Assignment and Amendment # 4 to Clinical

Trial Agreement

By and Between

Postoupeni a Dodatek €islo 4 ke smlouvé o

provedeni klinického hodnoceni

mezi

PAREXEL International (IRL) Limited (hereinafter”
“PAREXEL IRL"), a with registered offices at Sir
John Rogerson’s Quay, Dublin 2, Ireland, Irish VAT
registration number IE 3249971HH, acting on
behalf of Janssen-Cilag International NV
Turnhoutseweg 30, 2340 Beerse, Belgium
(hereinafter “Sponsor”) and in CRO’s own name

PAREXEL International (IRL) Limited (dale jen
-PAREXEL IRL"), se sidlem Sir John Rogerson’s
Quay, Dublin 2, Irsko, Irské DIC IE 3249971HH, ,
jednajici jménem firmy Janssen-Cilag International
NV Turnhoutseweg 30, 2340 Beerse, Belgie (dale
jen "zadavatel") a svym vlastnim jménem jako CRO
(smluvni vyzkumna organizace)

and

PAREXEL International Czech Republic
s.r.o.,Sokolovska 651/136 a , 186 00 Praha
8,Czech Republic, with Company No: 27160360,
Tax ID No: CZ27160360, (hereinafter referred to as
“CRO")

a

PAREXEL International Czech Republic s.r.o.,
Sokolovska 651/136a, 186 00 Praha 8,Ceska
republika, s IC: 27160360, DIC: CZ27160360, (
dale jen “CRO")

And

Krajska zdravotni a.s.

Socialni péce 3316/12 A

401 13,Usti nad Labem

Czech Republic

IC: 25488627. DIC: CZ25488627,
represented by Ing. Petr Fiala., director
(hereinafter referred to as “INSTITUTION").

A

Krajska zdravotni , a.s

Socialni péce 3316/12A

401 13, Usti nad Labem

Ceska republika

IC: 25488627, DIC: CZ25488627,
zastoupena Ing. Petrem Fialou,
feditelem

(dale jen “ZDRAVOTNICKE ZARIZENI").

generalnim

For RIVAROXDVT3002

Pro RIVAROXDVT3002

This Assignment and Amendment # 4 (the
“Amendment”) by and among PAREXEL
International Czech Republic s.r.o. located at

Sokolovska 651/136a, 186 00 Praha 8, Czech
Republic (“CRO”), PAREXEL International (IRL)
Limited., acting on behalf of Janssen-Cilag
International NV, whose registered office is at
Sokolovska 651/136a, 186 00 Prague 8, Czech
Republic, and in CRO’s own name, and Krajsk&
zdravotni a.s., with offices located at Socialni péce
12A/3316, 401 13, Usti nad Labem,is made
effective as of the date of execution that the last
party signed this Amendment but not earlier than
the date of publication in the contract register
(hereinafter “Effective Date”).

Toto postoupeni a dodatek Cislo # 4 (dale jen
“‘dodatek”) uzavieny mezi PAREXEL International
Czech Republic s.r.o., se sidlem Sokolovska
651/136a, 186 00 Praha 8, Ceska republika (CRO),
PAREXEL International (IRL) Limited, jednajici
jménem Janssen-Cilag International NV se sidlem
Sokolovska 651/136a, 186 00 Praha 8, Ceska
republika, a dale jednajici svym vlastnim jménem
jako smluvni vyzkumna organizace (CRO), a
Krajska zdravotni a.s., se sidlem Sociélni péce
12A/3316, 401 13, Usti nad Labem, nabyva
ucinnosti k datu, kdy jej podepiSe posledni smluvni
strana, nejdfive vS8ak dnem zvefejnéni v registru
smluv (dale jen "datum uginnosti").

WHEREAS, Sponsor has requested Institution and
its employees, (the "Principal Investigator"), to

VZHLEDEM K TOMU, ZE, zadavatel povéfil
zdravotnické zafizeni a jeho zaméstnance, (dale
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conduct a clinical research study involving the
study drug Rivaroxaban (the “Study Drug”)
according to Protocol RIVAROXDVT3002 (the
"Protocol") entitled  “Medically Il Patient
Assessment of Rivaroxaban Versus Placebo IN
Reducing Post-Discharge Venous Thrombo-
Embolism Risk (MARINER)” (the "Study"); and

jen "hlavni zkousSejici"), aby provedli Kklinické
hodnoceni studijniho |éCiva Rivaroxaban (dale jen
“studijni 1é€ivo”) v souladu s ustanovenim protokolu
RIVAROXDVT3002 (dale jen "protokol") s nazvem
.=Hodnoceni  rizikovych  pacientd  uzivajicich
Rivaroxaban versus placebo pfi snizovani rizika
Zilniho  tromboembolizmu po propusténi =z
nemocnice (MARINER)” (dale jen ‘“klinické
hodnoceni"); a

WHEREAS, Sponsor and Institution entered into the
Clinical Trial Agreement on the " day of December
2015 (the “Agreement”);

VZHLEDEM K TOMU, ZE zadavatel a zdravotnické
zafizeni uzavreli dne 4. prosince 2014 smlouvu o
provedeni  klinického hodnoceni (dale jen
“smlouva”);

WHEREAS, the study Protocol has been amended
on March 31, 2017 (Amendment INT-7);

VZHLEDEM K TOMU, ZE protokol byl dne 31.
bfezna 2017 aktualizovan (dodatek INT-7);

WHEREAS, CRO and Sponsor would like to,
among other things, centralize the process for
managing payments for the Study by amending the
payment instructions;

VZHLEDEM K TOMU, ZE CRO a zadavatel maji
zajem, mimo jiné, o centralizaci procesu spravy
plateb pro klinické hodnoceni, a to zménou
platebnich pokyn(;

WHEREAS, CRO shall assign its rights and
responsibilities under the Agreement to its Affiliate,
PAREXEL IRL which shall, among other things,
assume responsibility for processing payments.

VZHLEDEM K TOMU, ze CRO se zavazuje svéfit
sva prava a odpovédnost na zdkladé této smlouvy
své sesterské spoleCnosti, PAREXEL IRL, ktera,
mimo jiné, pfebird odpovédnost za zpracovani
plateb.

WHEREAS, Sponsor and Institution, desire to:
increase total number of patients that may be
randomized into the study, extend the Study
timelines and conditionally increase the enroliment
limit for the Principal Investigator and/or Institution;

VZHLEDEM K TOMU, ZE <zadavatel a
zdravotnické zafizeni maji zajem: zvySit pocet
pacientl, ktefi mohou byt do klinického hodnoceni
randomizovani, prodlouzit dobu naboru do
klinického hodnoceni a podminéné navysit
naborovy limit pro hlavniho zkou$ejiciho a/nebo
zdravotnické zafizeni;

WHEREAS, Section 17 permits the parties to
amend the Agreement, or any of its exhibits by
written document signed by all parties hereto.

VZHLEDEM K TOMU, ZE ustanoveni €élanku 17
povoluji smluvnim stranam tuto smlouvu a jeji
pfilohy zménit, a to formou pisemného dodatku,
fadné podepsaného viemi smluvnimi stranami.

WHEREAS, Sponsor and Institution desire to amend
the Agreement effective the dates noted below.

VZHLEDEM K TOMU, ZE zadavatel a
zdravotnické zafizeni chtéji tuto smlouvu zménit, k
datu ucinnosti tohoto dodatku;

NOW THEREFORE, for exchange of the mutual
promises contained herein and for other good and
valuable consideration, the receipt and adequacy of
which is hereby acknowledged, the parties hereto
agree as follows:

NA ZAKLADE shora uvedeného a s ohledem na
vzajemné prisliby a okolnosti spojené s vyplatou
poctivé a hodnotné odmeény, jejiz pfijeti se timto
potvrzuje, se smluvni strany dohodly nasledovné:

1. For the purpose of this Amendment # 4, all
capitalized terms used herein shall have the
same meaning as set forth in the
Agreement, except as expressly stated

1. Pro UcCely tohoto dodatku Cislo # 4; , maji
vSechny terminy psané velkymi pismeny
stejny vyznam jako tytéz terminy uvedené ve
smlouvé, dle jejich definice ve smlouvég,
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otherwise herein.

pokud neni vyslovné uvedeno jinak.

Section 6.4. is deleted in its entirety and
replaced with the following:

“The PAREXEL IRL may transmit the above
mentioned data to Sponsor and its affiliates
and their respective agents worldwide.
Sponsor and its affiliates will apply adequate
privacy safeguards to protect such data,. The
above mentioned data may also be disclosed
as required by individual.”

Clanek 6.4 této smlouvy se cely rusi a je
nahrazen nasledujicim ustanovenim:

"Spole¢nost PAREXEL IRL mize predavat
vySe uvedené Udaje zadavateli, jeho
sesterskym spoleCnostem a jejich
opravnénym zastupcim po celém svété.
Zadavatel a jeho sesterské spoleCnosti se
zavazuji pfijmout pfiméfena opatfeni na
ochranu téchto udaju, Shora uvedené udaje
mohou byt sdélovany podle pozadavku
jednotlivych subjektd.”

Section 1.8. is deleted in its entirety and
replaced with the following section:

“Delegation by Sponsor to PAREXEL IRL.
Sponsor has contracted with PAREXEL IRL,
a clinical research organization, to supervise,
monitor and manage the Study in accordance
with applicable laws and with this Agreement.
Sponsor has authorized PAREXEL IRL to
handle Sponsor communications with the Site
and Investigator with respect to the Study and
this Agreement. Sponsor shall notify Site
should this situation change at any point.
Without prejudice to any rights of Sponsor
under this Agreement, Site acknowledgethat
PAREXEL IRL is the VAT recipient of
services under this Agreement.”

Clanek 1.8této smlouvy se cely rusi a je
nahrazen nasledujicim ustanovenim:

"Povérfeni spole¢nosti PAREXEL IRL ze
strany zadavatele. Zadavatel uzavrel
smlouvu se spoleCnosti PAREXEL IRL,
smluvni  vyzkumnou organizaci, jejimz
pfedmétem je dohled, monitoring a fizeni
klinického hodnoceni v souladu s platnymi
zakony a touto smlouvou. Zadavatel povéfil
spoleCnost PAREXEL IRL, aby pro néj
zajiStovala komunikaci se zdravotnickym
zafizenim a zkousejicim ve vécech tykajicich
se tohoto klinického hodnoceni a této
smlouvy. Zadavatel se  zavazuje
zdravotnické  zafizeni a  zkouSejiciho
uvédomit pokud dojde ke zméné situace.
Aniz by tim byla dotCena jakakoli prava
zadavatele na zakladé této smlouvy, bere
zdravotnické zafizeni na védomi, ze
spole¢nost PAREXEL IRL je z hlediska DPH
povazovana za pfijemce sluzeb na zakladé
této smlouvy."

Section 3 4. is added with the following
language:

“Site will invoice its services under this
Agreement exclusively to PAREXEL IRL.”

Clanek 3.4 se pridava s nasledujicim
znénim:

“Zdravotnické zafizeni bude své sluzby na
zakladé této smlouvy fakturovat vyhradné
firmé& PAREXEL IRL.”

Section 2.5. is added with the following
language:

“The parties hereby agree that this
Agreement will automatically terminate if
Sponsor receives a valid administrative
refusal decision by the President of the Office
for Registration of Medicinal Products,
Medical Devises and Biocidal Products for
the conduct of the Study or a negative

Clanek 2.5 této smlouvy se dopliuje do
smlouvy s nasledujicim nasledujicim
ustanovenim:

"Smluvni strany se dohodly, Ze platnost této
smlouvy automaticky konc€i, pokud zadavatel
obdrzi platné zamitavé rozhodnuti od Feditele
Ufadu pro registraci lé8ivych pripravkd,
Iékarskych pristrojli a biocidnich pfipravkd k
provedeni tohoto klinického hodnoceni nebo
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opinion from Bioethics Committee or Appeal
Bioethics Committee.”

zamitavé stanovisko od Etické komise &i
odvolaci Etické komise."

Section 16. is deleted and replaced with
the following language:

Site understandand and agree[s] that this
Agreement is being signed by PAREXEL IRL
in its own name as a contracting party
receiving services under this Agreement and
in addition, in a separate capacity, PAREXEL
IRL also signs this Agreement in the name of
Sponsor and for Sponsor’s benefit.

. Each of PAREXEL IRL and Sponsor shall
have the right to assign this Agreement (i.e.
transfer rights and obligations hereunder) to
any of its respective affiliates and, in addition,
Sponsor may assign this Agreement to any
third party. In the event of such an
assignment, PAREXEL IRL or Sponsor, as
the case may be, shall use reasonable efforts
to provide prior written notice to Site [and
Investigator]. In all other instances, no Party
shall assign its rights or duties under this
Agreement to another without prior written
consent of the other Parties, and any
assignment in violation of this Section 5(6)
will be null and void.

Clanek 16. této smlouvy se cely rusi a je
nahrazen nasledujicim ustanovenim:

Zdravotnické zafizeni bere na védomi a
souhlasi, Zze tato smlouva je podepisovana
spole¢nosti PAREXEL IRL, jednak jejim
vlastnim jménem jako smluvni strany, ktera je
pfijemcem sluzeb na zakladé této smlouvy a
souCasné je samostatné podepisovana
spole¢nosti PAREXEL IRL, z titulu zastupce
zadavatele, ktery jednad ve prospéch
zadavatele.

Spole¢nost PAREXEL IRL i zadavatel maji
pravo tuto smlouvu postoupit (tj. pfevést sva
prava a povinnosti z této smlouvy) na své
sesterské spole€nosti. Zadavatel ma navic
pravo tuto smlouvu postoupit na libovolnou
treti stranu. V pfipadé takového postoupeni
se spolecnost PAREXEL IRL nebo zadavatel
(podle konkrétni situace) zavazuji vyvinout
pfiméfené Usili sméfujici k tomu, aby
zdravotnické zafizeni a zkousSejiciho o
takovém  postoupeni prfedem pisemné
informovali. Ve vSech ostatnich pfipadech
nesmi zadna smluvni strana postoupit sva
prava a povinnosti z této smlouvy na treti
subjekt bez  predchoziho  pisemného
souhlasu ostatnich smluvnich stran a jakékoli
takové postoupeni v rozporu s ustanovenim
tohoto Clanku bude povazovano za neplatné
a neucinné.

Section “e” of Exhibit B of the Agreement
shall be deleted in its entirety and
replaced with the language below:

“Payments will be made, at a minimum, on a
quarterly basis (accounting period). These
payments will include costs for completed
records (visits and corresponding case report
form pages completed), as well as all
invoiced and approved costs from the prior
payment cycle.

Within two weeks of the end of each
accounting period, PAREXEL IRL shall
provide Investigator with two copies of the
statement with the services approved for
accounting in the given accounting period:
visits completed by Study subjects and
procedures performed. One copy of the
statement verified and confirmed by the
Investigator shall be promptly sent by the

Clanek "e" prilohy B této smlouvy se cely
rusi a je nahrazen nasledujicim znénim:

"Vyplata odmén bude probihat minimalné na
Ctvrtletnim zakladé (uc€etni obdobi). Odména
bude =zahrnovat naklady na vyplnéni
zdznamu (zédznam o navstévé a vyplnéni
pFislusného chorobopisu) a také fakturované
nahrady, které byly pfedem schvaleny.

Do dvou tydnd po uplynuti kazdého
jednotlivého zuc¢tovaciho obdobi, spole¢nost
PAREXEL IRL pfeda zkouSejicimu dvé kopie
seznamu zUcCtovatelnych sluzeb za dané
zuCtovaci obdobi: uskute€néné navstévy
subjektd hodnoceni a provedena vySetfeni a
vykony. Jednu z t&chto kopii zkouSejici oveéfi
a podepiSe a neprodlené vrati firmé
PAREXEL IRL. Druhou kopii pfeda zkousejici
zdravotnickému zafizeni. ZkouSejicim
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Investigator to PAREXEL IRL, and the
second handed by the Investigator to the
Site. Settlement confirmed by the Investigator
will be the basis to invoice PAREXEL IRL.

The Site shall complete the electronic version
of the Investigator Request Form and return it
to PAREXEL IRL, via email transmission, at
the email address specified in the e-mail
referred to above.

Payments shall be made by PAREXEL IRL
and shall be paid within sixty (60) days of
receipt, review and approval of an original
invoice.

To expedite payment, please email invoices
to PAREXEL IRL at the following email
address:

PlILPayablesInvoices@parexel.com

If for some reason email transmission is not
possible, then please send invoices to the
following postal address:

PAREXEL International (IRL) Limited
One Klimainham Square

Inchicore Road

Dublin 8

Please note that invoices must contain the
following information or they will be returned,
delaying payment:

Site number

Site name and address

Investigator name

Protocol number

PAREXEL IRL Project Number

PAREXEL IRL Address listed

above

Invoice number and date

e Date & description of services
provided

e Supporting documentation (i.e.
third party invoices, receipts)

e Total amount payable

Invoices submitted for Services performed
and expenses incurred in an EU jurisdiction
must not have VAT applied (unless the payee
is established in the Republic of Ireland).

Invoices and associated documentation

potvrzeny a podepsany seznam
zuctovatelnych sluzeb je podkladem pro
fakturaci spole¢nosti PAREXEL IRL.

Zdravotnické zafizeni vyplni elektronickou
verzi formulafe IRF a vrati jej spoleCnosti
PAREXEL IRL e-mailem.Emailova adresa je
uvedene nize

Vyplata odmény bude provedena spole¢nosti
PAREXEL IRL, a to do Sedesati (60) dnd od
obdrzeni, zkontrolovani a schvaleni originalu
faktury.

Pro urychleni platby, faktury odesilejte e-
mailem spole¢nosti PAREXEL IRL, a to na
nasledujici e-mailovou adresu:

PlILPayablesInvoices@parexel.com

Pokud neni z néjakého dlvodu zaslani
elektronickou postou mozné, zaSlete prosim
faktury postou, na nasledujici adresu:

PAREXEL International (IRL) Limited
One Klimainham Square

Inchicore Road

Dublin 8

Vezméte prosim na védomi, ze vSechny
faktury musi obsahovat nasledujici, nize
uvedené informace. V opacném pripadé
budou vraceny a dojde ke zpozdéni platby:

o Cislo centra

e Nézev a adresa zdravotnického
zarizeni

e Jméno zkousSejiciho

o Cislo protokolu

o Cislo projektu PAREXEL IRL

e Shora uvedenou adresu firmy
PAREXEL IRL

o Cislo faktury a datum vystaveni

e Datum a popis poskytnutych
sluzeb

e Podplrné doklady (napfiklad
faktury tretich stran, uétenky,
apod.)

e Celkova ¢astka k uhradé

Na fakturdch za poskytnuté sluzby a
vyucétovani nakladd vzniklych v nékteré z
Clenskych zemi Evropské unie nesmi byt
uctovana DPH (dann z pfidané hodnoty)
(pokud neni platce firmou se sidlem na Gzemi
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should be de-identified of patient personal
information (e.g. name, date of birth, initials,
etc.) prior to being submitted to PAEXEL IRL.

In order to expedite payment of invoices by
PAREXEL IRL, PAREXEL IRL requires that
all invoices be in substantially the form set
forth in Exhibit ..... If however, additional
information is required to be entered, in
accordance with the law governing the
payee’s jurisdiction, then the payee should
ensure that this information is also included
on invoices submitted to PAREXEL IRL for
payment.

Any consideration payable under this
Agreement will be exclusive of VAT. In case
any services or goods are subject to VAT, a
valid VAT invoice must be issued by the
Site/Investigator to PAREXEL IRL in respect
of the transaction covered by the
consideration. If VAT is charged in error, the
Site/Investigator will issue a credit note. If
VAT is not charged but subsequently it is
found that it should have been charged or
VAT is assessed by the relevant tax
authorities as being due on the consideration,
the VAT due upon said consideration will be
paid upon presentation of a valid VAT
invoice.”

Irské republiky).

Faktury a souvisejici dokumentace nesmi
obsahovat osobni Udaje pacientd (napfiklad
jméno, datum narozeni, inicidly apod.). Tyto
udaje musi byt pfed odeslanim faktury do
firmy PAREXEL IRL odstranény.

Pro wurychleni Uhrady faktur spolecnosti
PAREXEL IRL, vyzaduje spole€nost
PAREXEL IRL, aby vSechny faktury meély
format uvedeny v pfiloze .... Pokud je vSak
potfeba na faktufe uvadét dalsi informace v
souladu s ustanovenim platnych zakond,
které se na pfijemce odmény v misté jeho
podnikani vztahuji, je pfiemce odmény
povinen zajistit, aby tyto informace byly na
fakturach odesilanych spole¢nosti PAREXEL
IRL rovnéz uvedeny

VSechny odmény vyplacené na zakladé této
smlouvy nezahrnuji DPH. V pfipadé, kdy
poskytnuté sluzby nebo dodané zbozi
podléhaji dani z pfidané hodnoty (DPH) musi
zdravotnické zafizeni/zkouSejici spole€nosti
PAREXEL IRL zaslat fadny darovy doklad
pro DPH a uvést na faktufe zakonem
pozadované informace. Pokud bude DPH
uctovana omylem, zdravotnické
zafizeni/zkou$ejici vystavi doprobis. Pokud
nebude DPH vyuétovano a nasledné bude
Zjisténo, ze mélo byt UCtovano nebo bude
pFislusnymi finanénimi ufady doméfeno, bude
DPH vyplaceno na zakladé predlozeni
platného danového dokladu pro DPH."

Section “h” of Exhibit B of the Agreement
shall be deleted in its entirety and
replaced with the language below:

“TAXES: Where the payee is VAT/GST
registered then the following information
should also be provided:

@ VAT /| GST registration number of
the supplier (payee), prefixed with their
country code (if applicable); and

(b) Name, address and Irish VAT
registration number of the customer
(PAREXEL IRL); and

(c) On the face of the invoice the words

“Reverse Charge”.

Clanek "h" prilohy B této smlouvy se cely
rusi a je nahrazen nasledujicim znénim:

"DANE: V pfipadg, Ze je pfijemce odmény
platcem DPH (dané z pfidané hodnoty)/dané
z obratu (GST), musi faktura obsahovat také
nésledujici informace:

(@) Dariové identifika&ni Cislo
(DIC)/Registraéni &islo k dani z obratu
pfijemce odmény (dodavatele) s kodem
zemé, kde pfijemce odmény ma své sidlo
(pokud je takovy kod soucasti registracniho
Cisla); a

(b) Jméno, adresu a irské registracni Cislo
zakaznika (PAREXEL IRL) pro ucely dané z
pfidané hodnoty (DPH); a

(c) Na predni strané faktury musi byt
napsano slovy "pfeneseni darfiové povinnosti
(reverse charge)™:

9. A new Exhibit C is added to the

9. Nova priloha C bude pfidana ke smlouvé
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Agreement, as follows:

Exhibit .... C

na klinické hodnoceni je nasledujici :

Pfiloha C

[INSERT NAME OF PROFESSOR OR DOCTOR]
[INSERT INSTITUTION]

[INSERT ADDRESS]

[INSERT ADDRESS]

[INSERT ADDRESS]

[INSERT VAT NUMBER (if any)]

Issued to: PAREXEL International (IRL) Limited
One Kilmainham Square

Inchicore Road

Kilmainham

Dublin 8

Ireland

Irish VAT Number: |E 3249971HH
Invoice No:

Date:

Protocol Number:
Project Number:
Site Number:

Services in relation to the carrying out of a clinical trial
period from [insert date] to [insert date].

“Reverse Charge”

[Insert exchange rate if invoice is issued in a different cu
to contract currency]

Total due

[Insert Currency]

in the

rrency

10. Section (4) a) of the Exhibit B to the
Agreement shall be deleted in its entirety
and replaced as follows:

“This Exhibit B is for completed records of
40 valid subjects and subjects for which
sponsor approval to enroll was granted, as
described in the below process. A valid
subject is defined as a subject who meets
eligibility requirements to enroll in the Study
and does not have significant Protocol

10. Clanek (4) pismeno a) pFilohy B smlouvy
se cely rusi a je nahrazen néasledujicim
znénim:

"Tato pfiloha B plati pro nabor 40
zpUsobilych subjektd hodnoceni a subjekty
hodnoceni, k jejichz naboru vydal zadavatel
predchozi souhlas, tak jak je popsano nize.
Zpusobily pacient je pacient, ktery splfiuje
podminky pro zafazeni do klinického
hodnoceni a jeho l|écba probihala bez
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violations that would exclude his/her Data
from analysis. However, enrollment of more
than 40 subjects by the Principal
Investigator and/or Institution must be pre-
approved by the sponsor. Once the
Principal Investigator and/or Institution
randomizes at least 30 subjects a quality
review shall be performed by the Sponsor.
The Principal Investigator and/or Institution
may continue enrollment beyond 40
subjects up to 80 subjects after receiving
further written approval from the Sponsor.
Any further enrollment of an additional 40
subjects thereafter will also require above
described approval procedure and will
continue for every additional increment of
40 subjects that may be enrolled (i.e., 120
subjects with quality review after at least
110 enrolled, 160 subjects with quality
review after at least 150 enrolled, etc).
Sponsor anticipates closure of enroliment
upon randomization of a total of 12000 valid
subjects. In the event that 12000 total valid
subjects are enrolled , further recruitment
will be suspended. Subjects not completing
the trial will be paid for on a prorated basis
according to the number of confirmed
completed visits and CRFs received by
Sponsor. All payment will be made for
subject visits according to the Payment
Schedule above. No payment will be made
for any subject excluded from analysis
because of Protocol violations that were
within the Study personnel's control.
Reimbursement for expenses related to
screen failures will be made according to
the Payment Schedule.”

zavazného poruseni ustanoveni protokolu,
ktera by zplsobila, Zze Udaje od néj ziskané
v prubéhu Kklinického hodnoceni nebude
mozné pouzit pfi interpretaci vysledku
klinického hodnoceni. Nicméné zafazeni
vice nez 40 subjektd hodnoceni hlavnim
zkouSejicim a/nebo zdravotnickym
zafizenim musi byt nejprve pfedem
schvéleno zadavatelem. Jakmile hlavni
zkousejici a/nebo zdravotnické zafizeni
randomizuji do klinického hodnoceni
alesponn 30 subjektd hodnoceni, provede
zadavatel kontrolu kvality. Hlavni zkou$ejici
a/nebo zdravotnické zafizeni mohou v
pfipadé prekroceni 40 subjekttd hodnoceni,
pokraCovat v naboru az do dosazeni 80
subjektd hodnoceni poté, co predtim k
takovému kroku ziskaji pisemny souhlas
zadavatele. Jakykoli dal$i nabor dalSich 40
subjektt hodnoceni vzdy vyzaduje shora
uvedeny schvalovaci postup, ktery se
uplatni vzdy pro kazdych dalSich 40
subjektd hodnoceni, které mohou byt do
klinického hodnoceni zarazeny (tedy 120
subjektd hodnoceni s tim, Ze kontrola kvality
bude provedena po zafazeni nejméné 110
subjektd  hodnoceni, 160  subjektl
hodnoceni s tim, Ze kontrola kvality bude
provedena po zafazeni nejméné 150
subjektd  hodnoceni, apod.) Zadavatel
predpoklada ukonceni naboru poté co bude
do Kklinického hodnoceni randomizovan
celkovy pocet 12000 zpusobilych subjektl
hodnoceni. V pfipadé, Ze bude do klinické
hodnoceni zafazeno celkem 12 000
zpUsobilych pacientd bude dalsi nabor
pozastaven. Za pacienty, ktefi nedokonc¢i
klinické hodnoceni bude vyplacena odména
v pomérné vysSi, na zakladé poctu
dokoncenych navstév a vyplnénych a
zkontrolovanych chorobopist (CRF)
odevzdanych zadavateli. VSechny odmény
budou vyplaceny za navstévy pacientd, v
souladu s vySe uvedenym platebnim
kalendafem. Za pacienty, ktefi byli vyfazeni
z hodnotici faze Klinického hodnoceni z
davodu poruseni ustanoveni protokolu, ke
kterému doSlo zavinénim ze strany osob
podilejicich se na provadéni klinického
hodnoceni, nebude vyplacena Zadna
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odména. Nahrada nakladl v souvislosti s
neuspésSnym skriningem bude provedena v
souladu s platebnim kalendarem.

11. Section 2.1 of the Agreement shall be
deleted in its entirety and replaced as
follows:

“The term of this Agreement shall begin on
the Effective Date and continue until the
Clinical Trial has been completed to the
reasonable satisfaction of the Sponsor. Tha
parties estimate that the Clinical Trial will
end by (i) July 2018 (with study
enrollment ending in March 2018) or (ii)
six (6) months following final database lock,
unless sooner terminated in accordance
with the terms hereof. The parties agree
that the term may by amended by mutual
agreement.”

11. Clanek 2.1 smlouvy se cely rusi a je
nahrazen nasledujicim znénim:

"Tato smlouva nabyva ucinnosti k datu
ucinnosti a plati az do dokonceni klinického
hodnoceni k pfiméfené spokojenosti
zadavatele. Smluvni strany odhaduji, ze
klinické hodnoceni skon¢i (i) 30. éervence
2018 (s tim, ze nabor bude dokonéen v
bfeznu 2018) nebo (ii) Sest (6) mésicu po
koneéném uzamceni databaze, pokud
nebude tato smlouva ukonéena predCasné,
na zakladé v ni uvedenych ustanoveni.
Smluvni strany berou na védomi a souhlasi
s tim, Ze doba platnosti smlouvy muze byt
po vzajemné dohodé zménéna.

Counterparts. This Amendment may be executed
in counterparts, each of which shall be an original
and all such counterparts together shall constitute
the entire Amendment . Electronically transmitted
and facsimile transmitted signatures shall have the
full force and effect of an original signature.

Stejnopisy. Tento dodatek mlze byt vyhotoven v
nékolika stejnopisech, z nichz kazdy ma charakter
originalu. Kazdy z téchto stejnopisl pak
predstavuje tento jediny a kompletni dodatek.
Podpisy zaslané elektronicky nebo faxem maji
stejnou platnost a ucinnost jako viastnoruéni

podpisy.

All other terms and conditions of the Agreement
shall remain in full force.

VSechna ostatni ustanoveni smlouvy se neméni a
zUstavaji plné platna a ucinna.

IN WITNESS WHEREOF, the parties hereto have
caused this Amendment 4 to be executed by their
duly authorized representatives as of the Effective
Date.

NA DUKAZ SOUHLASU SE ZNENIM tohoto dodatku
Cislo 4 jej opravnéni zastupci vSech smluvnich stran
podepsalike dni ucinnosti . .
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PAREXEL International (IRL) Limited On behalf of JANSSEN -Cilag International NV

Signature /Podpis:

Date/ Datum:

PAREXEL International (IRL) Limited The Representative

Signature / Podpis:

Date/Datum:

PAREXEL International Czech Republic s.r.o.
The Representative

Signature:
Date:

Krajska zdravotni a.s.

Signature/ Podpis:

Ing. Petr Fiala
General Manager / Generalni feditel

Date/ Datum:
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