AMENDMENT No.4 TO CLINICAL TRIAL
AGREEMENT

DODATEK €.4 SMLOUVY O KLINICKEM
HODNOCENI

This Amendment No.4 (this “Amendment”) to the
Clinical Trial Agreement (the “Agreement”), dated dated
12 April 2017 as amended by Amendment No.1 dated
19 September 2019 and Amendment No.2 dated 17
December 2019 and Amendment No. 3 dated 9 June
2021 by and between:

e Krajska zdravotni, a.s., having a place of
business at Socialni péce 3316/12A, postcode
401 13, Usti nad Labem, Czech Republic,
Identification number: 254 88 627, Tax
identification number: CZ25488627,
represented by MUDr. Petr Maly, MBA CEO
(the “Institution”), and

e IQVIA RDS Czech Republic, s.r.o., having a
place of business at Pernerova 691/42, 186 00
Praha 8, Czech Republic (“IQVIA”), and

e Merck KGaA, having a place of business at
Frankfurter Str. 250, Darmstadt, Germany upon
Power of Attorney represented by IQVIA RDS
Czech Republic, s.r.o. (“Sponsor”)

is entered into as of the last signature date below and
effective as of its publication in the Register of
Agreements.

All capitalized terms used but not otherwise defined
herein shall have the meaning set forth in the
Agreement.

Tento Dodatek ¢€.4 (déle jen tento ,Dodatek“)Smlouvy
o klinickém hodnoceni (dale jen ,Smlouva“) ze dne 12.
dubna 2017 ve znéni Dodatku €.1 ze dne 19. Unora
2019 a Dodatku ¢.2 ze dne 17. prosince 2019 a
Dodatku €. 3 ze dne 9. €ervna 2021 mezi:

e Krajska zdravotni, a.s., se sidlem na adrese
Socialni péée 3316/12A, PSC 401 13, Usti nad
Labem, Ceska republika, Identifikagni gislo: 254
88 627, Darové identifikacni Cislo: CZ25488627,
zastoupenou MUDr. Petrem Malym, MBA,
generalnim feditelem (“Zdravotnické zarizeni”),
a

e IQVIA RDS Czech Republic, s.r.o., se sidlem
Pernerova 691/42, 186 00 Praha 8, Ceska
republika (dale jen ,IQVIA®) a

e Merck KGaA, s adresou Frankfurter Str. 250,
Darmstadt, Némecko, zastoupena na zakladé
plné moci IQVIA RDS Czech Republic, s.r.o.
(“Zadavatel”)

se uzavird k datu posledniho podpisu nize a nabyva
ucinnosti dnem uvefejnéni v registru smiuv.

VSechny vyrazy psané svelkym pocatecnim
pismenem, avs$ak jinak v tomto Dodatku nedefinované,
maji vyznam, jenz jim je dan Smlouvou.

WHEREAS, IQVIA and Institution and Sponsor entered
into the Agreement, pursuant to which the parties
agreed that Institution would conduct the following
clinical trial sponsored by Merck KGaA:

VZHLEDEM K TOMU, ZE Spole¢nost IQVIA,
Zdravotnické zafizeni a Zadavatel mezi sebou
uzaviely Smlouvu, v niZz se smluvni strany dohodly, Ze
Zdravotnické zafizeni bude provadét nize uvedené
klinické hodnoceni, jehoz zadavatelem je Merck
KGaA:

Protocol Number: MS200527-0086

Cislo protokolu: MS200527-0086

Principal Investigator: _

Hiavni zkousejic’: NN = |

and

a

WHEREAS, the parties wish to amend the Agreement
due to Protocol version 8.0, Amendment 7 dated 06 July
2023 which revised the budget;

Smluvni strany si pfeji upravit Smlouvu kvili zménam
rozpoCtu na zakladé upraveného Protokolu v 8.0,
Dodatek 7 ze dne 6. Cervence 2023, ktery reviduje
rozpocet;
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NOW

consideration, the receipt and sufficiency of which is
hereby acknowledged, the parties agree as follows:

THEREFORE, for good and valuable

NYNI PROTO, pfi Fadném a hodnotném protipinéni,
jehoz pfijeti a dostateCnost je timto potvrzena, se
Strany dohodly takto:

1.

11

I
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Budget Table “Drug Arm” of Attachment A
“‘Budget & Payment Schedule” of the
Agreement shall be updated to include the
following changes:

1. Rozpoctova tabulka "Lékové rameno" v pfiloze
A "Rozpocet a platebni prehled" dohody se
aktualizuje tak, aby obsahovala nasledujici
zmény:
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1.4 Budget table of the ATTACHMENT A BUDGET
& PAYMENT SCHEDULE of the Agreement the
following text is added:

1.4 Platebni tabulka PRILOHY A - ROZPOCET A
PLATEBNI PREHLED Smlouvy se doplfiuje o
nasledujici znéni:
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2 Conditional Procedures Table of Attachment A
“Budget & Payment Schedule” of the Agreement is
updated to include the following changes:

2.1.

2 Tabulka Ukontl provadénych dle potreby v pfiloze
A "Rozpocet a harmonogram plateb" dohody se
aktualizuje tak, aby obsahovala nasledujici zmény:

2.1.

As a result, Conditional Procedures Table of Attachment
A “Budget & Payment Schedule” of the Agreement shall
be updated with the following fees added:

V dasledku toho se tabulka Ukond provadénych dle
potfeby v pfiloze A "Rozpocet a platebni piehled"
dohody aktualizuje o nasledujici poplatky:
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4  Agreements Register

Notwithstanding the foregoing, Institution, Sponsor
and IQVIA hereby acknowledge that this
Amendment shall be published pursuant to Act No.
340/2015 Coll.,, on Agreements Register, as
amended. As and between the Parties, Instituion
agrees to publish this Amendment pursuant to the
foregoing. Any information which constitutes trade
secret of either Party is exempted from such
publication. For the purposes of this Amendment
and the Agreement, such trade secrets include, but
are not limited to, Attachment A - Budget and
payment schedule (revised), minimum enrollment
goal, expected number of Study subjects enrolled,
the expected duration of the Study, Protocol and
Certificate of Insurance. Furthermore, personal data
of individuals are also exempt from such
publication. The Instituion will inform IQVIA of
publishing this Amendment in the Agreements

Register by designating the following email address:
“ as the email address to
which a notification of publication in the Agreements
register shall be sent. Should the Instituion fail to
publish this Amendment within 5 working days from
its full execution by all parties, it may be published
by the Sponsor or IQVIA.

The estimated value of financial payment under the
Agreement, as amended, shall be approximately
355 000 CZK.

4 Registr smluv

Bez ohledu na vySe uvedené, Poskytovatel,
Zadavatel a IQVIA timto berou na védomi, Ze tento
Dodatek bude uvefejnén v souladu se zak. &.
340/2015, o registru smluv, ve znéni pozdéjSich
predpisG. Za zvefejnéni dle predchozi véty
odpovida Poskytovatel. Takovémuto zvefejnéni
nepodléhaji ty udaje, které tvofi obchodni tajemstvi
nékteré ze smluvnich stran. Pro Gcely tohoto
Dodatku a Smlouvy se obchodnim tajemstvim
rozumi zejména Pfiloha A Smlouvy — Rozpocet a
platebni pfehled (upraveny), minimalni cilovy pocet
zafrazeni, oCekavany zafazeny pocet subjektd,
oCekavana délka trvani studie, protokol a
osvédceni o pojisténi. Dale nebudou takovémuto
uvefejnéni podléhat osobni Udaje fyzickych osob.
Poskytovatel vyrozumi IQVIA o uvefejnéni
Dodatku v registru smluv tak, ze ve formulafi
ouzivaném k uvefejnéni zada  adresu
— jako emailovou adresu, na
kterou ma byt zaslana notifikace o uverejnéni.
Neni-li Dodatek uvefejnén Poskytovatelem ve
Ihité 5 pracovnich dni od jeho podpisu vSemi
smluvnimi stranami, jsou k jeho uvefejnéni
opravnéni IQVIA &i Zadavatel.

Pfedpokladana hodnota finanéniho pinéni dle
Smlouvy ve znéni Dodatku ¢&ini pfiblizné
355 000 Ke.

This Amendment has been executed in 3
counterparts, and aeach party shall obtain one
counterpart.

Tento Dodatek je vyhotoven ve 3 vyhotovenich,
pficemz kazda smluvni strana obdrzi po jednom
vyhotoveni.

5 Except as provided above, all other terms and
conditions of the Agreement remain unchanged and
in full force and effect.

5 Svyjimkou vySe uvedeného zUstavaji vSechny
ostatni podminky Smlouvy beze zmén a platné
a ucinné v plném rozsahu.
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IN WITNESS WHEREOF, the parties hereto have
caused this Amendment to be executed by their duly
authorized representatives as of the effective date first
set forth above.

NA DUKAZ TOHO byl tento Dodatek podepsan fadné
opravnénymi zastupci smluvnich stran kvySe
uvedenému datu.

ACKNOWLEDGED AND AGREED BY IQVIA RDS
Czech Republic, s.r.o.

By:

Title:

Signature:

Date:

ACKNOWLEDGED AND AGREED BY Krajska
zdravotni, a.s.:

By: MUDr. Petr Maly, MBA

Title (must be authorized to sign on Institution's behalf):
CEO

Signature:

Date:

ACKNOWLEDGED AND AGREED BY Merck KgaA
upon Power of Attorney represented by IQVIA RDS
Czech Republic, s.r.o.:

By:

Name:

Title:

Date:

Na dikaz souhlasu pfipojuje svlj podpis opravnény
zastupce IQVIA RDS Czech Republic, s.r.o.

Jméno:

Funkce:

Podpis:

Datum:

Na dldkaz souhlasu pfipojuje sv(j podpis opravnény
z4stupce Krajska zdravotni, a.s.:

Jméno: MUDr. Petr Maly, MBA

Funkce (musi se jednat o podpis opravnéného
zastupce Zdravotnického zafizeni). generalni feditel

Podpis:

Datum:

Na dikaz souhlasu pfipojuje svUj podpis opravnény
z4stupce Merck KgaA na zakladé plné moci IQVIA
RDS Czech Republic, s.r.o.:

Jméno:

Funkce:

Podpis:

Datum:

Dodatek ¢. 4 ke smlouvé o klinickém hodnoceni
Merck KGaA/MS200527-0086

Krajska zdravotni, a.s.//

Verze/version 1.0 // Amend to CTA_29Aug2023




