AMENDMENT NO. 2 TO CLINICAL TRIAL
AGREEMENT

This Amendment No. 2 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

VSeobecna fakultni nemocnice v Praze, having a
place of business at U Nemocnice 499/2, 128 08
Praha2, Czech Republic, ID number 000 64 165, VAT
number: CZ000 64 165, represented by prof.

I (ihe “Institution”) and

I 2'ing an address at U Nemocnice 499/2,
128 08 Praha 2, 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 as
modified in article 1, 2 and 3 below.

WITNESSETH:

WHEREAS, CRO and Institution and Investigator are
parties to an agreement entitted 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 13 July 2018,
as amended by Amendment No. 1 dated 25 November
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
good and valuable consideration, the receipt and
sufficiency of which is hereby acknowledged, the
parties hereby agree to amend the Agreement as
follows:

Véeobecna fakultni nemocnice v Praze /_

DODATEK C. 2 KE SMLOUVE O KLINICKEM
HODNOCENI

Tento Dodatek €. 2 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

Vseobecnou fakultni nemocnici v Praze, se
sidlem U Nemocnice 499/2, 128 8 Praha 2,
PSC 708 52, Ceska republika, ICO: 000 64
165, DIC: CZ000 64 165, zastoupenou

(dale jen ,Zdravotnické zafizeni®) a

B s adresou U Nemocnice 499/2,
128 08 Praha 2, Ceska republika (dale jen
. Zkousejici)

a uzavira se s ucinnosti ode dne uvefejnéni
v registru smluv, avSak smluvni strany si pfeji
byt Upravou prav a povinnosti obsazenou v
tomto Dodatku vazany jak je uvedeno

v odstavci 1, 2 a 3 nize.

TiIMTO SE POTVRZUJE:

VZHLEDEM K TOMU, ZE CRO, Zdravotnické
zafizeni 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), ¢islo protokolu PCYC-1143-CA, ktera
nabyla ucinnosti dne 13. Cervence 2018, ve
znéni Dodatku &. 1 ze dne 25. listopadu
2021(dale jen ,Smlouva®) a strany se rozhodly
tuto smlouvu zmeénit;

NYNi S OHLEDEM NA SHORA UVEDENE, po
zvazeni vzajemnych pfislibl a zavazkd zde
uvedenych a dalSich fadnych a hodnotnych
protiplnéni, jejichz pfijeti a dostate¢nost je timto
potvrzena, se smluvni strany dohodly na zméné
Smlouvy takto:



1.With effect from 16 September 2021, Attachment A
BUDGET AND PAYMENT SCHEDULE, Section N.
‘BUDGET TABLE”, table “‘BUDGET TABLE FOR
TREATMENT NAIVE PATIENTS VISITS ARM” of the
Agreement is deleted in its entirety and replaced by the
following table:

Véeobecna fakultni nemocnice v Praze /_

1.8 dcinnosti od 16. zafi 2021 se Priloha A
ROZPOCET A ROZPIS PLATEB, Oddil N
“ROZPOCET”, tabulka” ROZPOCET ZA
NAVSTEVY V RAMENI PRO DOSUD
NELECENE PACIENTY” Smlouvy rusi v celém
svém rozsahu a nahrazuje se nasledujicim
znénim:




2.With effect from 16 September 2021, Attachment A
BUDGET AND PAYMENT SCHEDULE, Section N.
‘BUDGET TABLE”, table “PHASE 3” of the Agreement
is deleted in its entirety and replaced by the following
table:

Véeobecna fakultni nemocnice v Praze /_

2.S ucinnosti od 16. zafi 2021 se Priloha A
ROZPOCET A ROZPIS PLATEB, Oddil N
“ROZPOCET”, tabulka” FAZE 3” Smiouvy rusi v
celém svém vrozsahu a nahrazuje se
nasledujicim znénim:




/I

v Praze

Vseobecna fakultni nemocnice



3.With effect from 28 May 2020, Attachment A
BUDGET AND PAYMENT SCHEDULE, Section N.
“BUDGET TABLE”, table “Budget Table for Treatment
Naive Patients Visit Arm”of the Agreement is deleted
in its entirety and replaced by the following table:

BUDGET TABLE FOR TREATMENT NAIVE
PATIENTS VISITS ARM

3.8 uéinnosti od 28. kvétna 2020 se Priloha A
ROZPOCET A ROZPIS PLATEB, Oddil N
“ROZPOCET”, tabulka “Rozpodet za navtévy v
rameni pro dosud nelé¢ené pacienty”, Smlouvy
ru§i v celém svém rozsahu a nahrazuje se
nasledujicim znénim:

ROZPOCET ZA NAVSTEVY V RAMENI PRO
DOSUD NELECENE PACIENTY

Véeobecna fakultni nemocnice v Praze /_




AGREEMENTS REGISTER

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. When
publishing this Amendment, the parties shall comply
with clause No. 9.2.3.4 of the Agreement.

The estimated value of financial payment under the
Agreement, as amended, shall be approximately CZK
439 333.

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

Véeobecna fakultni nemocnice v Praze /_

REGISTR SMLUV

Bez ohledu na vySe uvedené, Zdravotnické
zafizeni, Zkousejici a CRO timto potvrzuji, ze
Zdravotnické zafizeni je povinno uvefejnit tento
Dodatek podle zakona ¢&. 340/2015 Sb., o
registru smluv. PFi uvefejnéni tohoto Dodatku
se smluvni strany budou fidit ustanovenim ¢&.
9.2.3.4 smlouvy.

Predpokladana hodnota Smlouvy ve znéni
tohoto Dodatku je pfiblizné 439 333 K&.

V8echny podminky Smlouvy, které nejsou
vyslovné zménény timto Dodatkem, zlstavaji v
plném rozsahu platné a ucinné



IN WITNESS WHEREOF, this Amendment has been  NA DUKAZ TOHO strany uzavrely tento

executed by the parties hereto through their duly Dodatek prostfednictvim svych fadné
authorized officers on the date(s) set forth below opravnénych zastupcu v den/dny uvedeny/é
nize.

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: Vseobecna
fakultni nemocnice v Praze

By / Jméno:

Title / Funkce:

Signature / Podpis:

Date / Datum:

Véeobecna fakultni nemocnice v Praze /_



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

By / Jméno:

Signature / Podpis:

Date / Datum:

Véeobecna fakultni nemocnice v Praze /_



