Protocol: VX20-121-104

Site #: 306

AMENDMENT #01 TO AGREEMENT ON
PROVISION OF SERVICES AND PREMISES
FOR EXECUTIONOF CLINICAL STUDY

DODATEK ¢.01 SMLOUVY O POSKYTNUTI
SLUZEB A PROSTOR K PROVEDENI
KLINICKEHO HODNOCENI

ProtocolNumber: | VX20-121-104

Protocol Title: A Phase 3, Open-label Study
Evaluating the Long-tem
Safety and Efficacy of VX-
121/TEZ/D-IVA

Combination Therapy in

Subjects With Cystic Fibrosis

Protokol Cislo: VX20-121-104

Nazev Protokolu: | Oteviend studie fidze 3
hodnotici dlouhodobou
bezpecnost a ucinnost
kombinované terapie

piipravkem VX-121u pacientil
s cystickoufibrézou

Republic

Site Number: 306 Cislo centra: 306
Principal — Hlavni —
Investigator: zkouSejici:
Healthcare Service | Fakultni nemocnicev Poskytovatel Fakultni nemocnicev Motole
Provider: Motole zdravotnich

sluZeb:
AgreementType: | Amendment - Czech Typsmlouvy: Dodatek - Ceska republika

This Amendment # 01 (“Amendment”) effective as of
the date of publishing in the Register of Contracts
(“Effective Date”) between Vertex Pharmaceuticals
Incorporated, 50 Northern Avenue, Boston,
Massachusetts 02210 USA, Company registration
number [Tax ID: 043039129] as represented by [l
. Exccutive Director, Vendor and Business
Management, appointing as its legal representative in
the EU in accordance with Article 19 of EC Directive
2001/20/EC and Article 74 of EC Regulation536/2014:
Vertex Pharmaceuticals (Ireland) Limited with
registered address at Unit49, Block 5, Northwood Court,
Northwood Crescent, Dublin 9, D09 T665, Ireland
(“Vertex”), and Fakultni nemocnice v Motole,
Governmentcontributory organisation, V Uvalu 84, 150
06 Praha 5, Czech Republic, Company registration
number: 00064203, VAT No.: CZ00064203 as
represented by | o
mandate basis (“Healthcare Service Provider” or
“Provider”), (Vertex and Provider also each a “party”
and collectively, the “parties”).

Tento dodatek ¢.01 (,,Dodatek”) nabyva ucinnosti
dnem zvetejnéniv registru smluv (,,Den @¢innosti*) aje
uzavfen mezi spoleénosti Vertex Pharmaceuticals
Incorporated, se sidlem 50 Northern Avenue, Boston,
Massachusetts 02210, USA, registra ¢ni ¢islo spole¢nosti
[Tax ID: 043039129] zastoupenou h
Executive Director, Vendor and Business Management,
jmenovanou zakonnym zstupcem v EU v souladu s
¢lankem 19 smérnice ES 2001/20/EC a ¢lankem 74
nafizeni ES  536/2014:  spoleCnost  Vertex
Pharmaceuticals (Ireland) Limited, se sidlem na
adrese Unit 49, Block 5, Northwood Court, Northwood
Crescent, Dublin 9, D09 T665, Irsko (,,Vertex“) a
Fakultni nemocnici v Motole, statni piispévkova
organizacese sidlem V Uvalu 84, 15006 Praha 5, Ceska
republika, ICO: 000 64203, DIC: CZ00064203,
zastoupens [N -
zékladé povéteni (,,Poskytovatel zdravotnich sluzeb*
nebo ,,Poskytovatel*) (Vertex a Poskytovatel kazdy
rovnéz jako ,,smluvni strana“ a spole¢né “smluvni
strany”).

WHEREAS,

the purpose of this Amendment is to amend the
Agreement toincludeadditional procedural updates due
to Protocolamendment version 4.2 aswellasto update
the legal addressof Vertex Pharmaceuticals (Ireland)
Limited.

Now Therefore, in consideration of the mutual
promisesand covenants set forth herein, and other good
and valuable consideration, the receipt and sufficiency
of which is hereby acknowledged, the parties agree to
the following:

Pursuant to Article XI1 Section 8 of the Agreement, the
Agreement ismodifiedas follows:

JELIKOZ,

ucelem tohoto Dodatku je doplnit a aktualizovat
Smlouvu tak, aby zahrnovala dalsi procedurdini
aktualizace v dusledku zmény protokolu verze 4.2, a
také aktualizovat registrovanou adresu spole¢nosti
Vertex Pharmaceuticals (Ireland) Limited.

proto se nyni pfi zohlednéni vzdjemnych zavazki
a dohod uvedenych v tomto dokumentu a za fadné
a pfimé&fené protipInéni, jehoZz pfijeti a dostatecnost jsou
timto potvrzeny, smluvnistrany dohodly takto:

V souladus Clankem XI1 Odstavec 8 Smlouvyse
Smlouva méni takto:
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1. Amendments

@) The Protocol cited above (“Protocol”)
has been amended and the new Protocol, version 4.2
dated 04 November 2024, provides that additional
procedures will be required to be performed onsubjects.
As a result of these additional procedures, which are
listed below, the schedule of services to be provided and
the Budget for the Study must be and hereby are
amended as follows:

- Addition of Part B to provide 48 additional weeks of
treatment

The attached budget will be part of the main budget as
perthe Agreement.

(b) Theaddress of Vertex's legal representative
in EU in accordance with Article 19 of EC Directive
2001/20/EC and Article 74 of EC Regulation 536/2014
as stated in the Agreement is hereby replaced from:

Vertex Pharmaceuticals (Ireland) Limited with
registered address at Unit 49, Block F2, Northwood
Court, Santry, Dublin 9, D09 T665, Ireland (“Vertex”)

To:

Vertex Pharmaceuticals (Ireland) Limited with
registered address at Unit 49, Block 5, Northwood
Court, Northwood Crescent, Dublin 9, D09 T665,
Ireland (“Vertex”)

2. General Provisions:

@) All terms and conditions of the
Agreement not expressly amended in this Amendment

shallremain in full force and effect.
(o) All capitalized undefined terms used in

this Amendment shall have the meaning assigned to
such term in the Agreement.

(©) This Amendment has been executed
in three counterparts, each of which shallbe deemed an
original instrument, and all of which shall constitute a
single agreement; each counterpart is designatedto one
party. The parties may execute this Amendment by
facsimile or electronically transmitted signature, and
such facsimile or electronically transmitted document,
including the signatures thereon, shall be treated in all
respects as an original instrument bearing an original

signature.

(d) The parties agree that upon being
signed and delivered by the parties, this Amendment
shallbecome bindingandthatsuchsigned counterparts
will constitute evidence of the existence of this
Amendment. This Amendment will be effective as of
the dateof publishing in the Czech Republic Register of
Contracts

[SIGNATURE PAGE TO FOLLOW]

1. Dodatky

(@) Vyse uvedeny protokol (dale jen
»Protokol“) byl doplnén a novy Protokol, verze 4.2 ze
dne 4. listopadu 2024, stanovuije, ze u subjekti bude
vyzadovano provedeni dalSich postupt. V dusledku
téchto dodatecnych postupi, které jsou uvedeny nize,
musi byt harmonogram poskytovanych sluzeb a
rozpocetstudie upraveny takto:

- Pridani castiB k poskytnutidalSich 48 tydntlécby

Prilozeny rozpocetbude soucasti hlavniho rozpoctu
podle smlouvy.

(b)Adresa zakonného zastupce spole¢nosti
Vertex VEU v souladu s ¢lankem 19 smémice ES
2001/20/EC a ¢lankem 74 nafizeni ES 536/2014, jak je

uvedena ve smlouvé, se timtonahrazuje z:

Vertex Pharmaceuticals (Ireland) Limited, se sidlem
v Unit 49, Block F2, Northwood Court, Santry, Dublin
9, D09 T665, Irsko (,,Vertex)

na:

Vertex Pharmaceuticals (Ireland) Limited, se sidlem
na adrese Unit 49, Block 5, Northwood Cour,
Northwood Crescent, Dublin 9, D09 T665, Irsko
(,,Vertex)

2. Obecna ustanoveni:

@) Vsechny podminky této smlouvy,
které timto dodatkem nejsou vyslovné upraveny,

zustanou nadale v pIné platnostia ucinnosti.

(b) Kazdy vyraz psany (v anglické verzi)
s velkym pocateénim pismenem, ktery v tomto dodatku
neni definovan, ma stejny vyznam, jaky je mu
piipisovanve smlouvé.

(c) Tento dodatek je vyhotoven ve tiech
stejnopisech, pficemz kazdé z nich se povazuje za
original a vsechna dohromady tvoii jediny dokument;
kazdy stejnopis je uréen jedné smluvnistrang.
Smluvni strany mohou tento dodatek podepsat faxem
nebo elektronicky pfenesenym podpisem a s takovym
faxem nebo elektronicky pfenesenym dokumentem,
vCetné podpisi na ném, bude ve vsSech ohledech
zachazeno jako s origindlni listinou opatienou
originaInim podpisem.

d Strany souhlasi s tim, Zze tento
dodatek bude po podpisu a doruceni stranam zavaznya
ze takto podepsané stejnopisy budou diikazem existence
tohoto dodatku. Tento dodatek bude u¢inny dnem jeho
vlozeni do Registru smluv Ceskérepubliky.

[INASLEDUJE STRANKA PRO PODPISY]
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Protocol: VX20-121-104 Site #: 306

AMENDMENT #01 TO AGREEMENT ONPROVISION OF SERVICES AND PREMISESFOR
EXECUTIONOF CLINICAL STUDY
DODATEK ¢ 01 SMLOUVY O POSKYTNUTISLUZEB A PROSTOR K PROVEDENI KLINICKEHO
HODNOCENI

[SIGNATURE PAGE]/ [STRANKAPRO PODPISY]

In witness of their consent to the wording hereof, the parties append their respective signatures hereto.
Na diikaz jejich souhlasu se znénim tohoto Dodatku, podepsaly smluvni strany niZetento Dodatek.

VERTEX

By /Podpis:
Name /Jméno: | EGcN

Executive Director, Vendorand Business Management

Date/ Datum:

HEALTHCARE SERVICE PROVIDER / POSKYTOVATEL ZDRAVOTNICH SLUZEB

By /Podpis:
Name / Iméno: | G o andatebasis / na zdkladeé povéreni

Date/ Datum:

The undersigned || GcCcCGCGGEEEEEEEEEE. - s - 11 cstigator, hereby certify that I have read the contract

amendment and the relevant documentation to conduct the clinical trial and | undertake to ensure compliance with the
obligations resulting therefrom. | further undertake not to disclose information regarding the Study without the prior
written consentof Vertex, to keep confidential all Confidential Information, and to usethe Confidential Information only
forthe purpose of this Study. As the Investigator, | agree that Vertex (and CRO if applicable) will collect, processand
disclose my personal information, including name, qualification and experience in clinical trials, my financial data
including but not limited to the information on provided remuneration and financial compensation as well as other
personal data for administrative purposes in connection with the Study, and if necessary for submission to ethics
committees and to the government authorities and | undertake to ensure that such consent given also by the co-
investigator(s) and other members of thestudy staff./

Ja, nize podepsany || KGKGcKNCCCEEEEEE /o zouscjici potvizuji Ze jsem se Fadnésezndmil s dodatkem
smlouvy a prislusnou dokumentact ke klinickému hodnoceni léciva a zavazuji se zajistit dodrzovani povinnosti z nich
vyplyvajicich. Dadle se zavazuji nezverejiiovat informacetykajici se predmémého klinického hodnoceni bez predchoziho
pisemného souhlasuzadavatele, zachovavat micenlivost o vSech poskytnutych informacich, povazovat tyto za ditvemé a
zdrzet se jakéhokoliv jiného uziti téchto informaci a vysledkiinez proucely tohoto klinického hodnoceni. Jako zkousejici
souhlasims tim, Ze zadavatel (a popr. i CRO) bude/budou shromazdovat, pouzivat, zpracovdvat a zverejiiovat mé osobni
udaje, véetné jmena, kvalifikace a zkuSenosti v klinickém hodnoceni, mé financni udaje vztahujici se mimo jiné
k obdrzené odmené a financni nahradé a dalsi osobni udaje k administrativiim vceliim v souvislosti sklinickym
hodnocenim, popr. k poskytnuti etickym komisim a statnim uradiim a zavazuji se zajistit tento souhlas i od
spoluzkousSejicich a ostamich ¢lenii studijniho tymu.

Date/Datum

Signature / Podpis

[APPENDIX 1 TO FOLLOW] / [INASLEDUJE PRILOHA 1]
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CLINICAL STUDY AGREEMENT

APPENDIX 1 - COMPENSATIONAND BUDGET
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Administrative costs.
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Naklady lékarny.
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7. Patient reimbursement. 7. Pacientské nahrady.
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Lk ]

8. Independent Ethics Committees (“IECS”
Payments

|

9. Budget Non-disclosure.

10. Miscellaneous.

{]

11. Invoices.

I “l L]
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Site #: 306

[Budgetto Follow]

[Rozpocet budepriedloZen ndsledné]
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Site #: 306

Currency:CZK

Subject Costs!:

BUDGET
PART A

I'I

Other Subject Costs — Invoiceable?

ROZPOCET

CAST A
Meéna: K¢

Néklady na pacienta?:

Ostatni ndklady na pacienta — Fakturovatelné?

F
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Site #: 306

BUDGET
PartB
Currency:CZK
Subject Costs!:
I |
I

Lok Lol

Other Subject Costs:

ROZPOCET
CASTB

M¢éna: K¢

Nékladi na Eacientalz

——
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Ostatni ndklady na pacien

ta:
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Site Level Costs:

Site-Level Costsareincluded with thePart A Budget.
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Naklady centra:

Néklady na arovni centra jsou zahrnuty v Casti A

rozpoctu.

i
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