Czech Republic/Institution & Investigator Clinical Trial Agreement

PRA

Fakultni nemocnice u sv. Anny v Brné,
LAQ-MS-305

CLINICAL TRIAL AGREEMENT

This CLINICAL TRIAL AGREEMENT (the
“Agreement”) is concluded according to both
§269, par.2, Act 513/1991 Coll., Commercial
Code (in force) and Act 378/2007 Coll.,
Pharmaceuticals (in force) and is effective the date
of last signature hereof (the “Effective Date”), by
and between Fakultni nemocnice u sv. Anny v
Brné located at Pekaiska 53, 656 91 Brno, Czech
republic, Company ID No.: 00159816, acting by
I cirector (the
“Institution”) and Pharmaceutical Research
Associates CZ, s.r.o. located at Jankovcova
1569/2c, 170 00 Prague 7, Czech Republic, IC
(Company ID number): 27636852, represented by
MUDr. Andrea KI¢, proxy (“PRA”), acting as an
independent contractor for TEVA
PHARMACEUTICAL INDUSTRIES LTD
located at 5 Basel Street, Petach Tiqva, 49131,
Israel (the “Sponsor””). PRA has agreed to accept
certain obligations and duties of PRA UK in
respect of the conduct of the clinical trial in Czech
Republic; and , born on
, domiciled at

, who shall serve as
the “Investigator” responsible for the Study as
defined below. The Institution and the
Investigator may be collectively referred to as the
“Site”.

1. STATEMENT OF WORK.

(@) The Sponsor (has appointed Teva Pharma
GmbH as its European Union legal
representative according to the European
Directive 2001/20) entrusted PRA to
arrange and administer the multi-centre
study referred in Section 1(b) below and
to perform services in connection with the
Study, including conclusion of this clinical
trial agreement.

(b) The Investigator and the Institution will

conduct the clinical research study entitled

“A multinational, multicenter,

SMLOUVA O PROVEDENI
KLINICKEHO HODNOCENI

Tato SMLOUVA o PROVEDEN{
KLINICKEHO HODNOCENi (dale jen
»omlouva®) je uzaviena v souladu s §269 odst. 2
zdkona ¢. 513/1991 Sb., obchodni zakonik (v
platném znéni) azakona ¢. 378/2007 Sb., o
lé¢ivech (v platném znéni) a nabyva ucinnosti
dnem podpisu vSemi smluvnimi stranami (dale jen
,,datum ucinnosti), mezi Fakultni nemocnici u sv.
Anny v Brné se sidlem Pekatska 53, 656 91 Brno,
Ceska republika, IC: 00159816, jejimz jménem
jedna [ NG, icditc! (dile jen
,,Zdravotnické zafizeni® a spole¢nosti
Pharmaceutical Research Associates CZ, s.r.o.,
se sidlem Jankovcova 1569/2c, 170 00 Praha 7,
Ceska republika, IC: 27636852, zastoupena MUDr.
Andrea KI¢, prokuristkou (dale jen ,,PRA%),
jednajici jako nezavisly dodavatel spole¢nosti
TEVA PHARMACEUTICAL INDUSTRIES LTD
se sidlem 5 Basel Street, Petach Tiqva, 49131,
Izrael (dale jen ,,Zadavatel”). Spole¢nost PRA se
zavazuje prevzit urCité zavazky a povinnosti
spole¢nosti  PRA UK tykajici se provadéni
klinického hodnoceni v Ceské republice; a

, datum narozeni:
, bydliste:

,  ktery/a  vystupuje  jako
wZkousejici odpovidajici  za studii, jak je
definovan/a nize. Zdravotnické zafizeni a

Zkousejici mohou byt dale spoleéné oznacovani
jako ,,fesitelské centrum®.

1. POPIS PROJEKTU

(@) Zadavatel (urcil spole¢nost Teva Pharma
GmbH jako svého zastupce v EU dle

Smérnice EU ¢  2001/20) povetil
spoleCnost PRA, aby zajistila a fidila
multicentrické klinické hodnoceni

uvedené v €l. 1, pism. b) této Smlouvy, a
aby poskytovala sluzby v souvislosti
S klinickym hodnocenim, vcetné uzavieni
této Smlouvy o klinickém hodnoceni.
(b) Zkousejici a Zdravotnické  zafizeni
provedou klinické hodnoceni pod nazvem
»Vezinarodni, multicentrické,
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Fakultni nemocnice u sv. Anny v Brné,

PRA LAQ-MS-305
randomized, double-blind, parallel- randomizované, dvojité  zaslepené,
group, placebo-controlled study placebem kontrolované Klinické

(©)

followed by an active treatment period,
to evaluate the efficacy, safety and
tolerability of two doses of oral
administration of laquinimod (0.6
mg/day or 1.2 mg/day) in subjects with
relapsing remitting multiple sclerosis
(RRMS)” (the “Study”), bearing protocol
number LAQ-MS-305 (CONCERTO) , as
may be amended from time to time (the
“Protocol”), the provisions of which are
incorporated herein by reference. The
Investigator shall perform the study in
conformance with: (i) generally accepted
standards of good clinical practice, (ii) the
Protocol, (iii) the Declaration of Helsinki,
1964, as amended (iv) all applicable laws,
rules and regulations including, but not
limited to, those governing the conduct of
the Study, particularly the Act No.
378/2007 Coll. on Pharmaceuticals, as
amended, the Act No. 372/2011 Coll. on
Medical Services, as amended, the Decree
No 226/2008 Coll.,,on good clinical
practice and detailed conditions of clinical
trials on medicinal products, as amended,
and (v) the approval of the Ethical
Committee.  The Institution shall not
reassign the conduct of the Study to
another investigator ~without PRA’s
express written consent. If the Investigator
is unable to perform the duties required by
this Agreement, the Institution shall
promptly notify PRA in writing. If a
mutually acceptable replacement is not
available, this Agreement may be
terminated as provided herein.

The Institution shall provide appropriate
resources and facilities so the Investigator
can conduct the Study in a timely and
professional manner and according to the
terms of this Agreement, including where

(©)

hodnoceni s paralelnimi skupinami a
s naslednou lé¢ebnou fazi s podavanim
ucinné latky k vyhodnoceni ucinnosti,
bezpecnosti a  snaSenlivosti  dvou
perorialné podavanych davek pripravku
laguinimod (0,6 mg/den nebo 1,2
mg/den) u  subjektid S relabujici-
remitujici  roztrousenou  sklerézou
(RRRS)* (dale jen ,studie”), s cislem
protokolu LAQ-MS-305 (CONCERTO)
ve znéni piipadnych zmén a doplinkd (dale
jen ,protokol*), jehoz ustanoveni jsou
nedilnou  soudasti  této  Smlouvy.
Zkousejici provede studii v souladu s: (i)
obecné uzndvanymi standardy spravné

Klinické praxe, (ii) protokolem, (iii)
Helsinskou  deklaraci  zroku 1964
v aktudlnim  znéni, (iv)  veSkerymi

prislusSnymi prédvnimi a jinymi piedpisy,
zejména témi, jimiz se provadéni studie
tidi, a to zejména zakona ¢. 378/2007 Sb.
0 lécivech a o zménach nékterych
souvisejicich zdkont (zakon o lécivech)
Vv platném znéni, zakona ¢. 372/2011 Sb. o
zdravotnich sluzbach a podminkach jejich
poskytovani  (zdkon o  zdravotnich
sluzbach) v platném znéni, vyhlasky ¢.
226/2008 Sbh. o spravné klinické praxi a
blizsich podminkéach klinického
hodnoceni 1écivych pripravkd, v platném
znéni, a (v) podminkami souhlasu etické
komise. Zdravotnické zafizeni neni
opravnéné poveéfit vykonem  studie
jinou/jiného Zkousejici/ho bez vyslovného

pisemného souhlasu PRA. Nemuze-li
Zkousejici vykonavat povinnosti
vyplyvajici ze Smlouvy, Zdravotnické

zatizeni je o tom povinno PRA neprodlen¢
pisemn¢ vyrozumét. Nelze-li nalézt
nahradniho Zkousejiciho pftijatelného pro
ob¢ strany, muze néktera strana od této
Smlouvy odstoupit zplisobem v této
Smlouve stanovenym.

Zdravotnické zafizeni poskytne vhodné
zdroje a moznosti, aby mohl/a Zkousejici
provést studii v€as a odborn¢ a v souladu s
podminkami této Smlouvy, véetné, kde je
to na misté, vySkolenych a kompetentnich

Page 2 of 26




PRA

Czech Republic/Institution & Investigator Clinical Trial Agreement

Fakultni nemocnice u sv. Anny v Brné,

LAQ-MS-305

appropriate, trained and qualified
personnel to assist in conduct of the Study
(“Study Team members”), who shall
comply with the terms of this Agreement,
excluding personnel supplied by PRA or
Sponsor. Unless otherwise agreed to in
writing by the parties, the Site shall
conduct the Study only at the facilities
indicated in this Agreement.

2. CONDUCT OF THE STUDY

()

Upon commencement and during the term
of the Study, the Investigator undertakes
to:

(i)  obtain from each Patient, (or where
applicable, from Patient’s legal
guardian) a signed written informed
consent to participate in the Study
and to the fair and lawful
processing of data by PRA. Such
informed consent shall be in a
format duly approved by PRA and
shall be in accordance with all
applicable national and local laws
and regulations.

(ii)  review all Patient’s case report
forms (“CRFs”) to assure their
accuracy and completeness and
provide these forms and any other
Study data or samples to PRA in the
format and manner agreed upon by
the parties and in an anonymised
form;

(iii) resolve any potential discrepancies
or errors in the CRFs, and ensure
integrity of original case records,
laboratory reports and/or other raw
data sources underlying the data
recorded in the CRFs;

(iv) ensure that the time schedules set
forth in the Protocol and this
Agreement are strictly met,

(v)  report immediately by telephone to
PRA and the Sponsor any serious
adverse events (as defined in the

spolupracovniki, ktefi budou napomocni
pfi provadéni studie (dale jen ,,Clenové
vyzkumného tymu®), v souladu s
podminkami ~ Smlouvy, s vyjimkou
personalu, ktery poskytne PRA nebo
Zadavatel. Nesjednaji-li smluvni strany
pisemn¢ opak, mize feSitelské centrum
provadét  studii  pouze V prostorach
stanovenych v této Smlouve.

2. PROVADENI STUDIE

(@ Po zahijeni a vprubéhu studie se

Zkousejici zavazuje:

(i) ziskat od kazdého pacienta
(ptipadné jeho zdkonného zéstupce)
podepsany pisemny informovany
souhlas s ucasti ve studii a s fadnym
a zédkonnym zpracovanim udajl
spole¢nosti PRA. Tento
informovany souhlas bude ve forme
fadné schvalené PRA a musi byt
vsouladu se vSemi platnymi
narodnimi a mistnimi pravnimi

predpisy;
(i)  kontrolovat  vSechny  zdznamy
pacientt  (dale jen ,,CRF®)

Kk zajisténi  jejich  spravnosti a
uplnosti, a tyto CRF a dalsi udaje a
vzorky ze studie ptedavat PRA ve
form¢ a zplsobem, na jakych se
smluvni strany dohodnou, a to
V anonymizované forme;

(iii) fesit ptipadné nedostatky nebo
chyby v CRF a zajistit spravnost a
poctivost zdravotni dokumentace
pacientd, laboratornich vysledkl a
dalsich zdroji nezpracovanych dat,
z nichz udaje v CRF vychazeji;

(iv)  zajistit presné dodrzovani casovych
rozpist stanovenych v protokolu a
V této Smlouve;

(v)  okamzité telefonicky nahlasit PRA i
Zadavateli veskeré zavazné
nezadouci pitihody (jak jsou
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Protocol) occurring during the
course of a Patient’s participation in
the Study and deliver a written
report to PRA and the Sponsor
within 24 hours of the occurrence of
this event;
(vi) implement all appropriate action as
required by Sponsor and/or PRA in
order to protect Patients included to
the Study health or safety;

definovany v protokolu), knimz
Vv pribéhu ucasti pacienta ve stduii
dojde, a do 24 hodin od udalosti
pfedat PRA a Zadavateli o udalosti
pisemnou zpravu,

(vi) pfijmout veskera vhodna opatieni,
jaka bude Zadavatel a/nebo PRA
pozadovat, na ochranu zdravi a
bezpecnosti pacientll zatazenych do

studie;

(b) The Site represents and warrants that: (b) Resitelské centrum prohlasuje a zaruduje,

ze:

0] the Investigator and any other (i)  Zkousejici i vSichni ostatni ¢lenové
Study Team members (as defined vyzkumného tymu (jak jsou
above) have appropriate training definovani vyse) maji k provadéni
and the necessary experience and studie odpovidajici kvalifikaci a
skills for conducting the Study; potiebné zkusenosti a dovednosti;

(i) the Investigator shall not be (i)  Zkousejici se nebude podilet na jiné
involved in other study or activities studii nebo jiné ¢innosti, ktera by
which would hinder or adversely mu branila v praci na studii nebo ji
affect his/her involvement in the negativné ovlivilovala, ani jinak
Study, or otherwise be involved in nebude provozovat Cinnosti, které
activities which would be in by byly sprovadénim studie v
conflict with the conduct of the rozporu;

Study;

(iii)  the Investigator has obtained all (ili) Zkousejici  ziskal  k provadéni
relevant authorizations of his ¢innosti dle této smlouvy veskera
hierarchy to perform activities potiebna svoleni svych
hereunder, nadtizenych;

(iv)  the Study Drug shall be used only (iv) hodnocené 1é¢ivo bude pouzivano
in accordance with the Protocol vyhradné v souladu s protokolem a
and  applicable  laws and platnymi pravnimi ptedpisy.
regulations.

(c) The Investigator is responsible for (c) Zkousejici bude dohlizet na ¢innost vSech
supervising the activities of all other Study ostatnich ¢lent vyzkumného tymu, véetné
Team  members, including  where ptipadnych dalsich Zkousejicich
applicable, other investigators involved in pracujicich na studii v daném fesitelském
the Study at the Study Site. centru.

3. PAYMENT. 3. UHRADA
(@) PRA will pay the Institution and the () PRA zaplati Zdravotnickému zafizeni a
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(b)

(©)

(d)

Investigator according to the Payment
Terms attached hereto as Exhibit A
(“Payment Terms”) and the Budget
attached hereto as Exhibit B (the
“Budget”), upon receipt of invoices and
other  appropriate documentation as
specified therein. Payments due
hereunder are pass-through payments from
Sponsor that will be sent after such
payments are received by PRA from
Sponsor. PRA shall exercise reasonable
efforts to ensure timely receipt of pass-
through payments from Sponsor.

The Institution and the Investigator as
payee (“Payee”) shall provide full
payment instructions and bank details, in
writing to PRA in the Payment
Information Checklist (“PIC”), before any
payment can be made. The Payee is
obliged to inform PRA, in writing, of any
changes or required updates of payment
instructions and/or bank details. The
parties agree that any change of or update
to the Payee’s bank details contained in
the PIC may be effected through a written
notice and shall not of itself require a
formal Amendment to this Agreement.

The Site is an independent contractor, and
neither PRA nor Sponsor is responsible
for any employee benefits, pensions,
workers’ compensation, withholding, or
employment-related taxes as to the
Institution or its personnel.

The Investigator and_any sub-investigators
will complete and sign a financial
disclosure  form  when  reasonably
requested to do so by PRA or Sponsor.
These forms shall be promptly updated as
needed to maintain their accuracy and
completeness during the Study and for one
year after its completion.

(b)

(©)

(d)

ZkouSejicimu  thradu v souladu s
platebnimi podminkami, jak je uvedeno
vpiiloze A této smlouvy (dale jen
,platebni podminky*), a srozpoctem
uvedenym piiloze B této Smlouvy (dale
jen ,rozpocet®), a to na zaklad¢ doruceni
faktur a dalSich pfislusnych dokladt
vsouladu s rozpoétem. Uhrady splatné
podle této Smlouvy znamenaji prostiedky
poskytované Zadavatelem a budou
zaplaceny poté, kdy je PRA obdrzi od
Zadavatele. PRA vynalozi pfimétené usili,
aby obdrzela uhrady od Zadavatele vcas.

Zdravotnické zafizeni a ZkouSejici,
jakozto ptijemci plateb (dale jen “pfijemce
platby”) poskytnou pisemné spole¢nosti
PRA na formulafi platebnich udaja (dale
jen ,,PIC*) kompletni platebni pokyny a
bankovni spojeni pfedtim, nez bude
mozno uskuteCnit jakoukoliv platbu.
Piijjemce platby je povinen pisemné
informovat PRA o jakychkoliv zménach
nebo pozadovanych aktualizacich
Vv platebnich pokynech a/nebo bankovnim
spojeni. Smluvni strany sjednavaji, ze
zmény nebo aktualizace bankovniho
spojeni pfijemce platby obsazené v PIC
mohou byt provadény  pisemnym
oznamenim, a samy o sob& nevyzaduji
uzavieni dodatku k této Smlouvé

Regitelské  centrum  je  nezavislym
dodavatelem a PRA ani Zadavatel
nenesou odpovédnost za  vyplaceni

jakychkoli pozitkii zaméstnancti, dichodu,
nahrad pracovnikiim, sraZzek nebo dani

hrazenych  za  zaméstnance  bud’
Zdravotnickému  zafizeni nebo jeho
personalu.

Zkousejici a ptipadni spoluzkousejici na
ptiméfenou zadost PRA nebo Zadavatele
vyplni a podepi§i formulai finan¢nich
udaju. Tyto formulafe musi byt v ptipadé
potieby neprodlené aktualizovany, aby po
dobu studie a jednoho roku po jejim
skonceni zGstaly spravné a uplné.
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(e) The Institution hereby agrees that no third (e) Zdravotnické zafizeni timto souhlasi s tim,
party will be charged for any aspect of ze 7adné tieti strané nebude v Zadném
treatment or Patient’s care for which the ohledu uctovana 1écba ani zdravotni péce
Payee has invoiced or been paid under this pacienta,  kterou  pfijemce  platby
Agreement. The Institution hereby agrees fakturoval nebo ktera byla uhrazena
that neither participants in the Study nor vramci této smlouvy. Zdravotnické
any third party will be charged for zafizeni timto souhlasi stim, Ze
laquinimod (the “Study Drug”) or any ucastnikim studie ani teti strané nebude
comparator drugs provided for this Study, uctovan laquinimod (dale jen ,,hodnocené
nor shall Payee include such cost in any 1é¢ivo™) ani Zadnd srovnavaci 1éCiva
cost report to third-party payers. poskytnuta pro studii, a ze takovéto
naklady nebudou zahrnuty do zadného

vykazu nakladi pro platce-tieti strany.

(f) Except as otherwise provided herein, (f) Neni-li vtéto Smlouvé sjednano jinak,
Payee payments will be made for platby budou pfijemci plateb hrazeny
evaluable Patients and for eligible Patients pouze za zpusobilé pacienty, které lze
only. An eligible Patient is one who meets vyhodnotit. Zptsobily pacient je ten, ktery
all of the inclusion requirements and does splni vSechny pozadavky Protokolu na
not meet any of the exclusion criteria of zaclenéni a zadné z kritérii pro vyclenéni,
the Protocol, who was enrolled by the ktery byl zatazen ZkouSejicim a ktery
Investigator; and from whom informed udélil svij informovany souhlas. Pacient,
consent has been obtained. An evaluable kterého lze vyhodnotit, je ten pacient, u
Patient is one for whom all case report néjz byly uspokojivé vyplnény vsechny
forms (“CRFs”) have been satisfactorily formulafe pro zaznamy pacientti (CRF)
completed in accordance with the vsouladu s Protokolem; ktery fadné
Protocol, who has properly completed the absolvoval pfislusné studijni ukony
appropriate Study procedures as set forth stanovené Protokolem; a ktery absolvoval
in the Protocol, and has undergone the vySetfeni pozadovana Protokolem.
evaluations required by the Protocol .

(9) The parties acknowledge and agree that (9) Smluvni strany uznavaji a souhlasi s tim,

the compensation provided for Site’s
performance under the Agreement
represents the fair market value for the
services conducted by Site and has been
agreed independently from any business
the Institution or the Investigator has made
or may make in relation to the ordering of
products or services of the Sponsor.

ze odména za plnéni Zkousejiciho na

zakladé  této Smlouvy predstavuje
spravedlivou  trzni  hodnotu  sluzeb
poskytnutych  ZkouSejicim, a  byla

sjednana nezavisle na jinych obchodnich
vztazich, stavajicich nebo potencialnich,
Zdravotnického zatizeni nebo
Zkousejiciho tykajicich se objednavek
vyrobkl nebo sluzeb Zadavatele.

4, ZAZNAMY, VYKAZY, PRISTUP

4. RECORDKEEPING; REPORTING;
ACCESS.
Authorised representatives of Sponsor

(@)

and/or PRA have the right during the
performance of the Study and after the
termination of the Study, upon reasonable
advance notice, and during regular
business hours, to:

(a)

Zmocnéni zastupci Zadavatele, ptipadné
PRA jsou béhem provadéni studie a po
jejim skonCeni opravnéni na zakladé
pfiméfeného  predchoziho  oznémeni
v pfimétené lhit¢ a beéhem obvyklé
pracovni doby:
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(b)

(©

(i) audit and examine the Institution’s
facilities required for performance
of the Study;

(i)  review all data, records and work
products (including portions of
other Patient records for all Patients
in the Study) relating to the Study,
and if necessary, make copies of
such data, records and work
products, provided such copies do
not include any unauthorized
individually-identifiable
information of a Study Patient;

(iii)  provide information and instruction
on the execution of the Study; and

(iv) assess and/or confirm that the Study
is being conducted by the Site in
accordance to the standards agreed
upon herein. The Site shall
maintain complete and accurate
records related to the Study, and
shall retain all such records
resulting from the Study in
accordance with ICH GCP for the
time required by applicable laws
and regulations. The Sponsor will
retain the rights described in this
section (a) after the termination of
the Study at the Institution.

The Investigator will deliver CRFs to PRA
within fourteen (14) days of Investigator’s
review or in accordance with PRA’s
reasonable written instructions, as the case
may be.  The Investigator shall be
available at reasonable times during
normal business hours to meet with Study
monitors and answer questions regarding
the conduct of the Study. If PRA must use
or access the Site’s computer systems, it
will do so in accordance with the Site’s
instructions and will only use acquired
information for the purpose of the Study.

PRA shall notify the Institution about

(i)  provadét audit a provétit vybaveni
Zdravotnického zatizeni potifebné k
provedeni studie;

(i)  kontrolovat veskeré uidaje, zdznamy
a vysledky prace (vCetné soucasti
zaznami vSech pacientil zafazenych
do studie) souvisejici s provadénim
studie, a vpfipadé poticby
pofizovat kopie téchto udajd,
zaznami a  vysledkd  préce,
S podminkou, Ze tyto kopie nesmi
obsahovat zadné nepovolené
informace = umoziujici  urceni
totoznosti pacienta zafazeného do
studie;

(iii) poskytovat informace a pokyny
k provadéni studie; a

(iv) hodnotit a/nebo potvrdit, zda/ze je
studie v fesitelském centru
provadéna v souladu se standardy
sjednanymi v této Smlouve.
Resitelské centrum je povinno o
studii vést uplné a spravné zdznamy
a tyto zaznamy vzniklé ze studie
archivovat v souladu s ICH GCP po
dobu  stanovenou  pfislusnymi
pravnimi ptedpisy. Prava uvedena
V tomto odstavci (a) ma zadavatel i
po skonceni klinického hodnoceni
ve zdravotnickém zafizeni.

(b) Zkousejici doru¢i PRA CRF do Ctrnacti
(14) dnt poté, co je zkontroluje, nebo
Vv souladu s pisemnymi pokyny PRA, jsou-
li jiné. ZkouSejici je povinen byt
v pfiméfenou hodinu béhem obvyklé
pracovni doby k dispozici pracovnikiim
kontrolujicim studii a zodpovédét jejich
otazky ohledné provadéni studie. Pokud
musi PRA pouzit pocitaCové systémy
fesitelského centra nebo do nich vstoupit,
ucini tak v souladu s pokyny fesitelského
centra a ziskané udaje pouzije pouze pro
ucely studie.

(c) PRA je povinna informovat zdravotnické

Page 7 of 26




Czech Republic/Institution & Investigator Clinical Trial Agreement

Fakultni nemocnice u sv. Anny v Brné,

PRA LAQ-MS-305
dates of planned initiation and monitoring zafizeni o datech planovanych inicia¢nich
visits. This notification shall be made by a monitorovacich navs§tév. Tuto informaci
PRA at least 3 days in advance by email je PRA povinna zdravotnickému zafizeni
addressed: PRA poskythout  emailem na  adresu:
agrees that if needed an authorized alesponn 3 dny pted
employee of the Institution might be planovanou navstévou. PRA souhlasi, Ze
present to these visits. se téchto navstév bude v pfipad¢ potieby

ucastnit kromé€ zkouSejictho 1 dalsi
povéteny  pracovnik  zdravotnického

zatizeni.
(d) The Site will promptly notify Sponsor if (d) Resitelské centrum bude bezodkladné
any regulatory authority notifies the informovat Zadavatele, jestlize bude
Institution or Investigator of a planned néjaky  regulacni ufad  informovat

inspection relating to the Study. The Site
shall permit PRA and/or Sponsor
representatives to be present during any
such inspection and will provide Sponsor
and PRA copies of any documents
provided to any inspector that relate to the
Study, copies of any  written
communication received as a result of
such inspection, and a summary of the
findings together with an inspection
report. Institution and Investigator agree
that, during an inspection by a competent
authority concerning the Study it will not
disclose information and materials relating
to the Study that are not required to be
disclosed without the prior written consent
of PRA.

5. CONFIDENTIALITY.

The Protocol, Study Drug(s)(as defined in
the Protocol), CRFs, and any and all information,
data, reports or documents, disclosed to or
generated by the Site, or any Study Team members
regarding the work performed under this
Agreement (other than Patient medical records) or
which otherwise relates to the Study (“Confidential
Information”) belongs to Sponsor and shall not be
disclosed by the Site or any Study Team members
to any third party or be used for any purpose other
than the performance of the Study without the prior
written consent of Sponsor, during a period of
fifteen (15) years from the last date of disclosure of
Confidential Information. The above obligations of
confidentiality shall not apply to the extent
Confidential Information:

Zdravotnické zatizeni nebo Zkousejiciho o
planované kontrole nebo auditu tykajiciho
se studie. Regitelské centrum umozni
zastupcim PRA a/nebo Zadavatele byt
takové kontrole pfitomni a. preda
Zadavateli a PRA kopie veskerych
dokumentt, které poskytlo kontrolorim, a
které se vztahuji ke studii, kopie
veskerych pisemnych sdéleni obdrzenych
na zakladé kontroly, a souhrn zjisténi
z kontroly spolu se zpravou o ni.
Zdravotnické zatizeni a ZkouSejici Se
zavazuji, ze pii kontrole piislusného
organu tykajici se studie bez ptedchoziho
pisemného souhlasu PRA nevyzradi
informace a materialy tykajici se studie,
které neni povinen vyzradit.

5. DUVERNOST INFORMACI

Protokol, 1é¢iva pouzita v ramci studie (jak
je definovano v protokolu), piipadové formulare
(Case Report Forms — dale jen ,,CRF*) a veskeré
informace, udaje, zpravy nebo dokumenty, které
obdrzi nebo vytvoii Resitelské centrum nebo
Clenové vyzkumného tymu a tykajici se praci
vykonavanych v souladu s touto Smlouvou (kromé
zdravotnich  zaznamti  pacientl) nebo jinak
souvisejicich se studii (dale jen ,,davérné
informace*) jsou vlastnictvim Zadavatele a
Resitelské centrum ani &lenové vyzkumného tymu
nejsou opravnéni je sdélovat jakékoli tfeti osobé
ani pouzivat k jakémukoli jinému ucelu nez pfi
provadéni studie bez predchoziho pisemného
souhlasu Zadavatele po dobu patnacti (15) let od
posledniho data piedani davérnych informaci.
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(i)

is or becomes, through no fault of the Site,
part of the public knowledge;

(if) the Site can demonstrate was already
lawfully in the Site’s possession on the
date of disclosure to the Site and not
subject to prior confidentiality obligations;

(iii) is acquired by the Site from any third

party without restrictions on disclosure;

(iv) is developed independently by the Site
without the use or benefit of Confidential
Information and as evidenced by

competent written records.

Permitted Disclosures. The Site’s obligations of
non-disclosure and non-use of Confidential
Information shall not apply to the extent the Site is
required by law to disclose Confidential
Information, provided the Site promptly notifies
Sponsor of such a requirement prior to disclosure to
allow Sponsor the reasonable opportunity to oppose
the requirement or seek an appropriate protective
order. This Section 5 does not limit the Site’s rights
or obligations under Section 7 Publication.

6. PRIVACY AND DATA PROTECTION.

The parties agree that each will comply
with their respective obligations as outlined in the
Protocol and required under applicable privacy and
data protection laws (including Directive 95/46/EC
as amended from time to time). The Institution will
ensure that the Investigator obtains the consent of
each Patient and the Investigator will provide
his/fher consent and will obtain the Study Team
members’ consent with regard to their own
personal data to the use, processing, holding and
transfer of their data to countries other than their
own, that may not have the same level of data
protection as their own country. For any personal
information received from either the Study Patients
or the Study Team members, the Sponsor will be

Tento zdvazek diivérnosti informaci se nevztahuje
na daveérné informace V rozsahu, v jakém:

(i) budou zvefejnény bez zavinéni ze strany
Resitelského centra;

mize Resitelské centrum prokazat, ze k
datu jejich sdéleni Regitelskému centru jiz
byly legalné Resitelskému centru znamy,
aniz by podléhaly pfedchozimu zavazku
duvérnosti informaci;

(i)

(iii) je Resitelské centrum ziskalo od né&jaké
tfeti osoby bez omezeni tykajicich se
jejich sdélovani;

(iv) Regitelské centrum je vytvoiilo nezavisle,
bez pouziti ¢i pfispéni  ddvérnych
informaci, coz lze prokazat
kvalifikovanymi pisemnymi zdznamy;

Povolené vyzrazeni. Povinnost Resitelského centra
Vv oblasti utajeni a nepouziti divérnych informaci
neplati Vrozsahu, v jakém je ReSitelské centrum
povinno sdélovat davérné informace podle zakona,
pokud Resitelské centrum bezodkladné informuje
Zadavatele pied jejich sdélenim o tomto
pozadavku, aby mél Zadavatel ptiméfenou
ptileZitost se tomuto pozadavku branit nebo
pozadat o vydani ptislusného ochranného opatieni.
Tento cClanek 5 neomezuje pradva a povinnosti
fesitelského centra dle ¢l. 7 — Publikace.

6. OCHRANA SpUKROMi A
OSOBNICH UDAJU

Smluvni strany se dohodly, ze budou plnit
své prislusné zavazky stanovené v protokolu a
Vv souladu s pravnimi pfedpisy na ochranu soukromi
a osobnich udaji (vCetné Smernice 95/46/ES
v aktudlnim znéni). Zdravotnické zafizeni zajisti,
aby Zkousejici ziskal/a souhlas jednotlivych
pacientt, a ZkouSejici poskytne souhlas a ziska
souhlas ¢lent vyzkumného tymu ve véci jejich
osobnich 1daji, S pouzivanim, zpracovavanim,
ukladanim a prevadénim jejich tdajii mimo jejich
vlastni zemi, i kdyZz tam neplati stejné piedpisy pro
ochranu udaji, jako v jejich vlastni zemi.
Vzhledem k tomu, Ze studie probiha v ramci
Evropské unie, kontrolu veskerych osobnich udaju
ziskanych bud’ od pacientli, ktefi se podileji na
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the data controller as the Study is within the
European Union. The Investigator and the Study
Team members have the right to access and correct
their personal data. In order to exercise this right,
the requests should be addressed to the Sponsor and
PRA. The Investigator, Institution, Sponsor and
PRA shall pursue the protection of personal data
and information about personal estate of enrolled
patients according to the respective laws of the
Czech Republic along the Study and after its
termination.

7. PUBLICATION.

The Study is part of a multi-site study, and
publication, presentation or public disclosure of the
results of the Study conducted at the Site shall not
be made before the first multi-site publication by
Sponsor. If there is no multi-site publication within
eighteen (18) months after the Study has been
completed or terminated at all Study sites, and all
data has been received and Study database has been
locked, the Site shall have the right to publish,
present or otherwise publicly disclose its results
from the Study, upon prior written consent from the
Sponsor and subject to the following notice
requirements. Prior to submitting or presenting a
manuscript or other materials relating to the Study
to a publisher, reviewer, or other outside person,
the Site shall provide to Sponsor a copy of all such
manuscripts and materials, and Sponsor shall have
sixty (60) days from receipt of such manuscripts
and materials to review and comment. At Sponsor’s
request the Site shall remove any Confidential
Information (other than Study results) prior to
submitting or presenting the materials. The Site
shall, upon Sponsor’s request, further delay
publication or presentation for a period of up to one
hundred twenty (120) days to allow Sponsor to
protect its interests in any Sponsor Inventions (as
defined below) described in any such materials.
The Institution and the Investigator shall not, and
shall ensure that the Study Team members do not,
engage in interviews or other contacts with the
media, including but not limited to newspapers,
radio, television and the Internet, related to the
Study, the Study Drug, Inventions, or the results of
the Study without the prior written consent of
Sponsor. Sponsor may prepare, use, refer to, and
disseminate or distribute reprints of scientific,
medical, and other published articles relating to the

studii, nebo od ¢lentt vyzkumného tymu, bude mit
na starosti Zadavatel. Zkousejici a ¢lenové
vyzkumného tymu maji pravo pfistupu ke svym
osobnim udajim a jejich opravy. Pozadavky na
vykon tohoto prava musi adresovat Zadavateli a
PRA. Zkousejici, Zdravotnické zafizeni, Zadavatel
I PRA jsou povinni v priub¢hu studie i po jejim
ukonceni dbat podle ptisluSnych prévnich ptedpisit
CR o ochranu osobnich dat a informaci o osobnich
pomeérech pacientl zatazenych do studie.

7. ZVEREJNOVANI

Studie je soucasti multicentrického
klinického hodnoceni a publikace, prezentace c¢i
jiné  zvefejnéni vysledkt studie provadéné

Vv fesitelském centru nejsou dovoleny pted prvni
multicentrickou publikaci provedenou
Zadavatelem. Nebude-li multicentricka publikace
vydana do osmndcti (18) mésici po dokonceni
nebo piedCasném ukonceni studie ve vSech
tesitelskych centrech, obdrzeni vSech dat a
uzavieni databaze studie, ma feSitelské centrum
pravo po predchozim pisemném souhlasu
Zadavatele a pod podminkou niZze uvedenych
ohlaSovacich povinnosti své vysledky studie
publikovat, prezentovat ¢i jinak zvefejnit. Pfed
predlozenim nebo prezentaci rukopisu ¢i jinych
materiald tykajicich se studie vydavateli, lektorovi
nebo jiné osob€ zvenci je feSitelské centrum
povinno piedlozit Zadavateli jednu kopii vSech
rukopist a materialt k posouzeni a
ptipominkovani, a Zadavatel ma na
ptipominkovani Sedesatidenni (60) lhatu od jejich
obdrZzeni. Na zadost Zadavatele je feSitelské
centrum povinno pied predlozenim nebo prezentaci
materialu  zné€ odstranit vSechny duvérné
informace (kromé& vysledkt studie). Na Zzadost
Zadavatele je fesitelské centrum povinno publikaci
nebo prezentaci pozdrzet o dalSich az sto dvacet
(120) dnd, aby mohl Zadavatel zajistit ochranu
svych prav kvynalezam Zadavatele (jak jsou
definovany nize) popsanym v téchto materidlech.
Zdravotnické zafizeni a Zkousejici nebudou bez
predchoziho pisemného souhlasu Zadavatele
poskytovat rozhovory sdélovacim prostiedkiim ani
S nimi nebudou mit jiné kontakty, a totéz zajisti u
¢lentt vyzkumného tymu. Tyk4d se to zejména
novin, rozhlasu, televize a internetu, a udaji o
sttudii, hodnoceném 1é¢ivu, vynalezech nebo
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Study, royalty-free, including such reprints that
disclose the name of the Investigator, the Institution
or the Study Team members.

8. OWNERSHIP.

All documents, protocols, data, know-how,
methods, operations, formulas, Confidential
Information and Materials (as defined below)
provided to the Site pursuant to this Agreement are
and shall remain Sponsor’s property. The
completed CRFs, the final report (if applicable) and
other results of the Study, if any, shall also be
owned by Sponsor. Sponsor shall not own Patient
medical records.

9. INVENTIONS.

The existing inventions and technologies of
Sponsor or the Site are their separate property and
are not affected by this Agreement. The entire
right, title and interest in and to any inventions,
discoveries, know-how, copyrights or other
intellectual property rights, printed materials, and
other works, products, deliverables that are
provided, conceived, developed, or reduced to
practice, (including all improvements or
modifications), or generated during the
performance of the Study and as a result of the
services under this Agreement which (i) rely, use,
or incorporate the Study Drug; (ii) incorporate or
are anticipated by the Protocol; or (iii) rely, use, or
incorporate any Confidential Information, shall be
the exclusive property of Sponsor (collectively
referred to as “Sponsor Inventions™). The Site shall
promptly disclose in writing to Sponsor each such
Sponsor Invention and shall assign (and shall
require all Study Team members to assign) to
Sponsor any rights, title and interest to each such
Sponsor Invention, including all patents, copyrights
and other intellectual property and proprietary
rights (and will assign and shall require all Study
Team members to assign) to Sponsor all rights of
action and claims for damages and benefits arising
due to past and present infringement of said rights.

vysledcich ~ studie. Zadavatel je opravnén
zpracovavat, pouzivat a Sifit védecké, 1ékaiské a
dalsi publikované ¢lanky tykajici se studie,
odkazovat na né a Sifit jejich pretisky, a to bez
autorskopravnich poplatkd, véetné pretiski, kde je

uvedeno jméno Zkousejiciho, nazev
Zdravotnického =zafizeni nebo jména cClent
vyzkumného tymu.
8. VLASTNICTVI
Veskeré dokumenty, protokoly, udaje,

know-how, metody, postupy, vzorce, davérné
informace a materidly (jak je definovano nize),
které Regitelské centrum obdrzi na zékladé této
Smlouvy, jsou anadale zlstanou vlastnictvim
Zadavatele. Vlastnictvim Zadavatele jsou i
vyplnéné CRF, zavéreCna zprava (pokud se
zpracovavd) a dalsi piipadné vysledky studie.
Vlastnictvim Zadavatele nejsou 1ékaiské zpravy
pacientu.

9. VYNALEZY

Stavajici  vynalezy @ a  technologie
Zadavatele nebo fesitelského centra zakladaji jejich
samostatné vlastnictvi a Smlouva na né nema
zadny vliv. Kompletni prava, naroky a podily
ohledn¢ veskerych vynalez, objevi, know-how
autorskych prav nebo jinych prav dusevniho
vlastnictvi, tiskovin a jinych praci, produktii a
dokumentace, které jsou poskytnuty, vzniknou,
budou vyvinuty nebo pouzity v praxi, (vCetné
veskerych zlepSeni nebo Uprav), anebo které budou
vytvofeny pii provadéni studie v dasledku plnéni
této Smlouvy, které (i) pouZivaji, vyuzivaji nebo
zahrnuji 1é¢iva pouzita pii studii; (ii) jsou zahrnuty
nebo predvidany v protokolu; nebo (iii) pouzivaji,
vyuzivaji nebo zahrnuji duvérné informace,
zakladaji vyluéné vlastnictvi Zadavatele (spole¢né
dale jen ,vyndlezy Zadavatele). Resitelské
centrum je povinno bezodkladn¢ pisemné
informovat Zadavatele o kazdém takovém vynalezu
nalezicimu Zadavateli a pievést (a zajistit, aby
¢lenové vyzkumného tymu pievedli) na Zadavatele
veskera prava, naroky a podily tykajici se kazdého
jednotlivého  vyndlezu naleziciho Zadavateli,
véetné veskerych patentli, autorskych prav a jinych
prav dusevniho vlastnictvi a obdobnych (a prevede
a zajisti, aby vSichni ¢lenové vyzkumného tymu
prevedli) na Zadavatele veSkerou aktivni
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Site agrees to provide, at Sponsor’s expense,
reasonable assistance to Sponsor to enable Sponsor
to perfect and enforce its rights in such Sponsor
Inventions.

10. MATERIAL TRANSFER; RETURN OF
MATERIALS; EQUIPMENT.

(@) During the Study, Sponsor or Sponsor’
designee shall provide to the Site, at
Sponsor’s expense, the Study Drug,
placebo and other compounds, or agents
for the performance of the Study
(collectively, the ‘“Materials™). The
Materials will be used only by the Site for
performance of the Study in accordance
with the Protocol and this Agreement. The
Site shall handle, store, and ship or
dispose of Materials in accordance with
the Protocol and any reasonable written
instructions provided by Sponsor (or
Sponsor’s designee), and in compliance
with all applicable, local and national
laws, rules and regulations including, but
not limited to, those governing hazardous
substances. The Study Drug shall be
delivered into the Institution's hospital
pharmacy. The Institution shall ensure that
the Study Drug is being stored in the
pharmacy  separately  from  other
medicaments and that the preparation,
control, storage and dispensing of the
Study Drug is in compliance with the
Protocol,  applicable laws, good
pharmaceutical practice and according to
the conditions set in the instruction LEK-
12 issued by the State Institute for Drug
Control. The Investigator shall take the
Study Drug from the Institution's hospital
pharmacy in compliance with the
Protocol.

(b) Upon completion or termination of the
Study, all Materials furnished to the Site
by Sponsor or Sponsor’s designee shall be
promptly returned as directed by PRA.

Shipping costs relating thereto will be paid

legitimaci, naroky na nahradu Skody a jiné pozitky,
které vzniknou v disledku poruseni uvedenych
prav v minulosti nebo v soudasnosti. Resitelské
centrum se zavazuje poskytnout Zadavateli na jeho
naklady pfiméfenou pomoc, aby mohl Zadavatel
smluvné zajistit a vykonavat sva prava na takové
vynalezy naleZici Zadavateli.

10. PREVODY A VRACENI
MATERIALU, ZARIZENI

() Behem studie poskytne Zadavatel nebo
jim povétena osoba na naklady Zadavatele
feSitelskému centru 1é¢iva pouzivana
v ramci studie, placebo a jiné smési nebo
material kK provadéni studie (spole¢né dale
jen ,,materialy“). Resitelské centrum bude
materialy vyuzivat vyhradné pfi provadéni
studie v souladu s protokolem a touto
Smlouvou. Resitelské centrum  bude
S materialem nakladat, skladovat jej a
likvidovat v souladu s protokolem a
primétenymi pisemnymi pokyny
predanymi ptipadné¢ Zadavatelem (nebo
jim povéfenou osobou), a v souladu se
vSemi platnymi mistnimi a narodnimi
zakony, pravidly a predpisy, zejména

predpisy upravujicimi zachézeni
s nebezpeCnymi  latkami.  Hodnocené
lé¢ivo bude doddno do nemocnicni
lékarny Zdravotnického zafizeni.

Zdravotnické zafizeni se zavazuje, Ze
zajisti, aby hodnocené 1é¢ivo bylo ulozeno
v 1ékarné oddélené od ostatnich 1éC¢iv, a
aby pfiprava / uprava, kontrola,
uchovavani a vydavani hodnoceného
1é¢iva probihaly v souladu s Protokolem,
platnymi pravnimi predpisy a se spravnou
lékarenskou praxi a rovnéz dle podminek
stanovenych v pokynu LEK-12 vydaném
Statnim ustavem pro kontrolu IéCiv.
Hlavni zkouSejici se zavazuje, ze bude
hodnocené 1é¢ivo odebirat z 1ékarny
Zdravotnického zafizeni v souladu
s Protokolem.
(b) Po ukonéeni nebo zruseni studie musi byt
vSechny  materidly, které obdrzelo
Resitelské centrum od Zadavatele nebo
jim uréené osoby, vraceny v souladu s
instrukcemi PRA. PfisluSné pfepravni
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by PRA.

(c) If Sponsor provides equipment to the Site,
such equipment shall be used by the Site
only for the performance of the Study and
in accordance with any  written
instructions of use provided by the
equipment manufacturer or Sponsor. Such
equipment is property of the Sponsor or
Sponsor’s designee and shall be returned,
at Sponsor’s expense, to Sponsor (or
Sponsor’s designee), upon Sponsor’s
written request or upon completion of the
Study. Site will use reasonable care to
maintain such equipment while in its
possession, provided that Sponsor shall be
responsible for maintenance and repair
costs due to normal wear and tear. If
Institution or Investigator does not return
the equipment, the fair market value of the
equipment will be deducted from the final
payment. If the final payment does not
cover the entire cost of the equipment fair
market value, the site will be responsible
for reimbursing Sponsor/ PRA for the
remainder of the cost. Any and all repairs
and service of the provided devices, its
common maintenance and necessary spare
parts, any prescribed revisal or inspection
of the devices shall be reimbursed by the
Sponsor. An employee of Department of
Instrumentation or IT  Department
(depending on the type of devices) of the
Institution shall be present upon handover
of the devices and shall sign an
acknowledgement of receipt and take over
all related documents (e.g. CE certificate
or operating instructions) from the
Sponsor.

11. TERM; TERMINATION.

(@) This Agreement shall commence on the
Effective Date, subject to the approval of
the study by the State Institute for Drug
Control, the Multicentric Ethics
Committee and the Local Ethics
Committee, and shall continue in force
until the Study has been completed at the
Institution.  Copies of the approvals
received will be filed at the Institution by

naklady uhradi PRA.

(c) Poskytuje-li Zadavatel fesitelskému centru
vybaveni, bude feSitelské centrum toto
vybaveni pouzivat vyhradné k provadéni
studie a v souladu s veskerymi pisemnymi
navody k pouziti poskytnutymi vyrobcem
zafizeni nebo Zadavatelem. Takoveé
vybaveni je vlastnictvim Zadavatele nebo
jim povéiené osoby a na pisemnou zadost
Zadavatele nebo po dokonceni studie musi
byt na naklady Zadavatele vraceno
Zadavateli (nebo jim wurcené osobg).
Regitelské centrum vynaloZi takové usili,
jaké po ném lze spravedlivé pozadovat,
aby zajistilo udrzbu vybaveni v dobé, kdy
je ma v drzeni, ovSem s tim, Ze naklady na
udrzbu a opravy spojené s béznym
opotiebenim nese Zadavatel. Pokud
Zdravotnické zatfizeni nebo Zkousejici
vybaveni nevrati, bude spravedliva trzni
hodnota vybaveni odectena od konecné
platby. Pokud kone¢na platba nepokryva
celou vysi spravedlivé trzni hodnoty
vybaveni, je feSitelské centrum povinno
rozdil Zadavateli/PRA doplatit. Veskeré
opravy a servis zapujcenych pfistroju,
jejich béznou udrzbu a pottebné nahradni
dily, jakoz i veskeré ptedepsané kontroly,
prohlidky a revize pristroji  hradi
Zadavatel. Pii predani pristroji
zdravotnickému  zafizeni musi byt
ptritomen pracovnik Oddéleni pfistrojové
techniky nebo Useku informatiky (podle
typu pristroje) zdravotnického zatizeni, se
kterym bude sepsan piedavaci protokol a
kterému budou ze strany Zadavatele
predany veskeré souvisejici dokumenty
(napt. certifikat CE a navod k obsluze).

11. PLATNOST SMLOUVY

(@) Tato Smlouva vstoupi v platnost k datu
ucinnosti, pokud studii schvali Statni Gstav
pro kontrolu 1é¢iv, Multicentricka eticka
komise a mistni etickd komise, a zistava v
platnosti az do dokonéeni studie
Zdravotnickym zatizenim. Kopie
ziskanych schvalovacich dokumentt ulozi
ZkouSejici U Zdravotnického zafizeni
spoleéné¢ s dokumentaci k provadéni
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the Investigator with the Study conduct studie.
documentation.

(b) This Agreement may be terminated by (b) PRA je opravnéna vypovédét tuto
PRA at any time and for any reason upon Smlouvu kdykoli a z jakéhokoli divodu
thirty (30) days written notice, or na zakladé pisemného oznameni ve lhute
immediately upon written notice by any tficeti (30) dnii pfedem; kterakoli smluvni
party for reasonable health or safety strana je opravnéna tuto Smlouvu
reasons. pisemnym ozndmenim zrusit s okamzitou

platnosti na zaklad¢ ptimétenych divoda
ochrany zdravi nebo bezpec€nosti.
The Institution may terminate the Zdravotnické zafizeni je opravnéno
Agreement upon a notice in writing if in ukondit tuto smlouvu pisemnou vypovédi,
consequence of an obstruction occurring jestlize v dusledku vzniku ptekazky, jez
independently of its will the Institution nastala nezavisle na jeho vili, nebude
will not be able to finish the Study in the zdravotnické zatizeni dlouhodobé schopno
long term without its basic activity, which dokongit klinické hodnoceni, aniz by tim
is a rendition of medical services, being nebyla negativn¢ ovlivnéna jeho hlavni
negatively affected. The length of notice ¢innost, kterou je poskytovani zdravotnich
is 30 days and starts the day following the sluzeb. Vypovédni lhita ¢ini 30 dnu a
day of receipt of such notice by the zatina bézet dnem nasledujicim po
Sponsor and the Investigator. doruceni této vypovédi zadavateli a
hlavnimu zkousejicimu.
Each party may terminate the Study by Tato Smlouva muize byt vypovézena
providing a notice in writing to the other kteroukoliv smluvni stranou na zakladé¢
party at any time with immediate effect: pisemné vypovédi zaslané druhé smluvni
stran¢ s okamzZitou U¢innosti:
i. In case of health or safety reasons. I. Ze zavaznych zdravotnich nebo
beezpecnostnich diivoda
ii. If the other party or any of its ii. Pokud se druha smluvni strana
employees, agents or nebo kterykoliv z jejich
subcontractors involved in the zaméstnancti, zastupcu ¢i
Study commits an irremediable subdodavateli  zapojenych  do
breach of this Agreement and has Klinického  hodnoceni  dopusti
not remedied that breach within nenapravitelného poruseni této
thirty (30) days prior written notice Smlouvy, pokud do tficeti (30) dnt
from the party requiring remedy. od pisemné  vyzvy  strany
pozadujici napravu nebyla naprava
sjednéna.
(c) Upon the effective date of termination of (¢) K datu ucinnosti zruseni této Smlouvy

this Agreement, an accounting shall be

conducted by the Site, subject to

verification by PRA. Following PRA’s

receipt of adequate documentation, PRA

will pay the Institution for:

(i)  all services properly rendered and
monies properly expended by the
Institution, through the date of

provede Regitelské centrum vyaétovani,
které oveéri PRA. Jakmile PRA obdrzi

pfislusnou dokumentaci, zaplati
Zdravotnickému zatizeni:
(i) za veSkeré poskytnuté sluzby a

Castky, které Zdravotnické zatizeni
fadné¢ vynalozi do data zaniku
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termination which have not vyet Smlouvy, které PRA doposud
been paid by PRA; and neuhradila; a
(it)  reasonable, non-cancelable (i) pfiméfené nezrusitelné zavazky,
obligations properly incurred for the které  Zdravotnickému  zafizeni
Study by the Institution prior to fadné¢  wvznikly v souvislosti
receipt of notice of termination. S provadénim studie pfed tim, nez
mu byla doruéena vypoveéd'.

(d) If the Site has been paid any amounts (d) Jestlize byly feSitelskému centru uhrazeny
which have not been earned hereunder as ¢astky, které nebyly do data zaniku dle
of the date of termination, the Institution této Smlouvy fadné vyuzity, Zdravotnické
shall promptly return to PRA all such zafizeni vesSkeré tyto Castky, na néz
unearned funds within thirty (30) days. nevznikl narok, bezodkladné¢ vrati PRA do

tficeti (30) dnt.

(e) Immediately upon receipt of a notice of () Thned po obdrZzeni vypovédi nebo

termination, the Investigator shall stop
screening and enrolling Patients into the
Study and as directed by PRA, shall cease
conducting Study procedures on Patients
already enrolled in the Study to the extent
medically permissible, and to cease, to the
extent reasonably feasible, any additional
Study expenses.

12. INSURANCE.

The Sponsor hereby declares that he has
obtained the liability insurance covering the
Investigator and the Sponsor, which shall cover
also the damages in the event of the death of the
patient or in the event of an injury to the health of
the patient arising due to the conduct of the Study,
required by Article 52 of Act No. 378/2007, Coll.
as amended, for the duration of the Study.

Institution hereby declares that it has
obtained the liability insurance covering the
damage caused in connection with rendition of
health services in conformance with Article 45 (2)
(n) of the Act No. 372/2011 Coll. on Health
Services. The Institution is willing to prove this any
time upon request.

13. INDEMNIFICATION.

(@) That Sponsor’s obligation to indemnify,
defend or hold harmless Institution,
Investigator and their respective personnel

oznameni o odstoupeni od Smlouvy je
Zkous$ejici dle pokynit PRA povinen
zastavit skrining a zatazovani pacienti do
studie, v mife, vjaké je to zlékarského
hlediska ptipustné, ukoncit provadéni
ukonu studie na pacientech jiz do studie
zafazenych, a v mife, vjaké je to
piiméfené mozné, prestat vynakladat dalsi
vydaje na studii.

12. POJISTENI

Zadavatel prohlaSuje, ze v souladu s ust. §
52 zak. ¢. 378/2007 Sb. v platném znéni zajistil na
celou dobu provadéni  Studie  pojisténi
odpovédnosti za Skodu pro Zkousejictho a
Zadavatele, jehoz prostiednictvim je zaji§téno i
odSkodnéni v pfipadé smrti pacienta nebo
v ptipadé $kody vzniklé na =zdravi pacienta
v dasledku provadéni Studie.

Zdravotnické zafizeni prohlasuje, ze ma v
souladu s ust. § 45 odst. 2 pism. n) zakona C.
372/2011 Sb. v platném zn€ni uzavienu pojistnou
smlouvu o pojisténi odpoveédnosti za Skodu
zpusobenou v  souvislosti s poksytovanim
zdravotnich  sluzeb. Tuto  skuteCnost je
Zdravotnické zafizeni ochotno kdykoliv na
pozadani prokazat.

13. NAHRADA SKODY

(@) Povinnost Zadavatele odskodnit, hajit
nebo ochranit Zdravotnické zafizeni,
Zkousejiciho a jeho pracovniky (souhrnné
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(b)

(collectively, the “Site Indemnitees”) is
limited to an obligation to indemnity,
defend or hold harmless the Site
Indemnities solely from and against any
and all liabilities, damages, losses, claims,
or expenses, including court costs and
reasonable attorneys’ fees (“Losses”)
resulting from any third party claims,
actions or proceedings  seeking
compensation for bodily injury or death of
any Study Patient enrolled in the Study at
a particular Study site, to the extent that
such injury or death was directly caused
by the applicable Study Drug provided by
Sponsor and used in compliance with the
applicable Clinical Trial Agreement, the
Protocol, and the Informed Consent, but
solely to the extent that such Losses do not
arise out of or are not in connection with
any:

(i)  Site Indemnitees’ failure to (A)
follow any applicable federal, state
or local laws, regulations, and
guidelines, (B) follow applicable
standards of care, or (C) conform to
reasonable and prudent clinical
practices, including GCPs as
applicable to clinical studies;

(i)  Site Indemnitees’ wrongful or
negligent acts or omissions, or
willful malfeasance or misuse of the
Study Drug;

(iii)  Site Indemnitees’ failure to follow
the Protocol or other written
recommendations or instructions
provided by Sponsor or PRA,; or

(iv) treatment of a Patient prior to
initiation of the Study at the
particular Study site.

That Institution, Investigator shall, at a

oznatované jako ,opravnéné osoby
v FeSitelském centru®) je omezena na
povinnost nahrady S$kody, obhajoby a
ochrany opravnénych osob fesitelském
centru vyhradné pred hmotnou
odpoveédnosti, nahradami Skody, ztratami,
naroky nebo vydaji, vcetné nakladi
soudniho fizeni a pfimétenych nakladd na
pravni zastoupeni (dale jen ,ztraty),
vzniklymi z nérokd, zalob nebo fizeni
podanych, resp. zahdjenych tretimi
osobami z divodu Skody na zdravi nebo
umrti pacienta zatazeného do klinického
hodnoceni v konkrétnim  feSitelském
centru, a to v rozsahu, v jakém byla skoda
na zdravi nebo umrti pfimo zplsobena
prislusnym hodnocenym lécivem
poskytnutym Zadavatelem a pouzivanym
vsouladu s pfislusnou Smlouvou o
klinickém hodnoceni, protokolem a
informovanym souhlasem, ale vyhradné
v rozsahu, Vv jakém tyto ztraty nevznikly
v disledku nebo nesouvisi se:

(i)  skuteCnosti, Ze opravnéné osoby
v fesitelském centru (A) nedodrzely
platné zakony, ptedpisy a pokyny,
(B) nedodrzely platné standardy
péce, mnebo (C) nedodrzely
pfimétené a opatrné  klinické
postupy Vv souladu se spravnou
Klinickou praxi platnou pro klinicka

hodnoceni;

(i)  zavinénim, nedbalosti nebo
opomenutim ze strany opravnénych
osob Vv feSitelském centru,
umyslnym porusenim jejich
povinnosti nebo zneuzitim

hodnoceného 1é¢iva;

(ili)  skuteCnosti, ze se opravnéné osoby
v fesitelském  centru  nefidily
protokolem nebo jinymi pisemnymi
doporucenimi ¢i pokyny predanymi
Zadavatelem nebo PRA; nebo

(iv) lécbou pacienta pred zahdjenim
studie v daném fesitelském centru.

(b) Zdravotnické zafizeni a ZkouSejici jsou
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minimum, indemnify, defend, and hold
harmless Sponsor, its affiliated entities
and their respective employees and
personnel (collectively, the “Sponsor
Indemnitees”) from and against any and
all Losses resulting from or arising out of
or in connection with any third party
claims, actions or proceedings relating to
any:
(i)  Site Indemnitees’ failure to follow
any applicable federal, state or local
laws, regulations, and guidelines, or
to conform to reasonable and
prudent clinical practices, including
GCPs as applicable to clinical
studies;

(i)  Site Indemnitees’ wrongful or
negligent acts or omissions, or
willful malfeasance or misuse of the
Study Drug;

Site Indemnitees’ failure to follow
the Protocol or other information
provided to Site Indemnitees in
connection with the Study by
Sponsor or PRA; or

(iii)

(iv)

treatment of a Study Patient prior to
initiation of the Study.

14. STATUS OF SPONSOR.

Sponsor is an intended third-party beneficiary to
this Agreement. To the extent applicable law does
not allow vesting of any rights directly in Sponsor
under this Agreement, such rights will vest in PRA,
on Sponsor’s behalf until the Sponsor grants its
consent according to the Civil Code (Article 50)

15. CERTIFICATIONS.

(@) The Institution and Investigator hereby
individually certify that they have not
been debarred or disqualified from
participating in clinical research under any

minimalné povinni odSkodnit, hajit a
ochranit Zadavatele, jeho subjekty ve
skuping a jejich zaméstnance a pracovniky
(souhrnné oznacované jako ,,opravnéné
osoby u Zadavatele®) proti veSkerym
ztratam vzniklym z narokd, zalob nebo
fizeni podanych, resp. zahajenych tietimi

osobami nebo vsouvislosti s nimi,
tykajicich se:
(i)  skuteCnosti, Ze opravnéné osoby

v fesitelském centru nedodrzely
platné zakony, pfedpisy a pokyny,
nebo nedodrzely piimétené a
opatrné klinické postupy v souladu
se spravnou klinickou praxi platnou
pro klinicka hodnoceni;
(ii)  zavinéni, nedbalosti nebo
opomenuti ze strany opravnénych
osob v fesitelském centru,
umyslného porusent jejich
povinnosti nebo zneuziti
hodnoceného 1é¢iva;
(iif)  skuteCnosti, ze se opravnéné osoby
v fesitelském  centru  nefidily
protokolem nebo jinymi pisemnymi
doporucenimi ¢i pokyny predanymi
Zadavatelem nebo PRA; nebo
(iv) lécby pacienta
studie.

pfed zahajenim

14. STATUT ZADAVATELE

Zadavatel je zamySlenou tfeti osobou, jiz tato
Smlouva svéd¢i. Vrozsahu, Vjakém platné
predpisy nedovoluji, aby Zadavatel na zakladé této
Smlouvy piimo nabyval prav, nabyva téchto prav
Vv zastoupeni Zadavatele PRA, a to do doby, kdy
Zadavatel poskytne souhlas v souladu s ob¢anskym
zakonikem (§ 50).

15. POTVRZENI

(@) Zdravotnické zafizeni a ZkousSejici timto
kazdy ze sebe potvrzuji, ze nebyli zadnym
pravnim ani jinym piedpisem zbaveni
prava ani prohlaSeni nezpUsobilymi
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laws or regulations. If during the term of
this Agreement, the Institution or the
Investigator (i) becomes debarred or
disqualified or (ii) receives notice of an
action or threat of an action with respect to
its debarment or disqualification, the
Institution and/or Investigator, as the case
may be, shall notify PRA immediately.

(b) The Institution and Investigator hereby
individually certify that they have not and
will not use in any capacity the services of
any individual or entity which has been
debarred or disqualified from participating
in clinical research under any laws or
regulations. In the event that the
Institution or the Investigator becomes
aware of the debarment, threatened
debarment, disqualification or threatened
disqualification of any such individual or
entity, the Institution and/or the
Investigator shall notify PRA
immediately.

(c) The Institution and Investigator
individually warrant and promise that, in
connection with this Agreement, it/he/she
has not and will not (directly or indirectly)
make any improper payment or offer (or
authorizing another to pay or offer) money
or anything of value to a government
official in order to improperly influence
any act or decision of an official in his or
her official capacity, to induce the official
to do or omit to do any act in violation of
his or her lawful duty, to obtain any
improper advantage, or to induce an
official to use his or her influence
improperly to affect or influence any act
or decision of a government.

16. ASSIGNABILITY.

Site may not assign any of its rights or
delegate any performance under this Agreement
voluntarily or involuntarily, whether by merger,
consolidation, dissolution, operation of law, or any
other manner except with the prior written consent

ucastnit se klinického vyzkumu. Jestlize
po dobu platnosti této Smlouvy bude
Zdravotnické zafizeni nebo Zkousejici (i)
zbaveno  prdva  nebo  prohlaSeno
nezpusobilym, nebo (ii) obdrzi ozndmeni
0 zalob¢ nebo hrozbé zbaveni prava nebo
prohlaseni za nezpusobilé, Zdravotnické
zafizeni a/nebo Zkousejici o tom bude
bezodkladné informovat PRA.

(b) Zdravotnické zafizeni a Zkousejici timto
potvrzuji, Ze nevyuzivali ani nebudou
vyuzivat v zadném ohledu jakékoli sluzby
jednotlivet nebo pravnickych osob, které
jsou na zakladé platnych pravnich
predpisi zbaveny prava nebo prohlaseny
za nezpusobilé podilet se na klinickém
vyzkumu. Jestlize se Zdravotnické
zafizeni nebo Zkousejici dozvi o
skute¢ném nebo hrozicim zbaveni prava
nebo o skute¢ném ¢i hrozicim prohlaSeni
nezpusobilosti takovych jednotlivet nebo
pravnickych osob, Zdravotnické zatizeni
a/lnebo  Zkousejici o tom  bude
bezodkladné informovat PRA.

(c) Zdravotnické zafizeni a ZkousSejici kazdy
za sebe prohlasuji a slibuji, ze
v souvislosti s touto Smlouvou neposkytli
ani neposkytnou, nenabidli ani
nenabidnou (pfimo ani nepifimo) zadnou
nedovolenou platbu (ani nedovoli jinym
osobam, aby ji poskytly nebo nabidly),
penize ani jiné hodnotné plnéni statnimu
ufednikovi, s cilem nedovolené ovlivnit
ukon nebo rozhodnuti takové ufedni
osoby, pfimét fedni osobu, aby v rozporu
se svymi povinnostmi provedla urcity
ukon nebo se jej zdrzela, ziskat
neopravnénou vyhodu, anebo podnitit
statniho ufednika k nedovolenému pouziti
jeho vlivu ke zméné nebo ovlivnéni ukonu
nebo rozhodnuti statniho organu.

16. POSTOUPENI

Regitelské  centrum neni  opravnéno
postoupit sva prava ani delegovat n&jaké vykony
podle této Smlouvy, dobrovolné ani nedobrovolng,
at’ uz na zaklad¢é slouceni, konsolidace, zruSeni
Spolecnosti, ze zadkona ¢i jinak, bez pfedchoziho
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of PRA, and any purported assignment or
delegation without PRA’s written consent is void.
PRA may assign the Agreement at any time and for
any reason to Sponsor or Sponsor’s representative.

17. NOTICES.

With the exception of Study funds paid by
PRA pursuant to Section 3 hereof, all notices
required or permitted to be given under this
Agreement shall be in writing and shall be (a)
delivered personally, (b) sent by certified mail, or
(c) sent by a nationally-recognized courier
guaranteeing next-day delivery, to the recipients
below. The parties agree that changes to the
addresses below for receipt of notices under this
Section may be effected by a letter signed by the
relevant party and does not require a amendment to
this Agreement signed by all parties:

If to PRA:
Pharmaceutical
S.r.0.

C/O Pharm Research Associates (UK) Ltd
500 South Oak Way, Green Park

Reading, Berkshire, RG2 6 AD

United Kingdom

Attention: Manager of Legal Affairs

Research Associates CZ

If to the Institution:
Fakultni nemocnice u sv. Anny v Brn¢
Pekatska 53, 656 91 Brno, Czech republic

Attention

If to the Investigator:

Attention:

If to the Sponsor:
Teva Pharmaceutical Industries Ltd.

Attention: Chief Legal Officer, Legal
Department

5 Basel Street, Petah Tiqva 49131, Israel
Telephone:

pisemného souhlasu PRA a jakékoli domnélé
postoupeni nebo delegovani bez pisemného
souhlasu PRA je neplatné.

PRA muze tuto Smlouvu kdykoli a z jakéhokoli
duvodu pievést na Zadavatele nebo jeho zastupce.

17. OZNAMOVANI

S vyjimkou prostiedkili na provadéni studie,
které uhradi PRA v souladu s clankem 3 této
Smlouvy, musi byt veskera oznameni, ktera maji
nebo mohou byt podavana podle této Smlouvy, v
pisemné formé¢ a musi byt (a) doruc¢eny osobné, (b)
zaslany postou jako doporucena zasilka nebo (c)
zaslany celostditné uznavanou kuryrni sluzbou
zarucujici  doruceni nasledujiciho dne, nize
uvedenym pfijemcim. Smluvni strany sjednavaji,
7ze zmeény nize uvedenych adres pro oznamovani
dle tohoto <clanku Ize provadét dopisem
podepsanym  pfisluSnou smluvni stranou, a
nevyzaduji dodatek ktéto Smlouvé podepsany
vSemi smluvnimi stranami:

Pokud jsou uréeny pro PRA:
Pharmaceutical Research Associates CZ
S.I.0.

C/O Pharm Research Associates (UK) Ltd
500 South Oak Way, Green Park

Reading, Berkshire, RG2 6AD

Velkéa Britanie

K rukam: Manager of Legal Affairs (pravni
feditel)

Pokud jsou wurCeny pro Zdravotnické
zatizeni:

Fakultni nemocnice u sv. Anny v Brné
Pekai'skd 53, 656 91 Brno, Ceska republika
K rukam:

Pokud jsou uréeny Zkousejicimu:

K rukam: |

Pokud jsou uréeny pro zadavatele:
Teva Pharmaceutical Industries Ltd.

Attention: Chief Legal Officer, Legal
Department

5 Basel Street, Petah Tigva 49131, Israel
Telefon:
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Facsimile: |G
And to
Teva Pharma GmbH

Attention: Clinical Operations
Waldecker-Straf3e 7
D-64546 Moerfelden-Walldorf, Germany

18. USE OF NAMES.

The Institution and Investigator shall not
use the name, symbols and/or trademarks of PRA
or the Sponsor in any form of publicity in
connection with the Study unless explicitly
approved by PRA or the Sponsor in advance.
Institution and Investigator agree that, in
accordance with applicable law, Sponsor may make
public the amount of funding provided hereunder
for the conduct of the Study and may identify
Institution and Investigator as part of this
disclosure.

19. WAIVER; SEVERABILITY.

No waiver of any term or condition of this
Agreement whether by conduct or otherwise in any
one or more instances shall be deemed to be or
construed as a further or continuing waiver of any
such term or condition, or of any other term or
condition of this Agreement. If any of the terms or
conditions of this Agreement are held to be invalid,
void, illegal or unenforceable in any respect, the
validity, legality and enforceability of the
remaining terms and conditions contained herein
shall not be affected.

20. ENTIRE AGREEMENT; EXHIBITS;
COUNTERPARTS, CHOICE OF LAW
AND LANGUAGE

This Agreement, together with the Exhibits
attached hereto, constitutes the full understanding
of the parties with respect to the subject matter
hereof and a complete and exclusive statement of
the terms of their agreement, and no terms,
conditions, understanding or agreement purporting
to amend, modify, vary or waive the terms of this
Agreement shall be binding unless made in writing
and signed by an authorized representative of each

LAQ-MS-305
Fax: [
A
Teva Pharma GmbH

Attention: Clinical Operations
Waldecker-Strale 7
D-64546 Moerfelden-Walldorf, SRN

18. UZIVANI NAZVU

Zdravotnické zatizeni a Zkousejici nejsou
opravnéni pouzivat v jakékoli formé publicity v
souvislosti se studii nadzev, symboly, pfipadné
ochranné znamky PRA nebo Zadavatele, pokud to
vyslovné pfedem PRA nebo Zadavatel neschvali.
Zdravotnické zatizeni a ZkousSejici souhlasi s tim,
ze v souladu s platnymi pfedpisy mize Zadavatel
zvetejnit vysi  prosttedki  poskytnutych na
provadéni studie na zakladé¢ této Smlouvy, a
vramci tohoto zvefejnéni mulze uvést i nazev
zdravotnického zafizeni a jméno Zkousejiciho.

19. VZDANI SE PRAV,
ODDELITELNOST USTANOVENI

Zadné prominuti splnéni  nékterych
podminek nebo ustanoveni této smlouvy, at uz
jednanim nebo jinak, se nepovazuje nebo nebude
vykladano jako dal§i nebo trvalé prominuti
takovych podminek nebo jinych podminek dle této
smlouvy. V ptipadé Ze nékteré podminky nebo
ustanoveni této Smlouvy se stanou neplatnymi,
nicotnymi, nezdkonnymi nebo nevynutitelnymi v
jakémkoli smyslu, potom platnost, zakonnost a
vynutitelnost zbyvajicich podminek a ustanoveni
obsazenych v této smlouvé nebude dotfena nebo
timto naruSena.

20. UPLNOST _ SMLOUVY, PRILOHY,
VYHOTOVENI, ROZHODNE PRAVO
A JAZYK

Tato Smlouva v¢etné svych piiloh zaklada
uplnou dohodu smluvnich stran ve véci svého
pfedmétu a uplné vyjadifeni podminek jejich
ujednani, a zd&dné podminky, ujednani ani dohody,
0 kterych se ma za to, ze doplnuji, méni, upravuji
nebo promijeji podminky této Smlouvy, nejsou
platné, ledaze jsou v pisemné form¢ a podepsané
zmocnénymi zastupci smluvnich stran. Zadavatel /
PRA se timto zavazuji, Zze v souvislosti s touto
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party hereto. The Sponsor / PRA shall not enter in
any separate agreement in connection with this
Study with any other employee of the Institution.
This Agreement and any amendment hereto are
executed in 3 counterparts and each Party shall
obtain one. This Agreement shall be governed by
and construed in accordance with the laws of Czech
Republic. To the extent permitted by law, the
English version shall have precedence in case of
any discrepancies between local language version
and the Czech language version.

The Parties hereby acknowledge and agree that in
case of any disputes the courts of the Czech
Republic shall be competent.

21. CONTINUING OBLIGATION;
SURVIVAL OF PROVISIONS.

Except as otherwise specifically provided
herein, termination of this Agreement shall not
relieve any party from any obligation under this
Agreement that accrued or arose from facts and
circumstances in existence prior thereto. In
addition, the provisions of this Agreement that by
their nature contemplate continuing obligations
shall survive expiration or termination of this
Agreement.

Signatures appear on following page.

Studii neuzaviou zadnou jinou smlouvu s zadnym
zaméstnancem zdravotnického zafizeni. Tato
smlouva a veskeré jeji dodatky jsou vypracovany
ve 3 vyhotovenich, z nichz kazda smluvni strana
obdrzi po jednom. Tato Smlouva se fidi pravnim
adem Ceské republiky.

V rozsahu, Vvjakém to ptedpisy dovoluji, ma
V pfipad€ rozporl mezi mistni jazykovou verzi a
anglickou verzi prednost Ceska verze.

Smluvni strany berou na védomi a souhlasi, ze
Kk projednani a rozhodovani piipadnych spori jsou
prislugné soudni organy Ceské republiky.

21. TRVALE ZéVAZKY,
USTANOVENI

PLATNOST

Pokud neni v této Smouv€ konkrétné
uvedeno jinak, zanikem této Smlouvy neni zadna
smluvni strana osvobozena od svych zavazkii podle
této Smlouvy, které¢ vznikly nebo vyplynuly ze
skutecnosti a okolnosti existujicich pred jejim
zanikem. Mimo to, ustanoveni této Smlouvy, které
ze své povahy dopliuji pretrvavajici zavazky, plati
i po uplynuti platnosti nebo po zaniku této
Smlouvy.

Podpisy jsou na nésledujici strané.
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IN WITNESS WHEREOF, the parties NA DUKAZ TOHO fidn¢ zmocnéni
have caused this Agreement to be executed by their | zastupci smluvnich stran podepsali tuto Smlouvu
duly authorised representatives on the date(s) | dne, jak je uvedeno dale, ale s ucinnosti pro
indicated below, but effective for all purposes as of | v§echny tcely k datu u¢innosti.
the Effective Date.

PHARMACEUTICAL RESEARCH ASSOCIATES CZ, S.R.O.

By / Podepsal:
Authorised Signature / podpis zmocnéného zastupce
Name / Jméno: MUDr. Andrea KI¢

Title/ Funkce: Proxy / Prokuristka

Date / Datum:

INSTITUTION / ZDRAVOTNICKE ZARIZENI

By/ Podepsal:
Authorised Signature/ podpis zmocnéného zastupce
Name/ Jméno:

Title/ Funkce: Director / Reditel

25.07.2013
Date / Datum:

INVESTIGATOR / ZKOUSEJICI

By/ Podepsal:

Name/ Jméno: |

Date / Datum:
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EXHIBIT A/ Plv(iLOH,A A )
PAYMENT TERMS / PLATEBNI PODMINKY

Protocol Number: LAQ-MS-305

Cislo protokolu: LAQ-MS-305

1. Patient Enrollment — The Study is
competitive  for patient recruitment.
Approximately [} sites will be recruiting
worldwide for a total of [JJij eligible
patients. PRA anticipates that the Site will
recruit approximately J] patients, and up to,
approximately, [J] patients, but makes no
guarantees regarding this number. PRA
will advise on recruitment progress and
notify sites when recruitment is complete.

1. Zarazovani pacientii — feSitelska centra Si
V zafazovani pacientd do studie vzajemné
konkuruji. Po celém svét€¢ bude nabor
provadet asi - center, kterd maji vybrat
celkem [l vyhovujicich pacienti. PRA
predpoklada, ze fesitelské centrum zatadi asi I
pacientl, maximaln¢ cca . pacientt,
neposkytuje vSak na tento pocet Zzadnou
zaruku. PRA bude o pribéhu naboru
informovat a po jeho dokonceni fesitelska
centra vyrozumi.

2. Screen Failures — PRA will pay for screen
failures as set out in the Budget (Exhibit
B). The Site must document all screening
procedures completed prior to screen
failure and must ensure that the patient has
signed an informed consent form. PRA
will not pay for any procedures carried out
after the patient has failed screening.

2. Pacienti, ktefi neprojdou skriningem — PRA
uhradi za pacienty, ktefi neprojdou skriningem
Castky uvedené vrozpoctu (ptiloha B).
Resitelské centrum musi  zdokumentovat
vSechny tkony provedené v ramci skriningu
az do vyrazeni pacienta, a musi zajistit, aby
pacient podepsal formuladf informovaného
souhlasu. PRA neuhradi zadné tUkony
provedené poté, co pacient v nekterém
parametru skriningem neprosel.

3. Non-payable Activities — PRA will not
pay for any treatments given in violation of
the Protocol unless approved by the
Sponsor, nor will PRA pay for any actions
that violate applicable laws or regulations.

3. Nehrazené c¢innosti — PRA neuhradi Zadnou
1écbu, ktera predstavuje poruseni protokolu,
pokud ji Zadavatel neschvalil, ani Zadné
ukony, které porusuji platné predpisy.

4. Payment Timing - PRA will make
quarterly payments within forty-five (45)
days of receipt of a valid invoice. A valid
invoice must include the Protocol name
and number and a detailed summary of
reimbursements to be made including
screen failures. If the Payee is VAT
registered, the VAT Registration Number
must also be stated on the invoice. Site
must make invoices payable by PRA and
sent, along with any inquiries relating to
payments to:

Accounts Payable

Pharmaceutical Research Associates CZ
s.r.o.

Jankovcova 1569/2¢c

Praha 7 17000

Czech Republic

4. Terminy plateb — PRA bude provadeét Ctvrtletni
platby do ctyficeti péti (45) dni od obdrzeni
platné faktury. Platna faktura musi obsahovat
nazev a Cislo protokolu a podrobny rozpis
proplacenych polozek, vcetné plateb za
pacienty neproslé skriningem. Je-li piijemce
platby platcem DPH, musi byt na faktufe
uvedeno i DIC. Regitelské centrum musi
faktury vystavovat na PRA a zasilat je — stejné
jako veskeré dotazy tykajici se plateb — na
adresu:

Oddéleni zavazku

Pharmaceutical Research Associates CZ
S.r.o.

Jankovcova 1569/2¢

Praha7 17000

Ceska republika
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5. Budget — The attached Budget (Exhibit B) | 5. Rozpofet — Pfipojeny rozpocet (piiloha B)
includes all fees payable. PRA will pro-rate zahrnuje vSechny splatné odmény. PRA bude
payments based on activities completed in uhrady pomérné délit podle Cinnosti
compliance with the Protocol. provedenych v souladu s protokolem.

6. Taxes - The prices set out in the budget are | 6. Dané — Ceny stanovené v rozpotu jsou
in Czech crowns and do not include VAT v ¢eskych korunach a nezahrnuji DPH. Je-li
(Value Added Tax). If the Institution is Zdravotnické zatizeni platcem DPH, a pokud a
VAT registered, and if and to the extent V mife, v jaké dané plnéni dle narodniho prava
VAT is required under Institution’s country statu sidla Zdravotnického zatizeni podléha
law, VAT shall be added to each payment DPH, bude ke kazdé platbé pripoétena a na
and shown on the invoice at the local faktufe uvedena DPH podle platné mistni
applicable VAT rate. sazby DPH.

7. Early Termination by Patients — PRA | 7. Pred¢asné ukonceni Gcasti pacienta — PRA
will make payments for patients who provede Uhradu za pacienty, ktefi ze studie
withdraw early from the Study based on predCasné odstoupi, a to na zakladé Cinnosti
activities completed in compliance with the provedenych v souladu s protokolem.

Protocol.

8. Ethics Committee/IRB Fees — PRA will | 8. Poplatky etické komisi — Poplatky etické
directly pay Ethics Committee/IRB fees komisi, které ji budou predlozeny, PRA uhradi
submitted to PRA. ptimo EK.

9. Patient Travel expenses — It has been | 9. Cestovni vydaje pacienti — Pocitd se
foreseen the reimbursement of patient’s s thradou cestovnich vydaji pacienti do vySe
travel expenses up to a maximum of CZK max. ] K¢ na pacienta a navitevu.
I oer patient and visit, any amount in Veskeré &astky presahujici tuto hranici musi
excess must be approved in advance and by pfedem pisemné schvalit Zadavatel/PRA.
writing by the Sponsor/PRA. Payment will Uhrada bude provedena na zakladé platné
be based on invoice received with valid faktury s pfipojenymi platnymi doklady o
receipts for travel platbé za dopravu.

10. Interim Payments — PRA will withhold | 10. Diléi platby — PRA bude ze vSech uhrad za
10% of all payments for Patient visits until nav§tévy pacienti strhavat zadrzné ve vysi
PRA issues the final payment as described 10% do doby vystaveni kone¢né platby, jak je
herein. PRA will reimburse the Payee, in popsano v této Smlouveé. PRA uhradi ptijemci
accordance with the Budget (Exhibit B) platby v souladu srozpoctem (pfiloha B) a
and these Payment Terms, the remaining témito platebnimi podminkami zbyvajicich
90% of fee payment due (collectively, 90% splatné odmény (souhrnné oznacovéano
“Interim Payments™). Any unused portion jako ,,dil¢i platby*). NevycCerpana ¢ast jakékoli
of an advance payment made to the Site zalohy vyplacené feSitelskému centru bude
will be offset against subsequent Interim zuCtovana proti naslednym dil¢im platbam, a
Payments until such amount has been to az do vyCerpani této ¢astky.
exhausted.

11. Final Payment — PRA will pay the | 11. Konefna platba — PRA uhradi zbyvajicich
remaining 10% of fees owed when all data 10% odmén poté, co budou dofeseny vSechny
resolution has been completed and pozadavky na doplnéni dat a schvaleny
accepted by Sponsor and when all Zadavatelem, a po zuctovani vSech material
Materials have been reconciled by PRA/Zadavatelem.
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PRA/Sponsor.

Note: No other funding requests will be
considered without the written consent of
PRA or Sponsor.

Poznamka:  jakékoli  jiné poZadavky na
financovani nebudou bez pisemného souhlasu
PRA nebo Zadavatele brdany v tivahu.
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EXHIBIT B / PRILOHA B
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