AMENDMENT No.2 TO CLINICAL TRIAL
AGREEMENT

DODATEK C.2 SMLOUVY O KLINICKEM
HODNOCENI

This Amendment No.2 (this “Amendment’) to the
Clinical Trial Agreement (the “Agreement’), dated
24" March 2017, as amended by Amendment dated
21.5.2019 by and between:

e Fakultni nemocnice v Motole, state
budgetary organization, having a place of
business at V Uvalu 84/1, 150 06 Praha 5,
Czech Republic, Identification number:
00064203, Tax identification  number:
CZ00064203, represented by

by delegation (“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, ldentification
number: 24768651, Tax identification number:
Cz24768651, formerly Quintles Czech
Republic s.r.o.(“IQVIA”); and

e Merck KGaA, having a place of business at
Frankfurter Str. 250, Darmstadt, Germany,
entered into the B Commercial Registry kept
by the Common Court in Darmstadt under
number HRB 6164, 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 &.2 (dale jen tento ,Dodatek”) Smiouvy
o klinickém hodnoceni (dale jen ,Smlouva“) ze dne
24, bfezna 2017 (upravené dodatkem ze dne 21. 05.
2019) mezi:

e Fakultni nemocnice v Motole, statni
prispévkova organizace, se sidlem V Uvalu
84/1, 150 06 Praha 5, Ceska republika,
Identifikadni  &islo: 00064203,  Dafové
identifikaéni &islo: CZ00064203, zastoupena

na zakldaé
povéreni (,Poskytovatel); a

e IQVIA RDS Czech Republic s.r.o., se sidlem
Pernerova 691/42, 186 00 Praha 8, Ceska
republika, Identifikacni  &islo: 24768651,
Dariové identifikaéni &islo: CZ24768651, dfive
Quintiles Czech Republic, s.r.0. (,IQVIA®); a

e Merck KGaA, s adresou Frankfurter Str. 250,
Darmstadt, Némecko, zapsana v Obchodnim
rejstitku B vedeném  u Civilniho  soudu
v Darmstadtu  pod ¢islem HRB 6164,
zastoupena na zakladé plné moci IQVIA RDS
Czech Republic, s.r.o. (,Zadavatel®);

se uzavira k datu posledniho podpisu nize a nabyva
Gginnosti dnem uvéfejnéni v registru smluv. VSechny
vyrazy psané s velkym pocatecnim pismenem, avSak
jinak v tomto Dodatku nedefinované, maji vyznam, jenz
jim je dan Smiouvou.

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

Spoleénost IQVIA, Poskytovatel a Zkousejici mezi
sebou uzavfeli Smlouvu, vniz se smluvni strany
dohodly, Ze Poskytovatel bude provadét nize uvedené
klinické hodnoceni, jehoz zadavatelem je Merck
KGaA:

Protocol Number: MS200527-0086

Cislo protokolu: MS200527-0086

Principal Investigator:

Hlavni zkousejici:

WHEREAS, the parties wish to amend the Agreement
due to budget changes based on an amended
Amendment 5 dated 21 November 2018 to Protocol
v 2.0 dated 28 November 2017,

Smiluvni strany si pfeji upravit Smlouvu kvili zménam
rozpoétu na zakladé upraveného Dodatku 5 ze dne 21.
listpadu 2018 k protokolu v 2.0 z 28. listopadu 2017;

NOW THEREFORE, for good and valuable
consideration, the receipt and sufficiency of which is
hereby acknowledged, the parties agree as follows:

Pfi fadném a hodnotném protiplnéni, jehoz pfijeti
a dostateénost je timto potvrzena, se Strany dohodly
takto:
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1. 1.

TN ATTACHMENT A - BUDGET & Ke dni J&nwesh.. se PRILOHAA -
PAYMENT SCHEDULE of the Agreement is deleted ROZPOCET A ROZPIS PLATEB Smlouvy
and replaced, in its entirety, by the ATTACHMENT rusi anahrazuje se vplném rozsahu

A - BUDGET & PAYMENT SCHEDULE (Revised)
attached to this Amendment.

PRILOHOUA - ROZPOCET AROZPIS
PLATEB (upraveny), ktera je pfilohou tohoto
Dodatku.

2. Register of Agreements

2. Registr smluv

Notwithstanding the foregoing, Institution, Sponsor
and IQVIA hereby acknowledge

The estimated value of financial payment under
the Agreement, as amended, shall be
approximately 649032,- CZK

Smluvni strany si preji smlouvu zverejnit tak, jak bylo
uvedeno dfive, a v této souvislosti konstatuji:

Pfedpokladana hodnota finanéniho pinéni dle
Smlouvy ve znéni Dodatku ¢ini pfiblizné 649032,-
K¢

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

S vyjimkou vy$e uvedeného zistavaji v8echny ostatni
podminky Smlouvy beze zmén aplatné a uginné
v plném rozsahu.

IN WITNESS WHEREOF, the parties hereto have
caused this Amendment to be executed by their duly
authorized representatives as of the date of last
signature (effective date of the Amendment).

NA DUKAZ TOHO byl tento Dodatek podepsan radné
opravnénymi  zastupci  smluvnich stran kdatu
posledniho podpisu (datum platnosti dodatku).
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ACKNOWLEDGED AND AGREED BY IQVIA RDS
Czech Republic s.r.o.

By:
Title:
Signature:

05 -03- 2620

Date:

ACKNOWLEDGED AND AGREED BY Fakultni
nemocnice v Motole

By: MUDr. . . .
Title (must be authorized to sian on Institution's
behalf): the Director

Signature:

Date:

L6 -03- 2020

ACKNOWLEDGED AND AGREED BY Merck KGaA:

By:
Name:
Title:

05 -03- 207

Date:

ACKNOWLEDGED AND ACCEPTED BY

By:

s

Title: Principal Investigator

Date:

NA D}'.’JKAZ SOUHLASU PRIPOJUJE SvUJ PODPIS
OPRAVNENY ZASTUPCE IQVIA RDS Czech
Republic s.r.o.

Jméno:

Funkce:

Podpis: )
05 -03- 7

Datum:

NA DIOKA:Z SOUHLASU PRIPOJUJE SVUJ PODPIS
OPRAVNENY ZASTUPCE Fakultni nemocnice
v Motole

Jméno:
Funkce (musi se jednat

zastupce Zdravotnirkéhn
povéreni

0 podpis opravnéného
zafizeni): na zakladé
Podpis:

Datum:

26 -03- 2020

Na dikaz souhlasu pfipojuje svilj podpis opravnény
zastupce Merck KGaA:

Jméno:
Funkce:
Podpis:
05 -03- 207

Datum:

PRO UZNANI A PRIJETI

Funkce: hlavni zkoui'seil’ci/

Podpis:

Datum:
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ATTACHMENT A

PRILOHA A

BUDGET & PAYMENT SCHEDULE

ROZPOCET A ROZPIS PLATEB

| Chart of Payments for Subject Visits for Blinded

Prehled plateb za navstévy Subjektt Studie zaslepené

| Arm — rameno —
l Platbaza | |
Payment per ~ = “1‘ \
subject for each Estimated \ usku}egnenou !
completed Visit Amount naxahisng
: (CZK) based upon )
Visit (each Visit Maximum Navstéva (?;Z?t;gz/za aacty
\ payment is Enrollment A ¢ 3
further detailed of subjects “aVS\e;“ t\ae Sm\e AALAES Y e 2
in the Budget (CZK) 2 e
Worksheet) vaE':ltebnl'
tabulce)
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Chart of Payments for Subject Visits inOptional Prehled plateb za navstévy subjektu v nepovinné
in_ olling over from . studii do niz _prechazeji zramene
Platba za
Payment per kazdou
subject for each | Estimated uskuteénénou
completed Visit Amount navstévu Pfedpokladana
(CZK) based upon Subjektu (v K¢) Castka pfi
Visit (each Visit Maximum Navitéva (platba za maximalnim
payment is Enrollment kazdou poctu
further detailed | of subjects navstévu je déle | zafazenych
in the Budget (CZK) podrobné subjekti (v KE)
Worksheet) popséana
v Platebni
T g tabulce)

I I == L
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|

|

i

|

Chart of Payments for Subject Visits for Open Label

AAm= . e

Prehled plateb za navstévy Subjektu Studie oteviené

rameno —

Visit

Payment per
subject for each
completed Visit

(CZK)
(each Visit
payment is

further detailed
in the Budget
Worksheet)

Estimated
Amount
based upon
Maximum
Enroliment
of subjects
(CZK)

Navstéva

Platba za
kazdou
uskutec¢nénou
navstévu
Subjektu (v K¢)
(platba za
kazdou
navstévu je dale
podrobné
popsana
v Platebni
tahiilan)

Predpokladana
castka pri
maximalnim
poctu
zarazenych
subjektu (v K¢)
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Chart of Payments for Subject Visits for Prehled plateb za ndvstévy subjekti v nepovinné
Subjects visits in Optional rolling over studi do niz prechazeji z ramene .
from Arm

| ' ' ] |
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Conditional Procedures

Conditional procedures, where required by the
Protocol, will be reimbursed in the amounts below per
procedure. To be eligible for payment an original
invoice must be submitted to IQVIA along with any
additional information which may be requested by
IQVIA to appropriately document the procedure.
Subject numbers and date of procedure must be
included on an original invoice.

Conditional Cost/unit | Maximum/Subject
Costs (CZK) (CZK)

LEsssamum | |

Ukony provadéné podle potieby

Ukony provéadéné dle potreby, které budou pozadovany na
zékladé Protokolu, budou proplaceny v &astkach za dkon
uvedenych nize. Podminkou uhrady je predlozeni originalu
faktury spole¢nosti IQVIA a pfipadnych dalsich informaci,
které bude spole¢nost IQVIA pozadovat k fddnému
dolozeni tkonu. Na originalu faktury musi byt uvedeno

Cislo pacienta a datum tkonu.

Naklady
vynalozené
dle potieby

Naklady/jednotka
(v Ké)

Maximum/subjekt

(v K&)
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