AMENDMENT NO. 4 TO CLINICAL TRIAL
AGREEMENT

This Amendment No. 4 to the Clinical Trial Agreement
(“Amendment”) is between:

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 (“IQVIA” or
“CRO”) and

Fakultni nemocnice Hradec Kralové, having a place
of business at Sokolska 581, Hradec Kralové — Novy
Hradec Kralové, 500 05, Czech Republic,
Identification number: 00179906, Tax Identification
Number: CZ00179906, represented by MUDr. Ales
Herman, Ph.D., Director (the “Institution”) and

I h-ving an address
at IV. Internal Hematology Clinic, Fakultni nemocnice
Hradec Kralové, Sokolska 581, 500 05 Hradec Kralové
— Novy Hradec Kralové, Czech Republic (the
“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 11 October 2021.

WITNESSETH:

WHEREAS, CRO and Institution and Investigator are
parties to an agreement entited PROMINENT Phase
3 Study of Ibrutinib in Combination with Venetoclax in
Subjects with Mantle Cell Lymphoma (MCL) ,Protocol
number PCYC-1143-CA effective as of 23 May 2018,
as amended by Amendment No. 1 dated 13 October
2020 and Amendment no. 2 dated 11 May 2021 and
Amendment No. 3 dated 29 July 2021 (the
“Agreement”), and the parties desire to amend such
Agreement;

NOW THEREFORE, in consideration of the mutual
promises and covenants set forth herein, and other
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DODATEK C. 4 KE SMLOUVE O KLINICKEM
HODNOCENI

Tento Dodatek ¢. 4 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 Hradec Kralové, se
sidlem Sokolska 581, 500 05 Hradec Kréalové —
Novy Hradec Kralové, Ceska republika, ICO:
00179906, DIC: CZ00179906, zastoupenou
MUDr. AleSem Hermanem, Ph.D., feditelem
(dale jen ,Poskytovatel“) a

[
adresou pracovisté IV. interni hematologicka
klinika, Fakultni nemocnice Hradec Kralove,
Sokolska 581, 500 05 Hradec Kralové — Novy
Hradec Kralové, Ceské republika (dale jen
~Zkousejici“)

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 11. fijna 2021

TIMTO SE POTVRZUJE:

VZHLEDEM K TOMU, ZE CRO, Poskytovatel a
Zkousejici jsou smluvnimi stranami smlouvy
s nazvem Klinické hodnoceni faze 3 hodnotici
ibrutinib v kombinaci s venetoclaxem u subjektt
s lymfomem z plastovych bunék (MCL), Cislo
protokolu  PCYC-1143-CA, ktera nabyla
Ucinnosti dne 23. kvétna 2018, ve znéni dodatku
¢. 1 ze dne 13. fijna 2020, Dodatku €. 2 ze dne
11. kvétna 2021 a Dodatku &. 3 ze dne 29.
Cervence 2021 (dale jen ,Smlouva®) a strany se
rozhodly tuto smlouvu zménit;



good and valuable consideration, the receipt and
sufficiency of which are hereby acknowledged, the
parties hereby agree to amend the Agreement as
follows:

1.Attachment A BUDGET AND PAYMENT
SCHEDULE, Section Q. BUDGET TABLE, Table
‘BUDGET TABLE FOR TREATMENT NAIVE
PATIENTS VISITS ARM” of the Agreement is deleted
in its entirety and replaced as follows:
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NYNi S OHLEDEM NA SHORA UVEDENE, po
zvéazeni vzajemnych pfislibl a zavazka zde
uvedenych a dalSich Fadnych a hodnotnych
protipinéni, jejichz pfijeti a dostate¢nost je timto
potvrzena, se smluvni strany dohodly na zméné
Smlouvy takto:

1. Pfiloha A ROZPOCET A ROZPIS
PLATEB, Oddil Q. ROZPOCET,
Tabulka “ROZPOCET ZA NAVSTEVY
V RAMENI PRO DOSUD NELECENE
PACIENTY* Smlouvy se rusi v celém
svém rozzsahu a nahrazuje se
nasledujicim znénim:




2. Attachment A BUDGET AND PAYMENT

SCHEDULE, Section Q. BUDGET TABLE, Table 2. Priloha A ROZPOCET A ROZPIS PLATEB,

“PHASE 3” of the Agreement is deleted in its entirety Oddil Q. ROZPOCET, Tabulka “FAZE 3“

and replaced as follows: Smlouvy se rusi v celém svém rozzsahu a
nahrazuje se nasledujicim znénim:
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Notwithstanding the foregoing, Institution, Investigator
and CRO hereby acknowledge that the Institution is
obliged to publish this Amendment pursuant to Act No.
340/2015 Coll., on Agreements Register. 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 of the Agreement — Budget and
Payment Schedule, the minimum enroliment 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 above. The

Institution  will inform CRO 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 Institution fail to publish this
Amendment within 5 working days from its full
execution by all parties, it may be published by the
Sponsor or CRO.

CRO shall pay to the Institution a fee ofjj | |  =s
payment for the fair market value of Institution’s
services in conducting the negotiation of this
Amendment. This fee shall be invoiced upon all of the
parties' execution of this Amendment.

The estimated value of financial payment under the
Agreement, as amended, shall be approximately CZK
2240 000.

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

IN WITNESS WHEREOF, this Amendment has been
executed by the parties hereto through their duly
authorized officers on the date(s) set forth below.
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Bez ohledu na vy$e uvedené, Poskytovatel,
ZkouSejici a CRO timto potvrzuji, ze
Poskytovatel je povinen 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 Gcely tohoto Dodatku
a Smlouvy se obchodnim tajemstvim rozumi
zejména Priloha A Smlouvy — Rozpocet a rozpis
plateb, minimalni cil naboru, oéekavany pocet
zafazenych pacientl a o¢ekavana délka trvani
studie. Kromé toho jsou rovnéz osvobozeny od
takového uverejnéni osobni Udaje jednotlivcl,
pokud nebyly dfive publikovany v jiném
verfejném registru.

Poskytovatel musi uvefejnit tento Dodatek
podle tohoto ¢lanku. Poskytovatel vyrozumi
CRO o uverejnéni Dodatku v registru smluv tak,
ze ve formulafi pouzivaném k uvefejnéni zada
adresu |GGG -0 cmailovou
adresu, na kterou ma byt zaslana notifikace o
uvefejnéni. Pokud Poskytovatel neuverejni
tento Dodatek ve Ihité 5 pracovnich dni od jeho
podpisu v8emi smluvnimi stranami, jsou k jeho
uverejnéni opravnéni CRO ¢&i zadavatel.

Zadavatel/CRO uhradi poskytovateli poplatek,
ve spravedlivé trzni hodnoté, za projednani

dodatku ve vysi Bl Poplatek bude
fakturovan po podpisu dodatku.

Predpokladand hodnota Smlouvy ve znéni
tohoto Dodatku je pfiblizné 2 240 000 K&

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

NA DUKAZ TOHO strany uzavrely tento
Dodatek prostfednictvim svych fadné
opravnénych zastupcu v den/dny uvedeny/é
nize.



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

By / Jméno:

Title / Funkce:

Signature / Podpis:

Date / Datum: 8. 2. 2023

ACKNOWLEDGED AND AGREED BY INSTITUTION / NA DUKAZ SOUHLASU PRIPOJUJE
SVUJ PODPIS OPRAVNENY ZASTUPCE POSKYTOVATELE: Fakultni nemocnice Hradec
Kralové

By / Jméno: MUDr. Ales Herman, Ph.D.

Title / Funkce: Director / feditel

Signature / Podpis:

Date / Datum: 14. 2. 2023

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

By / Jméno: -

Signature / Podpis:

Date / Datum: 14. 2. 2023
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