
Jméno tiskacimi pismeny

Title Principal Investigator
Titul hlavni zkouSejici

Date
Datum

INSTITUTION
POSKYTOVATEL

By:
Podepsal/a:

Signature
Podpis

Printed Name
Jméno tiskacimi pismeny

Title
Titul

Date
Datum
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Attachment A

RESEARCH GRANT PAYMENT TERMS

B-1. General Terms. Institution (‘“Payee”)
will be paid the per patient grant amount as
outlined on Attachment B (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 Principal Investigator, including all work and
care specified in the Protocol for the Trial, along
with all overhead and administrative services.
No compensation will be available for Trial
Subjects enrolled or continuing in the Trial in
violation of the Protocol.

B-2. Payment Terms. Research  grant
payments for each Trial will be made quarterly in
(Czech crowns) and based on approval of
invoices submitted. Invoices will be issued by
Payee upon notice delivered by INC Research.
Payments will be made in accordance with
eCRFs submitted and monitored, and with
Attachment B (Research Grant Worksheet).
Monitoring will occur approximately every 60
days, based on site enrollment and completion of
data entry. Invoices will be paid by INC Research
within 40 days of invoice receipt.

B-3. Pass-through payments from Sponsor.
Payments due under this Agreement are pass-
through payments from Sponsor that will be sent
after such payments are received by INC
Research from Sponsor. INC Research shall have
no liability for any failure to make payments if
required funding is not provided to INC Research
in advance by Sponsor.

B-4. Non-Procedural Costs. Payee will be
paid for additional non-procedural costs that are
pre-approved by Sponsor, as set forth in
Attachment B. To request payment for such
costs, Payee 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 B.

Piiloha A

PODMINKY PLATBY VYZKUMNEHO
GRANTU

B-1.  VSeobecné podminky. Poskytovatel
(,,Ptijemce plateb”) obdrZzi za kaZdého pacienta
ndlezit¢ zatfazeného do studie grant ve vysi
uvedené v piiloze B (Rozpis vyzkumného
grantu). Tato ¢4stka je dplnou odménou za price
realizované zkouSejicim, vcetn€¢ vSech praci a
péce dle protokolu studie, a také veSkerych
reZijnich a administrativnich sluZeb. Za ticastniky
zaregistrované ¢i pokracujici ve studii v rozporu
s protokolem nebude Zddna odména poskytnuta.

B-2.  Platebni podminky. Platby z vyzkumného
grantu na kazdé hodnoceni budou poukazovany
Ctvrtletne v (Ceskych korundch) na zakladé
schvélenych faktur, Faktury budou vystaveny
Pifjemcem plateb na zdkladé vyzvy, kterou
dorui INC Research. Castky budou vypliceny na
zakladé zaslanych a zkontrolovanych formulait
eCRF v souladu s piilohou B (Pracovni list
vyzkumného grantu). Kontrola probihd pfiblizné
jednou za 60 dni, podle ndboru pacientl
pracovistém a dat zadanych do systému. Faktury
INC Research hradi do 40 dnt od doruceni
faktury.

B-3. Prefakturované platby od zadavatele. Platby
podle této smlouvy jsou prefakturované platby od
zadavatele, které budou proplaceny az INC
Research obdrzi tyto platby od zadavatele. INC
Research nemd Zddnou zodpovédnost za
neprovedeni plateb, pokud poZadované finan¢ni
prosttedky nebudou zadavatelem piedem
poskytnuty INC Research.

B-4. Néklady mimo procedury. Pfijemci
plateb budou uhrazeny dodatecné ndklady vzniklé
mimo procedury, pokud jsou pfedem schvélené
zadavatelem, jak je uvedeno v piiloze B. Pokud
Poskytovatel - Piijemce plateb hodld pozadat o
proplaceni takovych ndkladu, zaSle zadavateli
nebo jim urcenému subjektu  podrobné
rozepsanou fakturu s prisluSnou dokumentaci a
vydajovymi doklady, kterymi tyto dohodnuté a
prefakturovavané vydaje dolozi. Tyto vydaje Ize
fakturovat pouze ve skutecn¢ vynaloZené vysi
bez jakékoli pfirdzky, a to do maximalni vyse
uvedené v pfiloze B.
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B-5. Final Payment. At the conclusion of the
Trial, all CRFs and Trial-related documents will
be promptly made available for Sponsor review.
The final payment (EOT and FU) will be paid
once: all CRFs have been completed and
received; data queries have been satisfied; all
Study Drug is destroyed or returned; and all close
out issues are resolved and procedures completed,
including final IEC notification. All queries must
be resolved within five (5) days of receipt by
Payee any time during the Trial. Sponsor or its
designee will perform final reconciliation of all
payments made to date against total amount due
and will promptly pay Payeeamounts remaining
unpaid, if any. Institution will promptly
reimburse Sponsor or its designee amounts
overpaid within thirty (30) days of notification by
Sponsor or designee.

B-6. Taxes.

(1) Payments shown in the Research Grant
Worksheet do not include Value Added Tax
(VAT). If the Payee is VAT registered, and if
VAT is required under the applicable legal
regulations, VAT should be added and shown on
the invoice by the Payee at the applicable VAT
rate. If VAT reverse charge mechanism applies
under the applicable legal regulations, payee will
not add VAT to the invoice.

2) Payee acknowledges and agrees that it is
solely responsible for the payment of any and all
contributions and taxes imposed by any
applicable authority with respect to or measured
by compensation paid to Payee under this
Agreement. INC Research or Sponsor will not be
responsible for the withholding or payment of
any such required contributions or taxes. Payee
accepts full responsibility for reporting all
payments received, under this agreement, to the
relevant taxation authorities as required by local
regulations.

B-7.  Screen Failures. A Screen Failure is a
consented Trial Subject who fails to meet the
screening visit criteria and is thus not eligible for

enrollment into the Trial. |G

B-5.  Doplatek. Pti ukonceni hodnoceni budou
zadavateli okamzit¢ predloZeny ke kontrole

vSechny formuldfe CRF a dokumenty souvisejici
s hodnocenim. Doplatek (po ukonceni 1é¢by a za
ndvaznou kontrolu za kaZdého pacienta) bude
poukézan, jakmile jsou vSechny formulafe CRF
vyplnény a obdrZeny, veSkeré dotazy na data byly
vyfeSeny; bylo zni¢eno nebo vriceno veSkeré
hodnocené IéCivo, vyfeSeny vSechny dilezité
dotazy a dokonceny veSkeré procedury, vcetné
zavérecného informovani etické komise. VSechny
dotazy musi byt vyfeSeny do 5 dnd od jejich
pfijeti Pfijemcem plateb, a to bez ohledu na fazi
studie. Zadavatel nebo jim urend osoba
provedou kone¢né porovndni vSech plateb
vyplacenych k aktudlnimu datu s celkovou
dluznou castkou a okamZzit¢ uhradi Piijemci
plateb pfipadné nezaplacené ¢4stky. Poskytovatel
neprodlené vrati zadavateli nebo osobé jim
urcené veskeré pieplatky, nejpozdé€ji vSak do 30
dnti od upozornéni zadavatelem nebo osob¢ jim
urcené.

B-6 Dané

(D) Platby uvedené v pracovnim vykazu
vyzkumnych plateb neobsahuji Dan z pfidané
hodnoty (DPH). Pokud je Pfijemce plateb platcem
DPH a pokud je DPH poZadovéano podle platné
legislativy, DPH bude pfiddno a zobrazeno na
faktufe Piijemce plateb v platné vySi. Pokud se
podle platné pravni dpravy uplatni mechanismus
reverse charge, Piijemce plateb nebude DPH na
fakturu uvadét.

2) Pii{jemce plateb bere na védomi a
souhlasi stim, Ze je vyhradné zodpovédny za
platby veskerych pfispévkd a dani uloZenych
nebo  vyméfenych  kterymkoli  orgdnem
v souvislosti s ndhradami vyplacenymi Pi{jemci
plateb v souvislosti stouto smlouvou. INC
Research nebo zadavatel nenesou Zadnou
zodpovédnost za srdzku nebo placeni takto
pozadovanych piispévkil nebo dani. Piijemce
plateb pfijimd plnou zodpoveédnost za hlaseni
veSkerych plateb pfijatych podle této smlouvy
pfisluSnym danovym ufadiim, jak je poZadovano
mistnimi predpisy.

B-7.  Vyftazeni pii screeningu. Vyfazenim pfi
screeningu  se rozumi subjekt klinického
hodnoceni, ktery poskytne souhlas, ale nesplni
kritéria pfi screeningovém vySetieni a nemuze
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B il be reimbursed, if at all, as outlined
in Attachment B, based on work completed
pursuant to the Protocol.

To be eligible for reimbursement of a Screen
Failure, Institution must: (i) allow Study monitor
to conduct source document verification for
screening, (ii) employ reasonable screening
procedures and processes to ensure that only

appropriate  subjects are entered into the
screening process, and (iii) have proper
documentation available for verification, if

requested. No payment will be made for subjects,
if any, who are inappropriately or improperly
screened.

B-8.  Patient travel reimbursement. INC
Research, on behalf of the Sponsor, will
reimburse reasonable patient travel related

expenses per trial subject visit, up to the
maximum of || 2s listed in the
Attachment B. Any reimbursement exceeding
this limit will require prior written Sponsor/INC
Research approval. Any payment will be based
on the invoice together with supporting
documentation (i.e receipts) submitted to INC
Research.

B-9.  Necessary Procedures. Payee 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, or if there is no such unit cost in the
budget, at the appropriate unit cost pre-approved
by Sponsor or INC Research in writing, and will
require a separate invoice with documentation for
the medical necessity of the procedure. Where
practicable, Sponsor's or INC Research’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.

B-10. Payee. The research grant payments will
be made to the following payee and address:

Payee Name: Fakultni nemocnice Hradec
Kralové
Payee Address: Sokolskd 581, 500 05 Hradec

Krilové — Novy Hradec Krilové, Czech Republic

byt tedy zafazen do studie. Pfipadnd odména za

vyfFazené pii screeningu bude
poskytnuta dle pfilohy B, a to za ikony vykonané
dle protokolu.

Pokud si chce Poskytovatel zachovat nirok na
proplaceni pacientll vyfazenych pfi screeningu,
musi: (i) umoZznit kontrolu  zdrojovych
dokumentli ze screeningu monitorovi studie, (ii)
vyuZivat pfiméfené postupy a metody screeningu
k zajisténi, Ze screening podstoupi pouze vhodni
pacienti; (iii) na poZzddani zpfistupnit faddnou
dokumentaci ke kontrole. Za screening nespravné
provedeny nebo nevhodné pacienty nebude Zadna
odména poskytnuta.

B-8. Nahrady cestovného pacientim. INC
Research, jménem zadavatele, bude pacientim
proplacet pfimétené cestovni vydaje az do vyse
vedené v priloze

B na jednu ndvstévu. Nédklady pifesahujici tento
limit vyZaduji pfedchozi pisemny souhlas
zadavatele ¢i INC Research. Penize budou
poskytnuty na zdkladé faktury a piislusnych
dokladt predanych INC Research.

B-9. Nezbytné procedury. Piijemce plateb
bude odménén za platné a potfebné ndvstévy a
procedury. Procedury nezbytné pro bezpecnost
pacientt budou hrazeny v jednotkové sazbé
dohodnuté vrozpoCtu nebo, pokud takova
jednotkova sazba v rozpoc¢tu neni, v jednotkové
sazbé predem pisemné schvilené zadavatelem
nebo INC Research, a to po predloZzeni
samostatné faktury s dokumentaci doklddajici
lékaiskou nezbytnost téchto vykonti. Pokud je to
prakticky moZné a nebude tim ohroZena kvalita
vysledkti studie nebo bezpe¢nost ucastnika,
zkousejici si zajisti pisemny souhlas zadavatele
nebo INC Research pfedem. V opacném piipade
tuto skute¢nost zadavateli ozndmi co nejdiive po
udaélosti.

B-10. Piijemce plateb. Castky z vyzkumného
grantu budou hrazeny pifjemci na nésledujici
jméno a adresu:

Jméno piijemce plateb: Fakultni nemocnice
Hradec Krélové

Adresa piijemce plateb: Sokolskd 581, 500 05
Hradec Krilové — Novy Hradec Kralové, Ceskd

33



Payee Tax Identification Number: CZ00179906
Pavee Bank Account Details:

Bank Name: Ceskd spofitelna a.s., Prague

Bank Address: Budéjovickd 1912, 140 00 Prague
Bank Account Number: 2651552/0800

IBAN Number: CZ74 0800 0000 0000 0265
1552

SWIFT Code: GIBACZPX
Payment reference: invoice number
Email address for remittance
jitka.halesova@fnhk.cz

information:

In case of changes in the Payee’s bank account
details, Payee is obliged to inform INC Research
in writing, but no amendment to this Agreement
shall be required.

B-11. Invoices. All invoices must be forwarded
to the following as instructed:

Attn. Grants Department, INC RESEARCH UK
LIMITED

Each invoice must contain: (1) Sponsor name, (2)
Protocol number, (3) Project code, (4) a summary
of the reimbursement to be made in compliance
with the Research Grant Worksheet, and (5) if the
Payee is VAT registered, the VAT Registration
Number, (6) if VAT reverse charge mechanism
applies, the note “VAT reverse charge
applicable”.

Payee will not receive any payments for pass
through expenses whereby Payee has failed to
produce actual copy invoices or other
documentation clearly substantiating that the
expenditures were actual, reasonable, and
verifiable in the amount submitted for
compensation. Any invoices submitted by the
Payee more than 45 days after the database lock
will not be reimbursed

republika
Danové identifika¢n{ ¢islo pifjemce:
CZ00179906

Platebni udaje pfijemce plateb:

Nézev Banky: Ceska spotitelna a.s., Praha
Adresa Banky: Bud¢jovickd 1912, 140 00 Praha
Cislo détu: 2651552/0800

IBAN: CZ74 0800 0000 0000 0265 1552
SWIFT code (BIC): GIBACZPX
Variabilni symbol: ¢islo faktury
E-mailova adresa pro
dhradéch: jitka.halesova@fnhk.cz

informace 0

V ptipadé¢ zmény bankovnich udaji Piijemce
plateb je Pfijemce povinen pisemné informovat
INC Research, na tuto zménu vSak nebude
vyZadovén dodatek smlouvy.

B-11. Faktury. Vsechny faktury musi
zaslany dle pokyni na nasledujici adresu:

byt

Attn. Grants Department, INC RESEARCH UK

Ka7zd4d faktura musi obsahovat: (1) jméno
zadavatele, (2) ¢islo protokolu, (3) kéd projektu,
(4) ptehled dhrad podle Rozpisu vyzkumného
grantu a (5) pokud je pifijemce platcem DPH, tak
DIC pro tugely DPH, (6) pokud dochdzi k
pouzivini mechanismu  pfeneseni dafnové
povinnosti, tak je nutné piidat pozndmku
,Dochazi k uplatiiovani mechanizmu pfeneseni
danové povinnosti®.

Prefakturovdvané ndklady nebudou Piijemci
plateb proplaceny, pokud neposkytne potiebnou
fakturu nebo jinou dokumentaci  jasné
dokladajici, Ze vzniklé ndklady byly skutecné,
rozumné a ovéfitelné v rozsahu odpovidajicim
pozadované castce. Jakékoli faktury dorucené
Ptijemcem plateb pozdé&ji nez 45 dni po uzamceni
databize nebudou proplaceny.
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Attachment B/ Priloha B
RESEARCH GRANT WORKSHEET/PRACOVNI VYKAZ VYZKUMNYCH PLATEB
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