AMENDMENT N° 1

DODATEK C. 1

(hereinafter Amendment)

(déle jen ,,dodatek*)

to the

ke

Clinical Site Agreement (hereinafter Agreement)

smlouvé s klinickym centrem (dale jen smlouva)

dated 13Dec2023

ze dne 13.12.2023,

This Amendment is made by and between

Tento dodatek se uzavira mezi

(€))] PAREXEL International (IRL) Limited, (€)) PAREXEL International (IRL) Limited,
70 Sir John Rogerson's Quay 70 Sir John Rogerson's Quay
Dublin 2 Dublin 2
Ireland Ireland
(Company number 541507) (Cislo spolecnosti: 541507)
(hereinafter CRO) (dale jen ,,CRO")
and a
2) Fakultni nemocnici Hradec Kralové 2) Fakultni nemocnici Hradec Kralové

Sokolska 581, 500 05 Hradec Kralové — Novy Hradec
Krilové, Czech republic, IC: 00179906, DIC:
CZ00179906, represented by MUDr. Ales Herman, CSc.,
Ph.D., director

Sokolska 581, 500 05 Hradec Kralové — Novy Hradec Kralové,
Ceska republika, IC: 00179906, DIC: CZ00179906,
zastoupenou MUDr. AleSem Hermanem, Ph.D., Feditelem

(hereinafter Institution)

(ddle jako ,,poskytovatel)

and

a

¢ I

Department of Oncology and Radiotherapy, Fakultni nemocnice
Hradec Krélové, Sokolskd 581, 500 05 Hradec Krilové — Novy
Hradec Kréalové, Czech republic

¢

Klinika onkologie a radioterapie, Fakultni nemocnice Hradec
Krélové, Sokolskd 581, 500 05 Hradec Kralové — Novy Hradec
Kréalové, Ceska republika

(hereinafter Investigator)

(dale jako ,,zkousSejici*)

regarding

v souvislosti s

Protocol No: 2021003 (hereinafter Protocol)

protokolem ¢.: 2021003 (dale jen ,,protokol*)

A Randomized, Double-Blind Study Evaluating the Efficacy,
Safety, and Immunogenicity of ABP 206 Compared with
OPDIVO® (Nivolumab) in Subjects with Treatment-Naive
Unresectable or Metastatic Melanoma (hereinafter Study)

Randomizovand, dvojité zaslepend studie hodnotici G¢innost,
bezpecnost a imunogenitu ptipravku ABP 206 v porovnéni s
piipravkem OPDIVO® (nivolumab) u dosud nelé¢enych
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pacientll s neresekovatelnym nebo metastatickym melanomem
(déle jen ,,studie‘)

ABP 206 (hereinafter Study Drug)

ABP 206 (déle jen ,,hodnoceny pfipravek®)

of

o

SPONSOR: Amgen Inc.

ZADAVATELE: Amgen Inc.

at 1 Amgen Center Drive, Thousand Oaks, California, USA
91320

se sidlem na adrese 1 Amgen Center Drive, Thousand Oaks,
California, USA 91320

hereinafter SPONSOR

dale jako ,,ZADAVATEL"

WHEREAS, SPONSOR is the sponsor of the multi-
center/multi-centre Study to clinically evaluate the Study Drug
and CRO (or its Affiliate) has been retained by SPONSOR (under
a separate written agreement) to act as SPONSOR’s
representative in managing the Study for SPONSOR;

VZHLEDEM K TOMU, ZE zadavatel je zadavatelem
multicentrické studie, jejimz cilem je klinické hodnoceni
hodnoceného piipravku, a CRO (nebo jeji ptidruZzena spolecnost)
byla najata ZADAVATELEM (vramci samostatné pisemné
smlouvy), aby jednala jako zastupce ZADAVATELE pii fizeni
studie pro ZADAVATELE,

WHEREAS Institution and Investigator shall fully
cooperate with CRO and shall permit CRO to perform any and all
of the SPONSOR’s Study obligations and to exercise any and all
of SPONSOR’s Study rights as has been delegated by SPONSOR
to CRO.

VZHLEDEM K TOMU, ZE poskytovatel a zkousejici
1€kat budou pln¢ spolupracovat s CRO a umozni CRO, aby plnila
vSechny zdvazky ZADAVATELE v ramci studie a uplatiiovala
veskera praiva ZADAVATELE v souvislosti se studif, kterd byla
pienesena ZADAVATELEM na CRO.

WHEREAS, the parties have entered into the VZHLEDEM K TOMU, ZE smluvni strany uzaviely
Agreement; smlouvu;
WHEREAS, the PARTIES desire to amend such VZHLEDEM K TOMU, ZE SMLUVNI STRANY si

AGREEMENT to update the STUDY BUDGET

preji upravit tuto SMLOUVU tak, aby byl aktualizovan
ROZPOCET STUDIE

WHEREAS, the parties are jointly willing to amend the
Agreement;

VZHLEDEM K TOMU, ZE smluvni strany jsou
ochotny spole¢né€ upravit smlouvu;

Now, therefore the Agreement shall be amended, and the
following amended wording shall be effective upon publishing
this Amendment in Contract Registry (‘Effective Date’) after all
parties’ execution

Proto bude nyni smlouva upravena a ndsledujici upravené znéni
bude Gcinné k datu uverejnéni Dodatku v Registru smluv (,,datum
ucinnosti*), po podpisu v§emi stranami,

SECTION 1. Amendments

ODDIL 1. Dodatky

The Exhibit A- Enrollment and Payment Schedule included in the
Agreement is hereby deleted in its entirety and replaced with the
revised Exhibit A- Enrollment and Payment Schedule, including
Attachement 1- Detailed Study Budget Matrix Table

Section 6.2 of the Exhibit A is amended by addition of following
statement:

Parties have agreed that that if the documents for invoicing were
to be sent to the CRO in December, they must be sent no later
than December 15 of the current year.

The estimated value of the Agreement as amended is: 12 254
000CZK

Pifloha A- Nabor a harmonogram plateb zahrnutd v SMLOUVE
se timto zcela odstrafiuje a nahrazuje revidovanou Piiflohou A-
Nébor a harmonoram plateb, v¢etn€ Ptilohy 1- Podrobnd tabulka
rozpoctu studie.

V Piiloze A odst. 6.2 Smlouvy se dopliiuje nasledujici véta:
Smluvni strany se dohodly, pokud by byly podklady k fakturaci
zasilany CRO v prosinci, je tfeba je zaslat nejpozdéji do 15.

vy oz

prosince béZného roku.

Predpoklddand hodnota Smlouvy ve znéni tohoto Dodatku: 12
254 000CZK
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SECTION 2. Construction All other terms and conditions of the
Agreement remain unchanged and in full force and effect. If a
provision in this Amendment is inconsistent with a provision in
the Agreement, the provision in this Amendment shall prevail.

ODDIL 2. Konstrukce Viechny ostatni podminky smlouvy
zlstanou beze zmén, pln¢ platné a ucinné. Pokud je ustanoveni
tohoto dodatku v rozporu s ustanovenim smlouvy, md pfednost
ustanoveni tohoto dodatku.

SECTION 3 Counterparts. This Amendment may be executed
in any number of counterparts, each of which shall be an original
and all of which together shall constitute one and the same
document, binding on all parties notwithstanding that each of the
parties may have signed different counterparts.

The Institution requires the SPONSOR to send the revised final
version approved in writing of the amendment in a readable
format with highlighted (redacted) text, which the SPONSOR
considers to be a trade secret according to Section 504 of Act No.
89/2012 Coll., Civil Code. The SPONSOR considers the
following information to be its trade secret: an overview of
payments and the planned number of study subjects at the site, the
names and functions of personnel authorized to sign contracts,
with the exception of statutory representatives. This information
is normally unavailable to the public or in relevant business
circles and is competitively significant for the SPONSOR. The
publication of such personal data and trade secrets could thus
harm the interests of the SPONSOR. The Institution is obliged to
obtain the SPONSOR's consent before publishing a redacted
amendment beyond the highlighted text by the SPONSOR.

ODDIL 3 Stejnopisy. Tento dodatek miize byt vyhotoven v
libovolném poctu stejnopist, z nichZ kazdy bude origindlem, a
vSechny spolecné budou predstavovat jeden a tentyZ dokument
zavazny pro vSechny strany bez ohledu na to, Ze kazda ze stran
mohla podepsat rizné stejnopisy.

Poskytovatel vyzaduje zaslat zadavatelem revidovanou a pisemn¢
odsouhlasenou findln{ verzi dodatku ve strojové ¢itelném formatu
s podbarvenym (redigovanym) textem, ktery zadavatel povazuje
za obchodni tajemstvi dle ust. § 504 zdkona ¢. 89/2012 Sb.,
obcanského zdkoniku. Zadavatel povaZuje za své obchodni
tajemstvi ndsledujici informace: ptehled plateb a planovany pocet
subjektii hodnoceni na daném pracovisti, jména a funkce
povétenych osob k podpisu smluv vyjma statutarnich zéstupcti.
Tyto informace jsou bézn¢ nedostupné vefejné ¢i v piislusnych
obchodnich kruzich a pro zadavatele konkurenéné vyznamné.
Uvefejnéni takovych osobnich tdaji a obchodnich tajemstvi by
tak mohlo poskodit z4jmy zadavatele. Poskytovatel je povinen
ziskat souhlas zadavatele pfed uvefejnénim redigovaného
dodatku nad rdmec podbarveného textu ze strany zadavatele.
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IN WITNESS WHEREQOF, intending to be legally bound, the
parties hereto sign this Amendment to amend the Agreement on
the Effective Date as provided herein.

NA DUKAZ CEHOZ smluvni strany, které maji v imyslu byt
pravné vazany, podepisuji tento dodatek, aby pozménily smlouvu
k datu ucinnosti, jak je zde uvedeno.

PAREXEL International
(IRL) Limited:

@

(Signature of Authorized Official) /
(Podpis oprdvnéného zdstupce)

10. 3. 2025

(Typed or Printed Name) /
(Jméno napsané htlkovym pismem nebo
vytisténé)

Fakultni nemocnice Hradec
Kralové :

(2)

Date /
Datum

(Signature of Authorized Official) /
(Podpis opravnéného zastupce)

MUDr. Ale§ Herman, Ph.D.

1. 4.2025

(Typed or Printed Name) /
(Jméno napsané htlkovym pismem nebo
vytisténé)

3)

Investigator /
Zkousejici 1ékai:

Date /
Datum

(Signature of Investigator) /
(Podpis zkousejiciho 1ékate)

28. 3. 2025

(Typed or Printed Name) /
(Jméno napsané hilkovym pismem nebo
vytisténé)
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Exhibit A — Enrolment and Payment Schedule

Piiloha A — Nabor a harmonogram plateb

Payment of Institution Remuneration

Platba odmény poskytovateli

Protocol Number: 20210031

Cislo protokolu: 20210031

Protocol Title: A Randomized, Double-Blind Study
Evaluating the Efficacy, Safety, and Immunogenicity of
ABP 206 Compared with OPDIVO® (Nivolumab) in Subjects
with Treatment-Naive Unresectable or Metastatic
Melanoma

Nazev protokolu: Randomizovana dvojité zaslepena studie
hodnotici G¢innost, bezpe¢nost a imunogenitu piipravku
ABP 206 v porovnani s pfipravkem OPDIVO®
(nivolumabem) u subjektii s dosud nelééenym,

neresekovatelnym nebo metastatickym melanomem

Payee Details

Udaje o p¥ijemci plateb

Payee /

Payee Details /

Piijemce plateb

Udaje o pifjemci plateb

Ijrotocol Number / 20210031
Cislo protokolu
Site Number / 93121002

Cislo pracovisté

Payee Name /
Nézev/jméno piijemce plateb

Fakultni nemocnice Hradec Kralové

Payee Address / Sokolska 581
Adresa piijemce plateb

Address Line 2 / NA

2. tadek adresy

Address Line 3 / NA

3. fadek adresy

Province/State/Country / Cesk4 republika
Provincie/stat/zemé

City / Hradec Kralové
Mésto

Postal Code / 500 05
PoStovni smérovaci &islo

Country / Ceska republika
Zemé

Payee Contact /
Kontaktni osoba piijemce plateb

Ing. Jitka HaleSova

Payee Contact Phone Number /
Kontaktni telefonni ¢islo piijemce plateb

+420 495 833 827

Remittance E-mail Address / jitka.halesova@fnhk.cz
E-mailova adresa pro uhradu

General Finance contract e-mail address if different from above / | NA

Kontaktni e-mailovd adresa pro vSeobecné financni zéleZitosti,

pokud se lisi od vySe uvedené

NPI/ NA

ICP

Tax ID (VAT/GST Registration/TIN/SSN) / CZ00179906

DIC (registrace k DPH / k dani z obratu / DIC / rodné ¢&islo)

Bank Account Holder Name /
Jméno vlastnika bankovniho tctu

Fakultni nemocnice Hradec Kralové

Bank Account Number /
Cislo bankovniho d&tu

24639511/0710
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IBAN (International Bank Account Number) /
IBAN (mezindrodni ¢islo bankovniho tctu)

CZ23 0710 0000 0000 2463 9511

Bank Name / Cesk4 ndrodni banka
Nézev banky

Bank Number / 0710

Cislo banky

Variabilni symbol

Cislo faktury

Bank Identification Code /
Identifikaéni kod banky

CNBACZPP

To ensure proper payment please ensure that all fields above
are completed.

Chcete-li zajistit fadnou thradu platby, piresvédite se, Ze jsou
vSechna vySe uvedena pole vyplnéna.

In the event that payee details are modified during the course of
the study, the parties agree that no amendments to this Agreement
shall be required, provided that Institution provides written
notification to CRO with revised payee details to the following e-
mail address -CRO accepts no liability for incorrect payee
details provided by the Institution or its representative. In the
event of a change in invoicing details or VAT number, the CRO
is obliged to inform the Institution (D4sa Prokipkova — legal
department, e-mail: dasa.prokupkova@fnhk.cz, Ing. Jitka
HaleSovda — Finance and Analysis Department, e-mail:
jitka.halesova@fnhk. cz).

V piipade, Ze se udaje piijemce plateb v prubchu studie zménd,
strany souhlasi s tim, Ze nebudou vyzadovany zadné dodatky této
smlouvy za pfedpokladu, Ze poskytovatel pisemné ozndmi CRO
nové udaje piijemce plateb na nasledujici e-mailovou adresu:
-CRO nepiebird zadnou odpovédnost za nespravné udaje
piijemce plateb, které poskytl poskytovatel nebo jeho zdstupce.
Pii zméné fakturaénich ddaji nebo DIC je CRO povinen
neprodlené informovat poskytovatele (Dasa Prokdpkova — pravni
odbor, e-mail: dasa.prokupkova@fnhk.cz, Ing. Jitka HaleSova —
Odbor financi a analyz, e-mail: jitka.halesova@fnhk.cz).

1. Enrolment

1. Nabor

The Institution and Investigator agree not to enrol more
than six (6) Study Subjects without SPONSOR’s or
CRO’s prior written approval.

Poskytovatel a zkouSejici souhlasi s tim, Ze bez
predchoziho pisemného souhlasu ZADAVATELE nebo
CRO nezatadi vice neZ Sest (6) studijnich subjekta.

This study is designed to evaluate Subjects in
accordance with the Protocol. The Investigator on behalf
of the Institution will use best efforts to enrol as much as
possible (due to competing enrolment) Subjects in the
Study. When enrolment is complete for the study, the
Institution will be notified in writing and will
discontinue enrolling Subjects.

Tato studie je navrzena pro hodnoceni subjektt v
souladu s  protokolem.  ZkouSejici = jménem
Zdravotnického zafizeni vynalozi maximalni dsili, aby
do studie zafadil co nejvice (kvili konkuren¢nimu
naboru) subjektli. Po dokonceni naboru do studie bude
Zdravotnické zafizeni pisemné informovano a prerusi
néabor subjektu.

2. Fee Per Completed Subject:

2.  Odména za dokonéeny subjekt hodnoceni:

2.1. Visit schedule with associated budget for

Completed Subject

Casovy pldn navstév s piipojenym rozpodtem
za dokonceny subjekt

2.1.
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Visits/Procedures Completed: /
Dokondené navstévy/postupy:

Institution

Payment in Kc (includes overhead) /

Platba v K¢& (véetné rezijnich nakladi)

Poskytovatel

Visits/Procedures Completed: /
Dokoncené navstévy/postupy:

Radiology

Payment in Kc (includes overhead) /
Platba v K¢ (véetné rezijnich nakladi)

Radiologie
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Lékarna
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A more detailed breakdown of the Study Budget can be
found in Attachment 1.

CRO shall not be responsible for ensuring that Institution
makes any payments in this Exhibit A to the Investigator,
Study Personnel and its internal departments.

Podrobné¢jsi rozpis rozpoctu studie naleznete v ptiloze 1.
CRO neni povinna zajistit, Ze poskytovatel uhrad{
jakékoliv platby podle této piilohy A zkouSejicimu,
persondlu studie a svym internim oddélenim.

3. Other Payments:

3. DalSi platby:

Payment for other fees or expenses that are not included
in the Fees per Completed Subject (as defined in Section
2) will be made according to the following rates.
Institution shall submit invoices for Services performed
and expenses incurred under Section 3, all payments will
be made within fourty (40) days of receipt from the date
of receipt of valid invoice in accordance with this
Agreement. All payments will be made by electronic
wire to the bank account stated above.

Platby ostatnich poplatki a vydaju, které nejsou
zahrnuty do odmény za dokonceny subjekt hodnoceni
(jak jsou uvedeny v oddilu 2), budou uhrazeny podle
nasledujicich sazeb. Poskytovatel ptedlozi faktury za
poskytnuté sluzby a vzniklé vydaje podle oddilu 3.
Vsechny platby budou uhrazeny do ¢tyficeti (40) dnti od
data doruceni platné faktury v souladu s touto smlouvou.
VSechny platby budou provddény -elektronickym
pfevodem na vySe uvedeny bankovni ucet.

Amgen_PXL_Generic_Czech Republic_Inst PI_CSA_20191101 Amgen_PXL_Genericky formulat_Ceskd
258026 20210031 Czech Republic Amgen PXL INST PI CSA 20230420 0.1 republika_INST_PI_CSA__ 20191101

258026 20210031 Cesk4 republika Amgen PXL INST PI CSA 20230420 0.1
Page 9 of 20 Strana 9 ze 20



Variable Subject Fees

Variabilni poplatky za subjekty

CRO shall pay Institution for the following reasonable
and verifiable variable subject fees related to the Study
and performed in accordance with the Protocol
(“Variable Subject Fees”). The Parties agree that the
Variable Subject Fees, as stated below, consist of all
costs associated with such service. Institution shall
invoice CRO upon completion of such service and
provide CRO with all supporting documentation
required for payment (including, in the case of pass-
through Variable Subject Fees, copies of actual third-
party invoices and receipts).

CRO zaplati poskytovatelindsledujici pfiméfené a
ovéfitelné variabilni poplatky za subjekty souvisejici se
studif a provedené v souladu s protokolem (dile jen
,variabilni poplatky za subjekty‘). Smluvni strany se
dohodly, Ze variabilni poplatky za subjekty, jak jsou
uvedeny niZe, zahrnuji veSkeré ndklady spojené s
takovou sluzbou. Poskytovatel vystavi CRO fakturu po
dokonceni takové sluzby a poskytne CRO veskerou
podpurnou dokumentaci pozadovanou pro platbu
(vcetné kopii skute¢nych faktur a uctenek ttetich stran v
ptipadé prefakturovanych variabilnich poplatki za

subjekty).
Payment Amount in K¢
Section # / Fee Name and Description / (includes overhead) / Payment Frequency /
Oddil ¢. Nazev a popis poplatku Platba v K¢ (véetné Cetnost plateb
rezijnich naklada)
*Screen Failure Fee / Screening amount as per Section 2.1 / Upto Ehrve.:e 3) S?reevn Failures /
3.1 *Poplatek sspéch . Castk . P AZ tfi (3) nedspéchy ve
oplatek za nedspéch ve screeningu astka za screening podle oddilu 2.1 .
screeningu
Unscheduled Visit Fee
Reimbursement shall be based on Varies based on actual
39 actual procedures performed / procedure(s) performed / Per Occurrence /
’ Poplatek za neplanovanou navstévu Lis{ se na zdkladé skuteéné Na jeden vyskyt
Uhrada bude vychézet ze skuteénd provedenych postupti
provedenych postupti

*A screening failure that is eligible for payment is considered a
Subject who signs the informed consent form and completes
screening visit procedures but fails under inclusion/exclusion
criteria or withdrawn consent and will not be randomized to the
study.

*Za netispéch ve screeningu zpiisobily k platbé se poklddd pripad,
kdy subjekt hodnoceni podepise formuldr informovaného
souhlasu a podstoupi postupy pri screeningové ndvstéve, ale
nesplni zarazovaci kritéria nebo spliuje vylucovaci kritéria
a nebude randomizovdn do studie.

Site Fees

Poplatky pracovisti

Payment Amount in K¢

Section # / Fee Name and Description / (Includes overhead) / Payment Frequency /
Oddil ¢. Nazev a popis poplatku Platba v K¢ (véetné Cetnost plateb
reZijnich nakladi)
Site Start-up Fee [ ]
Reimbursement shall cover all costs associated
with Study start-up, document preparation, One-time payment after CSA
3.4 investigator protocol and budget review. / execution /

Start-up poplatek pro centrum

protokolu a rozpoctu zkousejicim.

Uhrada bude pokryvat viechny néklady spojené se
zahdjenim studie, pfipravou dokumentd, kontrolou

Jednorazova platba po podpisu
smlouvy

Pharmacy Start-up Fee / Start-up poplatek pro
1ékarnu

One-time payment after CSA
execution / Jednorazova platba
po podpisu smlouvy
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Payment Amount in K¢

Section # / Fee Name and Description / (Includes overhead) / Payment Frequency /
Oddil ¢. Nazev a popis poplatku Platba v K¢ (véetné Cetnost plateb
rezijnich nakladi)
Pharmacy Close out Fee / Close-out poplatek - One-time payment aftfar site
Py close -out / Jednordzov4 platba
pro lékarnu .
po uzavfeni centra
Pharmacy preparation Fee / Poplatek za [ ] For each preparation / za kaZzdou
pripravu v lékarné piipravu
P’harmvacy maintenance Fee / Mési¢ni poplatek [ ] Month / mésic
1ékarné
CSA execution Fee / Poplatek za projednani L One-time payment afte,r CSA
execution / Jednordzova platba
smlouvy .
po podpisu smlouvy
- One-time payment after CSA
CSA Amendment Fee / Poplatek za projednani Amendment execution /
dodatku ke smlouvé Jednorazova platba po podpisu
dodatku ke smlouvé
Document Storage/Archiving (total cost) [
Reimbursement shall cover all costs related to .
. . One-time payment after CSA
archiving of Study documentation. / execution /
3.5 Uchovavani/archivace dokumenti (celkové

naklady)
Uhrada bude pokryvat veskeré naklady souvisejici
s archivaci dokumentt ze studie.

Jednorazova platba po podpisu
smlouvy

*Pass-through reimbursement will be based on the actual and
reasonable cost of such service to Institution and shall be without
any mark-up whatsoever.

*Prefakturovand tihrada bude vychdzet ze skutecnych a
primerenych ndkladii na takovou sluzbu pro poskytovatele a
nebude obsahovat Zddnou prirdZku.

START UP FEES: A one-time non-refundable start-up
fee in the amount of CZK -will be made after
signing the Agreement to the Institution.

A one-time non-refundable fee for negotiating the
contract in the amount of
Agreement will be made to the Institution. A one-time
non-refundable start-up fee in the amount of CZK
-Will be made after signing the Agreement to the
Institution for nuclear medicine department start-up.

A one-time Pharmacy start-up fee in the amount of CZK
-Will be made after signing the contract to the
Institution.

fter signing the

ZAHAJOVACI POPLATKY:
uhrazen jednordzovy nevratny zahajovaci poplatek

(start-up fee) ve vysi
Poskytovateli

podpisu  smlouvy.

podpisu smlouvy.
Poskytovateli

bude uhrazen jednordzovy nevratny
poplatek za projedndni smlouvy ve vySi -po
Poskytovateli
jednordzovy nevratny zahajovaci poplatek pro Oddélen{
nukledrni mediciny (start-up fee) ve vysi -po

bude uhrazen jednordzovy Start-up
poplatek pro lékdrnu ve -po podpisu smlouvy.

Poskytovateli bude

0 podpisu smlouvy.

bude uhrazen

ARCHIVING FEES: The Institution will perform free
archiving for 5 years and will perform paid archiving for
the next 20 years for -CZK/year. An invoice for
paid archiving will be
Agreement. The CRO shall notify the Institution 6
months in advance of the end of the paid archiving
period in the event further archiving is required and shall
pay the costs associated with it. In the event that the CRO

issued after signing the

ARCHIVACNI POPLATKY: Poskytovatel provede
bezplatnou archivaci 5 let a na dal§ich 20 let provede
archivaci -
zpoplatnénou archivaci bude vystavena faktura po
podpisu smlouvy. CRO v predstihu 6 mésict od konce
zpoplatnéné archivace ozndmi poskytovateli, Ze trvd na
a uhradi
V piipadé, Ze ve shora uvedené lhit¢ CRO nesdéli

zpoplatnénou

dalsi archivaci

-Ké/rok. Na

ndklady stim spojené.
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does not communicate the request for further archiving
or does not pay the fee for further archiving within the
above-mentioned period, the provider is entitled to
dispose of all archived documents of the Study.

poZadavek na dal8i archivaci ¢i neuhradi poplatek na
dalsi archivaci, je poskytovatel opravnén k likvidaci
vSech archivovanych dokumentt studie.

Pro-Rata Payments:

Pomérné platby:

4.1 Payment for Subjects who do not complete the
Study may be made to Institution on a pro rata
basis. Payment will include only those Subjects
who were enrolled before the premature
termination of the Study or the date that notice
is received of such premature termination,
whichever is later.

4.1 Platby za subjekty, které nedokoncily studii,
mohou byt poskytovateli uhrazeny pomérnym
dilem. Platba bude zahrnovat pouze ty subjekty
hodnoceni, které byly zafazeny pted
pfedCasnym ukonéenim studie nebo k datu
obdrZzeni upozornéni o tomto piedcasném
ukonceni, podle toho, co nastane pozd¢;ji.

4.2 Should CRO terminate the Study prior to
completion, pro-rated expenses and fees shall
be paid as set forth in Section 2.1 for each
Subject visit performed before the premature
termination of the Study or the date notice is
received of such premature termination,
whichever is later.

4.2 Jestlize CRO wukonéi studii pied jejim
dokoncenim, vydaje a poplatky budou placeny
pomérnym dilem tak, jak je to stanoveno v
oddilu 2.1, za kazdou navStévu subjektu
hodnoceni vykonanou pfed pfed€asnym
ukoncenim studie nebo k datu, kdy bylo
obdrZzeno upozornéni o takovém piedcasném
ukonceni, podle toho, co nastane pozd¢;ji.

43 If other non-cancelable costs are incurred by
Institution in accordance with Section 16.1 of
the main Agreement, written justification must
be provided to CRO for review and approval,
and payment of such costs is subject to
SPONSOR’s approval.

4.3 Jestlize poskytovatelivznikly jiné nezruSitelné
ndklady v souladu s oddilem 16.1 hlavni
smlouvy, musi CRO dostat ke kontrole a
schvaleni pisemné oduivodnéni, pficemz platba
téchto néklada podléha schvéleni
ZADAVATELE.

Protocol Violators

Poruseni protokolu

Payments for Study Subjects who are deemed to have
been in violation of the Protocol may be paid up to the
point that the violation occurred at the discretion of
SPONSOR and/or CRO.

Platby za subjekty hodnoceni, u nichZ se ma za to, Ze
doslo k poruSeni protokolu, mohou byt uhrazeny az do
doby, kdy podle ndzoru ZADAVATELE a/nebo CRO
doslo k poruseni.

Payment Conditions

Platebni podminky

6.1 Payee 6.1 Piijemce plateb
The payee under this Exhibit A shall be the Institution. Podle této piilohy A bude ptijemcem plateb
poskytovatel.
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6.2 Periodic Payments

6.2 Periodické platby

Institution shall submit invoices for Services performed
and expenses incurred (as defined in Sections 2. & 3.
herein) on a quarterly basis. Payments will be made by
electronic wire to the bank account stated above. CRO
shall provide Institution with the information necessary
to determine the amount of remuneration due to
Institution. Institution shall issue its invoice based on
this information. Payments shall only be made when the
following criteria have been met:

vs %

Poskytovatel predlozi ¢tvrtletné fakturu za poskytnuté
sluzby a vzniklé vydaje (jak jsou definovany v oddilech
2 a 3 této Smlouvy). Platby budou provadény
elektronickym pfevodem na vySe uvedeny bankovni
ucet. CRO poskytne poskytovateli informace nutné k
uréeni Castky k proplaceniposkytovateli. Poskytovatel
pfipravi fakturu zaloZenou na téchto informacich. Platby
budou provadény az poté, co budou splnéna nésledujici
kritéria:

(a) Subject meets the inclusion and exclusion
criteria as defined in the Protocol; and

(a) Subjekt hodnoceni splni kritéria pro zatazeni,
resp. nesplni kritérium pro  vyfazeni,
definovand protokolem; a

(b) Study procedures have been conducted in full
compliance with the Protocol; and

(b) Postupy ve Studii byly provedeny v plném
souladu s Protokolem; a

(c) Completed CRFs for the quarter have been
delivered to and/or received by CRO according
to any stipulated points in time and the data
contained therein can be verified by reference
to the Study Subject’s medical files and is
complete and correct.

() Vyplnéné formulite CRF za ctvrtleti byly
doruceny a/nebo pfijaty spole¢nosti CRO v
souladu s veSkerymi uréenymi casovymi
terminy a udaje obsazené v téchto formulatich
CRF lze ovéfit odkazem na zdravotni
dokumentaci Subjektti hodnoceni a jsou tplné
a spravné.

6.3 Final Payment

6.3 Zdvérecnd platba

Notwithstanding the criteria defined in Section 6.2
above, the final payment shall be contingent upon the
following additional conditions:

Bez ohledu na kritéria definovand v oddilu 6.2 vySe bude
zavérecnd platba podminéna ndsledujicimi dodate¢nymi
podminkami:

(a) all required Subject visits have been completed;
and

(a) vSechny vyZadované navstévy Subjektl
hodnoceni byly dokoncené a

(b) CRO has received all Subject data in a form
suitable for analysis; and

(b) CRO obdrzela vSechny udaje tykajici se
Subjektti hodnoceni ve formulati vhodném pro
analyzu a

(©) all data clarification queries have been resolved
to CRO’s satisfaction; and

() vSechny pfipominky vyZadujici objasnéni byly
vyfeSeny ke spokojenosti CRO a poskytovatele

(d) CRO has verified that all required regulatory
documentation is complete, and

(d) spoleCnost CRO si ovéfila, Ze veskerd
dokumentace vyzadovand pfedpisy je tplnd, a

(e) Institution has returned all required equipment,
drugs and other material to SPONSOR or CRO
or its Affiliates; and

(e Poskytovatel ~ vratil veSkeré vyzadované
vybavent, 1éky a dalsi materialy
ZADAVATELI nebo CRO nebo jeji
pridruzenym subjekttim; a

) the Study close-out visit has been completed; ®) zaveéreCna navstéva ve Studii byla dokoncena; a
and
€] Institution has provided final invoices within 30 (2 Poskytovatel poskytl zdvére¢né faktury v

days of close out visit.

obdobi 30 dntl od zavérecné navstévy.
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If, at the completion of the Study, CRO has paid sums
under the terms of this Agreement that exceed the total
Study cost as provided in Exhibit A, Institution shall,
within thirty (30) calendar days reimburse to CRO or
SPONSOR any amount paid by CRO that exceeds the
adjusted Study cost. Institution agrees to provide CRO or
its representative with all requests for payment under the
terms set forth in Exhibit A within sixty (60) calendar
days after receipt of the adjusted Study/final payment.
Neither CRO nor SPONSOR shall be obligated to make
any payments after this period has expired.

Pokud CRO pfi dokonéeni studie vyplati ¢4stky podle
podminek této smlouvy, které presahuji celkové naklady
studie uvedené v piiloze A, poskytovatel do tficeti (30)
kalenddinich dnt vyplati CRO nebo ZADAVATELI
jakoukoli c¢astku zaplacenou CRO, kterd prevySuje
upravené ndklady studie. Poskytovatel souhlasi s tim, Ze
poskytne CRO nebo jejimu zdastupci veSkeré Zadosti
o platbu za podminek uvedenych v pfiloze A do Sedeséti
(60) kalendainich dnti po pfijeti upravené platby za
studii / zaveérecné platby. Po uplynut{ této lhity nebudou
CRO ani ZADAVATEL povinni provadét Zadné platby.

6.4 Administrative Fees

6.4 Administrativni poplatky

A one- time non refundable payment for CSA
Amendment in the amount of - CZK will be paid
against the receipt of the invoice after Amendment
execution.

Jednordzovy nevratny poplatek za projedndni dodatku
ke smlouvé ve vy§i -Ké bude uhrazen po obdrZeni
faktury po podpisu dodatku.

A one- time non refundable payment for Pharmacy
Close out in the amount of - CZK will be paid
against the receipt of the invoice after center close -out.

Jednordzovy nevratny poplatek za uzavieni 1ékarny ve
vysi -Ké bude uhrazen po obdrZeni faktury po
uzavieni centra.

A monthly payment for Pharmacy Maintenance in the
amount -CZK will be paid against the receipt of
the invoice.

Mésicni poplatek 1ékarné ve vysi [ K¢ bude
uhrazen po obdrZeni faktury.

A payment for Pharmacy Preparation in the amount of

CZK will be paid for each infusion preparation
in the pharmacy against the receipt of the invoice after
Amendment execution.

Poplatek 1ékarn¢ za piipravu ve vysi - K¢ bude
uhrazen za kaZzdou ptipravu infuze v 1€karné€ po obdrzeni
faktury.

6.5 Statutory default interest

6.5 Zdkonny urok z prodleni

CRO or SPONSOR acknowledge that in the event they
fail to pay a duly issued invoice on time, the Institution
shall be entitled to statutory default interest in
accordance with Section 1970 of Act No. 89/2012 Coll.,
Civil Code, as amended.

CRO nebo ZADAVATEL berou na védomi, Ze pokud
neuhradi ftadn€ vystavenou fakturu vcas, ma
poskytovatel ze zdkona ndrok na zdkonné uroky
z prodleni v souladu s § 1970 zdkona ¢. 89/2012 Sb.,
obcansky zdkonik, v platném znéni.

Payment Instructions

Platebni pokyny

To expedite faster payment turnaround, please
electronically email invoices in the format shown in
Exhibit C to CRO at the following email address:

V z4jmu urychleni platby prosim zasilejte elektronické
faktury e-mailem ve formatu uvedeném v Piiloze C
spole¢nosti CRO na tuto e-mailovou adresu:
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If for some reason electronic email transmission is not
possible then please send invoices in the format shown
in Exhibit C to the following postal address:

Pokud z néjakého diivodu nemuizete zaslat elektronicky
dokument e-mailem, zaslete prosim fakturu ve formétu
uvedeném v Pifloze C na nésledujici poStovni adresu:

PAREXEL International (IRL) Limited, One
Kilmainham  Square,  Inchicore = Road,
Kilmainham, Dublin 8 Ireland

PAREXEL International (IRL) Limited, One
Kilmainham  Square,  Inchicore = Road,
Kilmainham, Dublin 8, Irsko

Invoices submitted for Services performed and expenses
incurred are rendered to a non-Canadian entity and are not
subject to Indirect Tax.

Faktury piedloZené za provedené sluzby a vzniklé vydaje jsou
poskytnuty nekanadskému subjektu a nepodléhaji nep¥rimé
dani.

Please note that invoices, preferably in English to facilitate faster
payment, must contain the following information:

Nezapomeiite prosim, Ze faktury, pokud mozno v anglictiné v
zajmu urychleni platby, musi obsahovat nasledujici udaje:

(a) Protocol Number; and (a) Cislo protokolu a

(b) Invoice Number; and (b) Cislo faktury; a

(©) Invoice, Place & Date; and (©) misto a datum faktury; a

(d) Date & Description of Services Provided; and (d) datum a popis poskytnutych sluzeb; a

(e) CRO Project Number; and (e ¢islo projektu spole¢nosti CRO; a

®) Total amount payable; and ® celkovou splatnou ¢astku; a

(2) Exchange rate used (where applicable); and (2) pouZzity sménny kurz (tam, kde je to relevantni);

a

(h) Investigator Name; and (h) jméno Zkousejiciho; a

@) Site Number; and @) Cislo pracoviste; a

() Payee Name and Address (per this Agreement); () jméno a adresu pifjemce platby (podle této
and Smlouvy); a

(k) CRO Address listed above; and (k) adresu CRO uvedenou vyse; a

) Payment Terms (40 days)

) platebni podminky (40 dni)

Invoices and associated documentation should be de-identified of
patient personal information (e.g. name, date of birth, initials,
etc.) prior to being submitted to CRO. Where the payee is
registered for Indirect Tax then the following information should
also be provided (unless prohibited by the law governing the
payee’s jurisdiction):

Faktury a s nimi spojena dokumentace by mély byt pred zaslanim
CRO zbaveny osobnich informaci pacientl (napt. jméno, datum
narozeni, inicidly atd.). JestliZe je pifijemce plateb registrovan
jako platce nepiimé dané, pak je zapotiebi uvést i nasledujici
udaje (pokud to nezakazuji zdkony platné v jurisdikci piijemce
platby):

(a) Indirect Tax registration number of the supplier (a) registracni ¢islo dodavatele (pfijemce plateb) k
(payee); and nepiimé dani; a
(b) Name, address and Irish VAT registration (b) jméno, adresu airské registracni ¢&islo DIC

number of the customer (CRO); and

zékaznika (CRO); a
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(©) On the face of the invoice the words “Reverse
Charge”

(o) na pfedni strané¢ faktury musi byt uvedeno
,,Reverse Charge* (pteneseni  dafiové
povinnosti).

In order to expedite faster payment of invoices by CRO, CRO

Pro urychleni platby faktur CRO vyzaduje CRO, aby

requires that all invoices must be substantially in the form set

vSechny faktury byly v podstaté ve formé uvedené v priloze

forth in Exhibit C. If however, additional information is

C. Pokud je vSak nutné zadat dalSi udaje v souladu se

required to be entered, in accordance with the law governing
the payee’s jurisdiction, then the payee should ensure that

zakonem platnym v _jurisdikci prijemce plateb, mél by
piijemce plateb zajistit, aby tyto idaje byly rovnéz uvedeny

this information is also included on invoices submitted to
CRO for payment.

na fakturach predlozenych CRO k proplaceni.

8. Vendor Provided Equipment or Materials

8. Vybaveni a materialy poskytnuté dodavatelem

CRO or Sponsor will arrange for a vendor to provide the
following equipment or proprietary materials (“Vendor
Property”) for use in this Study:NONE

A separate loan agreement shall be executed for this equipment.

CRO nebo zadavatel zafidi, aby dodavatel pro pouziti v této studii
poskytl nésledujici vybaveni nebo chrdnéné materidly (dale
»~majetek dodavatele®): ZADNY

Pro vybaveni bude piipadné uzaviena separdtni smlouva o
vypijcce.
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Attachment 1 Priloha 1

Detailed Study Budget Matrix Table(s) Podrobna tabulka rozpoctu studie
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Site Fees / Poplatky pracovisti

Conditional procedures / Podminéné poplatky
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Radiology fees/ Poplatky Radiologii
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Pharmacy fees / Poplatky 1ékarné
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