AMENDMENT No. 1
TO CLINICAL STUDY AGREEMENT

This Amendment No. 1 to Clinical Study
Agreement (“Amendment”) is entered into by and
among

IQVIA RDS Czech Republic, s.r.o. having a place
of business at Pernerova 691/42, Karlin, 186 00
Praha 8, Czech Republic, Identification number:
24768651, Tax identification number: CZ247

68651 represented by | EEGEGz> (1QvA or
CRO”) and

Fakultni nemocnice Brno, having a place of
business at Jihlavska 20, 625 00 Brno, Czech
Republic, ldentification number: 65269705, Tax
identification number: CZ65269705, represented
by MUDr. Ivo Rovny, MBA, Director (the
“Institution”) and

I hc “Investigator’)

and is effective as of its publication in the Register
of Agreements, but the parties agree to be bound
by the rights and obligations arising from this
Amendment from 15 April 2020 (“Amendment
Effective Date”).

Sponsor: Pharmacyclics

Switzerland GmbH

Protocol Number: PCYC-1145-LT

“Extended  treatment
protocol for subjects
continuing to benefit
from ibrutinib  after
completion of ibrutinib
clinical trials”

Protocol Title:

WITNESSETH:

WHEREAS, IQVIA and Institution and Investigator
are parties to an agreement entitled Clinical Study
Agreement, effective as of 26 June 2019 (the
“Agreement”) with respect to the study with the

DODATEK €. 1 KE SMLOUVE O KLINICKEM
HODNOCENI

Tento Dodatek &. 1 ke Smlouvé o klinickém
hodnoceni (dale jen ,Dodatek”) se uzavira
mezi

IQVIA RDS Czech Republic s.r.o., se sidlem
na adrese Pernerova 691/42, Karlin, 186 00
Praha 8, Ceska republika, IC: 24768651, DIC:
CZ24768651, (“IQVIA nebo
CRO”) a

Fakultni nemocnici Brno, se sidlem Jihlavska
20, 625 00 Brno, Ceska republika, Identifikaéni
Cislo: 65269705, Danové identifikacni Cislo:
CZz65269705, zastoupenou MUDr. Ivo
Rovnym, MBA, feditelem (dale jen
.Zdravotnické zarizeni“) a

[ (dale jen ,ZkousSejici)

a uzavira se s ucinnosti ode dne uvefejnéni
v registru smluv, av8ak smluvni strany si preji
byt Upravou prav a povinnosti obsazenou v
tomto Dodatku vazany jiz od 15. dubna 2020
(“Datum uginnosti)

Zadavatel: Pharmacyclics

Switzerland GmbH

Cislo protokolu: PCYC-1145-LT

‘Extenze |éCebného
protokolu pro pacienty
prospivajici na lécbé

Nazev protokolu

ibrutinibem po
ukonéeni uCasti v
klinickych
hodnocenich

s ibrutinibem*”

TiMTO SE POTVRZUJE:

VZHLEDEM K TOMU, ZE IQVIA, Zdravotnické
zafizeni a Zkousejici jsou smluvnimi stranami
smlouvy s nazvem Smlouva o Kklinickém
hodnoceni, ktera nabyla ucinnosti dne 26.
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Protocol Number and Protocol Title set forth above
(the “Study”), and the parties desire to amend such
Agreement; and

NOW THEREFORE, in consideration of the mutual
promises and covenants set forth herein, and other
good and valuable consideration, the receipt and
sufficiency of which is hereby acknowledged, the
parties hereby agree to amend the Agreement as
follows:

1. Attachment A BUDGET AND PAYMENT
SCHEDULE, the following section is added:

2. In Attachment A BUDGET AND PAYMENT
SCHEDULE, the following text is added:

3. AGREEMENTS REGISTER

Notwithstanding the  foregoing, Institution,
Investigator and CRO hereby acknowledge that,
subject to the Confidentiality Section of the
Agreement, the Institution is obliged to publish this
Amendment pursuant to Act No. 340/2015 Coll., on
Agreements Register (the “Act”) at smlouvy.gov.cz.
Any information which constitutes confidential
information and/or trade secret of either party is
exempted from such publication. For the purposes
of this Amendment and the Agreement, such
confidential information and/or trade secrets
include, but are not limited to, the revised
Attachment A of the Agreement — the Budget and
payment schedule, the minimum enrollment goal,
expected number of Study subjects enrolled and
the expected duration of the Study. Furthermore,
personal data of individuals are also exempt from
such publication, unless they have been previously
published in another public register.

The Institution is obliged to publish this
Amendment in accordance with the article herein

Cervna 2019(dale jen ,Smlouva“) a vztahuje se
k nazvu a Ccislu protokolu vySe (“Studie”) a
strany se rozhodly tuto smlouvu zménit; a

NYNi S OHLEDEM NA SHORA UVEDENE, po
zvazeni vzajemnych pfislibd a zavazku zde
uvedenych a dalich fadnych a hodnotnych
protipInéni, jejichz pfijeti a dostate€nost je timto
potvrzena, se smluvni strany dohodly na zméné
Smlouvy takto:

1. Priloha A ROZPOCET A ROZPIS PLATEB,
se doplnuje o nasledujici znéni:

2. Priloha A ROZPOCET A ROZPIS PLATEB,
se doplnuje o nasledujici znéni:

3. REGISTR SMLUV

Bez ohledu na vySe uvedené, Zdravotnické
zafizeni, Zkousejici a CRO timto potvrzuji, ze
Zdravotnické zafizeni je povinno uverejnit tento
Dodatek podle zakona ¢&. 340/2015 Sb., o
registru smluv. Jakékoli informace, které tvofi
obchodni  tajemstvi obou stran, jsou
osvobozeny od takového uvefejnéni. Pro ucely
tohoto Dodatku a Smlouvy se obchodnim
tajemstvim rozumi zejména Pfiloha A Smlouvy
— RozpocCet a rozpis plateb, minimalni cil
naboru, ocekavany pocet zafazenych pacientu
a oCekavana délka trvani studie. Kromé toho
jsou rovnéz osvobozeny od takového
uverejnéni osobni Udaje jednotliveli, pokud
nebyly dfive publikovany v jiném vefejném
registru.
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above. The Institution will inform CRO of publishing
this Amendment in the Agreements Register by
designating the following email address:
B s (¢ cmail address to which a
notification of publication in the Agreements
register shall be sent. Should the Institution fail to
publish this Amendment within five (5) working
days from its full execution by all parties, it may be
published by the Sponsor or CRO.

The estimated value of financial payment under the
Agreement, as amended, shall be approximately
CZK 79 953.

All terms and conditions of the Agreement not
expressly amended by this Amendment remain in
full force and effect.

REMAINDER OF PAGE INTENTIONALLY LEFT
BLANK; SIGNATURE PAGE FOLLOWS

Zdravotnické zafizeni musi uvefejnit tento
Dodatek podle tohoto c¢lanku. Zdravotnické
zafizeni vyrozumi CRO o uvefejnéni Dodatku v
registru smluv tak, ze ve formulafi pouzivaném
k uvefejnéni zada adresu | EEGN jako
emailovou adresu, na kterou ma byt zaslana
notifikace o uvefejnéni, pfipadné na tuto adresu
samo informaci zasSle. Pokud zdravotnické
zafizeni neuvefejni tento Dodatek ve Ihité 5
pracovnich dni od jeho podpisu vSemi
smluvnimi stranami, jsou k jeho uvefejnéni
opravnéni CRO ¢i zadavatel.

Predpokladana hodnota Smlouvy ve znéni
tohoto Dodatku je pfiblizné 79 953Ké

VSechny podminky Smlouvy, které nejsou
vyslovné zménény timto Dodatkem, zlstavaji v
plném rozsahu platné a ucinné.

TATO CAST JE ZAMERNE PONECHANA
PRAZDNA, NASLEDUJE PODPISOVA
STRANA
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IN WITNESS WHEREOF, this Amendment
has been executed by the parties hereto
through their duly authorized officers on the
date(s) set forth below, and this Amendment
shall be effective as of the Amendment
Effective Date set forth above.

NA DUKAZ TOHO strany uzavrely tento
Dodatek prostfednictvim svych fadné
opravnénych zastupcu v den/dny uvedeny/é
nize. Tento dodatek nabyva ucinnosti tak,
jak je uvedeno vyse.

ACKNOWLEDGED AND AGREED BY / NA DUKAZ SOUHLASU PRIPOJUJE SVUJ PODPIS
OPRAVNENY ZASTUPCE IQVIA RDS Czech Republic, s.r.o.

By / Jméno:

Title / Funkce:

Signature / Podpis:

Date / Datum:

ACKNOWLEDGED AND AGREED BY INSTITUTION / NA DUKAZ SOUHLASU PRIPOJUJE
SVUJ PODPIS OPRAVNENY ZASTUPCE ZDRAVOTNICKEHO ZARIZENI: Fakultni

nemocnice Brno

By / Jméno:

MUDr. Ivo Rovny, MBA.

Title / Funkce: Director / feditel

Signature / Podpis:

Date / Datum:

ACKNOWLEDGED AND AGREED BY THE INVESTIGATOR / NA DUKAZ
SOUHLASU PRIPOJUJE SVUJ PODPIS ZKOUSEJICI:

By / Jméno:

Signature / Podpis:

Date / Datum:
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