AMENDMENT #2 TO
CLINICAL TRIAL AGREEMENT

DODATEK C.2KE
SMLOUVE O PROVADENI
KLINICKEHO HODNOCENI

This Amendment # 2 (this “Amendment’) to
the Clinical Trial Agreement, dated 10
February 2023 as amended by Amendment
No.1 dated 10 October 2024 (the
“Agreement”), by and between

Tento dodatek ¢. 2 (déle jen ,,Dodatek*) ke
Smlouvé o provadéni klinického hodnoceni
10. dnora 2023 ve znéni Dodatku ¢. 1 ze dne
10. fijna 2024, (dale jen ,,Smlouva‘*) mezi

Loxo Oncology, Inc. Address: 281 Tresser
Blvd., 9th Floor, Stamford, CT 06901, USA
Tax identification number: 42-2996673
represented by CRO (hereinafter referred to
as “Sponsor”)

Loxo Oncology, Inc. se sidlem: 281 Tresser
Blvd., 9th Floor, Stamford, CT 06901, USA
Danové identifikac¢ni Cislo: 42-2996673
zastoupend CRO (ddle jen ,,Zadavatel®)

IQVIA RDS Czech Republic s.r.o.

Address: Pernerova 691/42, 186 00 Praha 8 -
Karlin, Czech Republic, Represented by: Ing.
Eva Falbrov4, Managing Director,
Identification number: 247 68 651, Tax
identification number: CZ24768651, a
contract research organization (“CRO” and
/or “IQVIA”) and between

IQVIA RDS Czech Republic s.r.o.

se sidlem: Pernerova 691/42, 186 00 Praha 8
- Karlin, Ceské republika, zastoupend: Ing.
Evou Falbrovou, jednatelkou

Identifikaéni c¢islo: 247 68 651, Danové
identifikac¢ni cCislo CZ24768651, (dile jen
,CRO* a/nebo ,IQVIA®)

Fakultni nemocnice Hradec Kralové

Address: Sokolska 581, 500 05 Hradec
Krilové — Novy Hradec Kréilové, Czech
Republic

Identification number: 00179906, Tax

identification number: CZ00179906
Represented by MUDr. Ale§ Herman, Ph.D.,
Director

(hereinafter referred to as “Institution”) and

With a work address at: IV. interni
hematologickd klinika, Fakultni nemocnice
Hradec Kralové, Sokolska 581, 500 05
Hradec Krialové — Novy Hradec Kralové,
Czech Republic

(hereinafter referred to as “Investigator”)

Fakultni nemocnici Hradec Kralové

se sidlem Sokolska 581, 500 05 Hradec
Krilové — Novy Hradec Krédlové, Ceska
republika

Identifikaéni ¢islo: 001 79 906, Danové
identifikacni ¢islo: CZ00179906

zastoupend MUDr. AleSem Hermanem,
Ph.D., feditelem

(déle jen ,,Poskytovatel) a

Adresa mista pracoviSté: IV. interni
hematologickd klinika, Fakultni nemocnice
Hradec Kralové, Sokolska 581, 500 05
Hradec Krialové — Novy Hradec Kralové,
Ceska republika

(dale jen ,,ZkousSejici)

for the performance of the study (“Study”)
sponsored by Loxo Oncology, Inc.
(“Sponsor”), entitled “A Phase 3 Open-
Label, Randomized Study of Pirtobrutinib
(LOXO-305) versus Ibrutinib in Patients with
Chronic  Lymphocytic  Leukemia/Small

za ucelem provadéni klinického hodnoceni
(dédle jen ,Klinické hodnoceni*), jehoZz
zadavatelem je spolecnost Loxo Oncology,
Inc. (dile jen ,Zadavatel), snéizvem
,Randomizované otevrené klinické
hodnoceni fdze 3 porovndvajici pripravek
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Lymphocytic Lymphoma (BRUIN-CLL-314)”
Protocol number LOXO-BTK-20030 is
entered into as of its publication in the
Register of Agreements pursuant to Act No.
340/2015 Coll. (the “Amendment Effective
Date”).

pirtobrutinib (LOXO-305) oproti ibrutinibu u
pacientit s chronickou lymfocytdrni leukémii
/malym lymfocytdrnim lymfomem (BRUIN-
CLL-314)%, Ccislo protokolu LOXO-BTK-
20030 a nabyva ucinnosti dnem uveiejnéni v
Registru smluv dle zdkona ¢. 340/2015 Sb.
(déle jen ,,Datum ucinnosti Dodatku‘).

RECITALS

UVODNI USTANOVENI

A. Institution, Investigator and Sponsor
and IQVIA have previously entered into that
certain Agreement.

A. Poskytovatel, Zkousejici, Zadavatel a
IQVIA tuto Smlouvu uzavfeli jiz diive.

B. Institution, Investigator, Sponsor and
IQVIA now desire to enter into this
Amendment for the purpose of amending the
budget in line with the Protocol Amendment
7 as provided by the Sponsor.

B.  Poskytovatel, ZkouSejici, Zadavatel a
IQVIA si nyni pfeji uzaviit tento Dodatek za
ucelem aktualizace rozpoCtu v souladu s
dodatkem ¢. 7 k protokolu, pfedloZzenym
Zadavatelem..

NOW, THEREFORE, in consideration of the
mutual promises contained herein, the parties
agree as follows:

Po zvédzeni vzdjemnych piislibi uvedenym
v tomto Dodatku se strany dohodly takto:

1.  Definitions. Except as defined in this
Amendment, the capitalized terms used
herein shall have the same meanings as
ascribed to them in the Agreement.

1.  Vymezeni pojmi. Vyrazy s velkym
pociteCnim pismenem, které nejsou v tomto
Dodatku definovdny, maji stejny vyznam,
jaky je jim piipisovdn ve Smlouve.

2. Amendment. The parties hereby agree
to amend the Agreement as follows:

2 Dodatek. Smluvni strany se dohodly
pozménit Smlouvu takto:

2.1 The Budget in the Agreement shall
be [
I
I 0 cflcct the
changes initiated by Protocol
Amendment 7. Any changes to the

Budget shall be effective as of the
last date of approval of Protocol

2.1 Rozpocet ve Smlouvé vznikne

B :by sc zohlednily zmény
zavedené dodatkem €. 7 k protokolu.

Veskeré zmény rozpoctu nabyvaji

ucinnosti dnem posledniho

Amendment 7 by the relevant schvéleni dodatku €. 7 k protokolu
authorities. piisluSnymi ufady.
22 The  Sponsor is  reopening 2.2.  Zadavatel znovu otevird zafazovani

enrollment for the study and thus,
has introduced a second part to the
study (“Part 2”). As a result, section
C, entitled “Per Visit Budget”, of
Exhibit A of the agreement is to be
updated to insert the budget table as
set out below, for Part 2 of study
developed in accordance with

do studie a zavadi tak druhou c¢ést
studie (,,cast 2). V dusledku toho se
¢ast C, s nazvem ,RozpocCet na
navstévu‘‘v Priloze A Smlouvy se
aktualizuje tak, Ze se do n&j vklada
niZze uvedena tabulka rozpoctu pro
¢ast 2  klinického hodnoceni,
vytvorend v souladu s dodatkem €. 7
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Protocol Amendment #7. k protokolu
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2.3 Section E, entitled “Screen | 2.3 Oddil E sndzvem ,NeuspéSny
Failure”, of Exhibit/Attachment A of | screening pacienta® v Ptiloze A Smlouvy se
the agreement is to by to be updated to | aktualizuje tak, Ze se do né& vklddd niZe
insert the budget Table as set out | uvedend Tabulka rozpoftu pro cast2
below, for Part 2 of study developed in | klinického hodnoceni, vytvofend v souladu
accordance with protocol amendment | s dodatkem €. 7 k protokolu:

#7:

Part 1 /
Cast 1
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lfart 2/
Cast 2

2.4 The table of Conditional
Procedures, set in Section H, entitled
“Conditional Procedures (with
invoice)”’, of Exhibit A of the
agreement is to deleted and replace
with the table below, in accordance
with protocol amendment #7: _

2.4 Tabulka “Ukony provadéné
podle potieby” uvedend v oddile H
S nazvem ,,[:Tkony provadéné podle
potfteby (s  fakturou)* Pfilohy A
Smlouvy se odstrafiuje a je nahrazena
nize uvedenou tabulkou v souladu
s dodatkem ¢. 7 k protokolu: _

Part I Conditional Procedure (with
invoice):

Cist 1 Ukony provadéné podle potieby
(s fakturou)
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__
Part II Conditional Procedure (with Cist 2 Ukony provadéné podle potieb
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3. Effect of Amendment. All of the terms
and conditions of the Agreement shall
continue in full force and effect except as
modified by the terms of this Amendment.
In the event of any inconsistency between
the terms and conditions of this
Amendment and the terms and conditions
of the Agreement, the terms and conditions
of this Amendment shall control and
govern.

The Institution requires to be provided with
the revised and agreed in writing final
version of the Agreement in a machine-
readable format with highlighted sections

3. Utinnost Dodatku. S vyjimkou toho,
co je podminkami tohoto Dodatku upraveno,
zlstavaji vSechny podminky Smlouvy v plné
platnosti a ucinnosti. V piipad¢ jakéhokoli
rozporu mezi podminkami tohoto Dodatku
a podminkami Smlouvy budou za
rozhodujici povazovany podminky tohoto
Dodatku.

Poskytovatel vyzaduje zaslat
Zadavatelem/CRO revidovanou a pisemné
odsouhlasenou findlni verzi dodatku ve
strojové Citelném formdtu s podbarvenym
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considered as trade secrets by Sponsor
pursuant to Section 504 of Act No. 89/2012
Coll., the Civil Code. Sponsor considers the
following information to be its business
secrets: budget tables and the planned
number of trial subjects at the site, the
names and functions of the persons
authorised to sign the contracts, excluding
the  statutory  representatives.  This
information is not normally available to the
public or in the relevant business circles and
is competitively significant for Sponsor.
The disclosure of such personal information
and trade secrets could thus harm Sponsor's
interests. The Institution will obtain prior
approval from Sponsor before further
redacting the final version of the
Agreement.

The estimated value of the Contract as
amended by this Amendment shall be
approximately CZK 1 822 506,00.

(redigovanym) textem, ktery Zadavatel
povazuje za obchodni tajemstvi dle ust. § 504
zakona €. 89/2012 Sb., obcanského zakoniku.
Zadavatel povazuje za své obchodni
tajemstvi ndsledujici informace: ptehled
plateb a planovany pocet subjektti hodnoceni
na daném pracovisti, jména a funkce
povéfenych osob k podpisu smluv vyjma
statutarnich zastupcti. Tyto informace jsou
béZzn€ nedostupné veifejné ¢€i v piisluSnych
obchodnich kruzich a pro Zadavatele
konkuren¢né vyznamné. Uvetejnéni
takovych osobnich uddaji a obchodnich
tajemstvi by tak mohlo poSkodit zdjmy
Zadavatele. Poskytovatel je povinen ziskat
souhlas  Zadavatele pfed uvefejnénim
redigovaného dodatku nad ramec
podbarveného textu ze strany Zadavatele.

Predpoklddand celkovd hodnota plnéni dle
Smlouvy ve znéni tohoto Dodatku je 1 822
506,00 K¢.

4. Counterparts. This Amendment drawn
up in one copy in electronic form signed
with an electronic signature in accordance
with Act No. 297/2016 Coll., on trust
services for electronic transactions.

4.  Stejnopisy. Tento dodatek  se
vyhotovuje v jednom  stejnopisu v
elektronické podobé podepsané

elektronickym podpisem dle zdkona C.
297/2016 Sb., o sluzbach vytvérejicich
ditvéru pro elektronické transakce.

IN  WITNESS  WHEREOF, CRO,
Institution, Investigator and Sponsor have
caused this Amendment to be executed and
delivered by their respective officers
thereunto duly authorized, all as of the
Amendment Effective Date.

NA DUKAZ TOHO CRO, Poskytovatel,

ZkouSejici a Zadavatel tento Dodatek
podepisuji  prostfednictvim svych {adné
povéfenych  zdstupci k Datu  ucinnosti
Dodatku.

ZADAVATEL/ THE SPONSOR (IQVIA RDS Czech Republic s.r.o. podepisuje jménem Zadavatele/

signing on Sponsor behalf):

By/Podpis:

(Podpis autorizované osoby/ Signature of Authorized Official)

Name/Jméno: Ing. Eva Falbrova

Title/Funkce: Jednatelka/ Managing Director
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Date/Datum: 14. 1. 2026

IQVIA RDS Czech Republic s.r.o0.

By/Podpis:
(Podpis autorizované osoby/ Signature of Authorized Official)

Name/Jméno: Ing. Eva Falbrova

Title/Funkce: Jednatelka/ Managing Director

Date/Datum: 14. 1. 2026

POSKYTOVATEL/ THE INSTITUTION:

By/Podpis:
(Podpis autorizované osoby/ Signature of Authorized Official)

Name/Jméno: MUDr. AleS Herman, Ph.D.

Title/Funkce: Director / feditel

Date/Datum: 21. 1. 2026

ZKOUSEJCI/ THE INVESTIGATOR:
By/Podpis:

Name/Jméno: |

Date/Datum: 4. 2. 2026
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