ADDENDUM #1 TO
CLINICAL TRIAL AGREEMENT

DODATEK ¢&. 1 KE ]
SMLOUVE O PROVADENI KLINICKEHO
HODNOCENI

This Addendum # 1 (this “Addendum”) to the
Clinical Trial Agreement dated 10 February 2023
(the “Agreement’”) and between

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

and between
Fakultni nemocnice Hradec Kralové
Address: Sokolska 581, 500 05 Hradec Kralové —
Novy Hradec Kralové, 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 hematologicka
klinika, Fakultni nemocnice Hradec Kralové,
Sokolskd 581, 500 05 Hradec Krdlové — Novy

Hradec Kréalové, Czech Republic

(hereinafter referred to as “Investigator”)

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 Lymphocytic Lymphoma (BRUIN-
CLL-314)” Protocol number LOXO-BTK-20030
is entered into as of its publication in the Register
of Agreements (the “Addendum Effective Date”).

Tento dodatek ¢.1 (ddle jen ,Dodatek™) ke
Smlouvé o provadéni klinického hodnoceni ze dne
10. dnora 2023, (dale jen ,,Smlouva*), mezi

IQVIA RDS Czech Republic s.r.o.
se sidlem: Pernerova 691/42, 186 00 Praha 8 -
Karlin, Cesk4 republika,
zastoupend: Ing. Evou Falbrovou, jednatelkou
Identifika¢ni  ¢Cislo: 247 68 651, Danové
identifikacni ¢islo CZ24768651, (déle jen ,,CRO*
a/nebo ,JIQVIA“)a
Fakultni nemocnici Hradec Kralové
se sidlem Sokolska 581, 500 05 Hradec Kralové —
Novy Hradec Kralové, 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: I'V. interni
hematologickd klinika, Fakultni nemocnice
Hradec Kralové, Sokolska 581, 500 05 Hradec
Kralové — Novy Hradec Kralové, Ceska republika

(dale jen ,,ZkouSejici*)

za ucelem provadéni klinického hodnoceni (déle
jen ,Klinické hodnoceni*), jehoz zadavatelem je
spolecnost Loxo Oncology, Inc. (dédle jen
Zadavatel“) s nazvem ,,Randomizované oteviené
klinické hodnocent fdze 3 porovndvajici pripravek
pirtobrutinib (LOXO0-305) oproti ibrutinibu u
pacientiit s chronickou lymfocytdrni leukémii /
malym lymfocytdarnim lymfomem (BRUIN-CLL-
314)“ cislo protokolu LOXO-BTK-20030 a nabyva
ucinnosti dnem uvefejnéni v registru smluv
(,,Datum ucinnosti Dodatku‘").

RECITALS

UVODNI USTANOVENI

A. In accordance with  section VII
ADDENDUMS of the Agreement, Institution,

A. V souladu s ¢lankem VII DODATKY
Smlouvy si Poskytovatel, ZkouSejici, Zadavatel a
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Investigator, Sponsor and IQVIA now desire to
enter into this Addendum for the purpose of
amending certain terms and conditions of the
Agreement.

IQVIA preji uzaviit tento Dodatek za ucelem
zmény urcitych podminek Smlouvy.

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

VZHLEDEM K vzdjemnym pfislibim uvedenym
v tomto Dodatku se strany dohodly takto:

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

1. Vymezeni pojmu. Vyrazy s velkym
pociteénim pismenem, které nejsou definovany
v tomto Dodatku, maji stejny vyznam, jaky je jim
pripisovan ve Smlouve.

2. Addendum.

In Section B of Attachment A to the Agreement, is
hereby amended by adding the following sentence:

The contracting parties agree that if proforma
invoices would be sent by the Sponsor/CRO to the
Institution in December, they shall be sent no later
than 15 December of the current year.

The parties hereby agree to insert the following
section to Attachment “A” of the Agreement:

2. Dodatek.

V oddile B ptilohy A Smlouvy se dopliiuje
ndsledujici véta:

Smluvni strany se dohodly, Ze pokud by byly
podklady k fakturaci zasilany Zadavatelem/CRO v
prosinci, je tfeba je zaslat nejpozdéji do 15.
prosince bézného roku.

Strany timto souhlasi s vloZenim niZe uvedeného
¢lanku do Ptilohy ,,A* Smlouvy:

N. Reimbursement for additional hours for
expedited timelines:

N. Uhrady za hodiny navic pfi spésnych
terminech:

Sponsor agrees that the Institution may require and
increment in the number of hours to meet the shortened
timeline for Data Deliverables. It is anticipated that the
Institution shall expend up to 20% more time in the
process and as such, the Sponsor agrees to reimburse
Institution for additional hours and effort expended to
enable the Sponsor to meet any projected deadline that
is not within the protocol. This is limited only to activities
and task required for the Data Lock as set out in the
protocol at the agreed rates as found in the budget. In
such instances, the Sponsor may require the Institution
to perform certain tasks and activities with a shorter
timeline than that which was agreed. Under such
circumstances expected during the upcoming data
milestones for 20030 study, the Sponsor agrees to
compensate the SC and/or Pl for anticipated additional
hours.

Zadavatel souhlasi stim, Ze Poskytovatel mlze
vyZzadovat navyseni poCtu hodin, aby bylo moZné spinit
zkracené terminy Dodavanych dat. Pfepoklada se, ze
Poskytovatel bude ktémto Ukonlm potfebovat aZ
0 20 % vice Casu, a Zadavatel proto souhlasi s tim, Ze
Poskytovateli uhradi hodiny navic a Usili vynalozené
k tomu, aby mohl Zadavatel splnit pfipadné planované
terminy, které nejsou souCasti protokolu. To se tyka
pouze CGinnosti a tkoll pozadovanych k UzamCeni dat,
jak je stanoveno v protokolu za dohodnuté sazby
uvedené vrozpoCtu. V takovych pfipadech mize
Zadavatel poZzadovat, aby Poskytovatel proved! urCité
Ukoly a Cinnosti v kratsi |hUt€, nez bylo dohodnuto. Za
takovych okolnosti oCekavanych béhem nadchazejicich
datovych milnik( v ramci klinického hodnoceni 20030
Zadavatel souhlasi sodménou pro koordinatora
klinického hodnoceni (SC) a/nebo Hlavniho zkousejiciho
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(Plyvyplacenou Poskytovateli za pfedpokladané hodiny
navic.

This additional reimbursement will be applied
within the timelines of the upcoming data deliverables
‘Visit Cut-off Date and the Data Lock Date’. This would
also apply to any other specified data milestones as
communicated by the Lilly/Loxo Project Team and/or the
CRO to Institution.

Tato dal$i Ghrada bude uplatnéna v ramci
vCasnosti nadchazejicich dodavek dat ,Datum uzavérky
navstév a Datum uzamCeni dat“. Vztahovala by se i na
pfipadné dalsi stanovené datové milniky, které by
Poskytovateli sdélil projektovy tym spoleCnosti Lilly/Loxo
a/nebo CRO.

The following tasks and activities are linked to the SC
and Pl fee increases as per timelines and tasks specified
in sections a) and b).

Se zvySenim odmén pro SC a Pl podle Ihit a dkoll
uvedenych v bodech a) a b) jsou spojeny nize uvedené
Ukoly a Cinnosti.

1) Data Back log /| 20% baseline increase to SC and Pl | 20% navySeni odmény pro SC a Pl nad
Nevyfizené polozky dat | Fees on top of the amount agreed in | rAmec zakladni Castky dohodnuté

2) Images upload / | the current study contract, payable | v aktualni smlouvé o provadéni studie
Nahravani snimkU upon its completion for all patients | splatné po jejim dokonCeni u vSech

3) Data Queries / Dotazy | enrolled at the study site. pacientl zafazenych v misté provadéni
ohledné dat klinického hodnoceni.

4) Rush Image Scan | An additional 10% increase to SC and | Navic k zakladnimu 20% navySeni
Uploads, Rush Data | Pl fees in addition to the baseline 20% | odmény pro SC a Pl bude Poskytovateli
Backlog and Rush | increase to SC and Pl fees will also be | také vyplaceno dal$i 10% navySeni
Queries /  Expresni | paid to site for their efforts if they are | odmény pro SC aPl za jejich sili,
nahravani snimkU, | able to submit any ‘priority Image | pokud budou schopni provadét prioritni
expresni feSeni | submission, data backlog and priority | odeslani snimkd, zadani
nevyfizenych poloZek dat | queries in 2 Business Days. This | nahromadénych dat a fegeni
a dotaz(l payment will be eligible only if at least | nevyfizenych polozek dat a prioritnich

80% of the image scan backlog and | dotazll do 2 pracovnich dnl. Tuto platbu
data queries is cleared. bude mozné uhradit pouze v pfipadé, Ze
bude objasnéno alespoil 80 %
nevyfizenych snimkl a dotaz(l ohledné
dat.
2.2 Should the site budget not contain specific | 2.2~ Pokud rozpocet pracoviSt€ neobsahuje

line items which covers Data Lock activities, the
line items below as set in the condition/invoiceable
items in your budget will be the applicable line item
which can be invoiced by Institution for the purpose
of conducting the Data Lock exercise:

konkrétni polozky, které by pokryvaly c¢innosti
spojené s uzamykdnim dat, budou niZe uvedené
polozky stanovené v podminkdch/fakturovatelnych
polozkéch rozpoctu piisluSnymi polozkami, které 1ze
Zdravotnickym zafizenim fakturovat za ucelem

rovedeni uzamykani dat.
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2.3 The Investigator and Institution will
comﬁlete the Data Lock no later than

2.3 ZkousSejici a Zdravotnické zatizeni dodrZi termin
uzavieni databdze nejpozdéji do

3. Effect of Addendum. All of the terms and
conditions of the Agreement shall continue in full
force and effect except as modified by the terms of
this Addendum. In the event of any inconsistency
between the terms and conditions of this
Addendum and the terms and conditions of the
Agreement, the terms and conditions of this
Addendum 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 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 remains unchanged.

3. Utinnost Dodatku. S vyjimkou zmén
v disledku podminek tohoto Dodatku zistavaji
vSechny podminky Smlouvy v plné platnosti
a uCinnosti.  V pfipad¢ 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 ¢itelném formatu s podbarvenym
(redigovanym) textem, ktery Zadavatel povazuje za
obchodni tajemstvi dle ust. § 504 zakona ¢. 89/2012
Sb., oblanského zdkoniku. Zadavatel povazuje za své
obchodni tajemstvi nésledujici informace: piehled
plateb a planovany pocet subjektd hodnoceni na
daném pracovisti, jména a funkce povefenych osob
k podpisu smluv vyjma statutarnich zastupcii. Tyto
informace jsou béZn€ nedostupné vefejné Ci
v pfisluSnych obchodnich kruzich a pro Zadavatele
konkurenéné¢ vyznamné. Uvefejnéni takovych
osobnich tdajii a obchodnich tajemstvi by tak mohlo
poskodit zajmy Zadavatele. Poskytovatel je povinen
ziskat souhlas Zadavatele pred uvefejnénim
redigovaného dodatku nad rdmec podbarveného
textu ze strany Zadavatele.

Predpoklddand hodnota Smlouvy ve znéni tohoto
Dodatku se neméni.

4. Counterparts. This Addendum is 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 ¢. 297/2016 Sb.,
o sluzbach vytvérejicich davéru pro elektronické
transakce.
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IN WITNESS WHEREOF, IQVIA and Institution
and Investigator and Sponsor have caused this
Addendum to be executed and delivered by their
respective officers thereunto duly authorized, all as
of the Addendum Effective Date.

NA DUKAZ TOHO IQVIA a Poskytovatel,
ZkouSejici a Zadavatel tento Dodatek podepisuji
prostfednictvim svych fddn€ povéfenych zdstupci
k Datu G¢innosti Dodatku.

POTVRZUJE A SOUHLASI/ACKNOWLEDGED AND AGREED BY 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

Date/Datum: 7. 10. 2024

POTVRZUJE A SOUHLASI/ ACKNOWLEDGED AND AGREED BY IQVIA RDS Czech

Republic s.r.o.

By/Podpis:

(Podpis autorizované osoby/ Signature of Authorized Official)

Name/Jméno: Ing. Eva Falbrova

Title/Funkce: Jednatelka/ Managing Director

Date/Datum: 7. 10. 2024

POTVRZUJE A SOUHLAST/ ACKNOWLEDGED AND AGREED BY POSKYTOVATEL/

THE INSTITUTION:

By/Podpis:

(Podpis autorizované osoby/ Signature of Authorized Official)

Name/Jméno: MUDr. AleS Herman, Ph.D.

Title/Funkce: Reditel/Director

Date/Datum: 10. 10. 2024
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POTVRZUJE A SOUHLASI/ ACKNOWLEDGED AND AGREED BY ZKOUSEJCI/ THE
INVESTIGATOR:

By/Podpis:

Name/Jméno: | NN

Date/Datum: 8. 10. 2024
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