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

DODATEK ¢.01 SMLOUVY O POSKYTN,UTI'
SLUZEB A PROSTOR K PROVEDENI
KLINICKEHO HODNOCENI

Protocol Number: VX21-445-125

Protokol cislo: VX21-445-125

Protocol Title: A Phase 3 Open-label Study
Evaluating the Long-term
Safety and Efficacy of
Elexacaftor/Tezacaftor/Ivac

aftor in Cystic Fibrosis

Néazev Protokolu: Oteviena studie faze 3
hodnotici dlouhodobou
bezpecnost a ucinnost

elexacaftoru/tezacaftoru/ivac
aftoru u pacientt s cystickou

Republic

Subjects With Non-F508del fibrézou s genotypy bez

CFTR Genotypes mutace F508del genu CFTR
Site Number: 306 Cislo centra: 306
Principal [ ] Hiavni zkousejici: | (GG
Investigator: [ ] [ ]
Healthcare Service | Fakultni nemocnice v Poskytovatel Fakultni nemocnice
Provider: Motole zdravotnich v Motole

sluZeb:

Agreement Type: Amendment - Czech Typ smlouvy: 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 (i
@ scnior 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 Regulation 536/2014:
Vertex Pharmaceuticals (lreland) Limited with
registered address at Unit 49, Block F2, Northwood
Court, Santry, Dublin 9, D09 T665, Ireland (“Vertex”),
and Fakultni nemocnice v Motole, Government
contributory organisation, V Uvalu 84, 150 06 Praha 5,
Czech Republic, Company registration number:
00064203, VAT No.: CZ00064203 as represented by
G oo 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 zvetejnéni v registru smluv (,,Den u¢innosti) a je
uzavien mezi spole¢nosti Vertex Pharmaceuticals
Incorporated, se sidlem 50 Northern Avenue, Boston,
Massachusetts 02210, USA, registracni ¢islo spole¢nosti
[Tax 1D: 043039129] zastoupenou (R Senior
Director, Vendor and Business Management,
jmenovanou zdkonnym zastupcem v EU v souladu s
¢lankem 19 smérnice ES 2001/20/EC a ¢lankem 74
natizeni ES  536/2014: spole¢nost ~ Vertex
Pharmaceuticals (lreland) Limited, se sidlem na
adrese Unit 49, Block F2, Northwood Court, Santry,
Dublin 9, D09 T665, Irsko (,,Vertex*) a Fakultni
nemocnici v Motole, statni piispévkova organizace se
sidlem V Uvalu 84, 150 06 Praha 5, Ceska republika,
I1C0: 000 64 203, DIC: CZ00064203, zastoupen (i
G - c:kladé 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 and update
the Agreement in APPENDIX 1 — COMPENSATION
AND BUDGET, paragraph 7. Patient reimbursement so,
that it would reflect the possibility to reimburse the
patients also via ClinCard,

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 agree to
the following:

1. Amendments

JELIKOZ,

ucelem tohoto Dodatku je doplnit a aktualizovat
Smlouvu v ¢&isti PRILOHA 1 — ODMENA A
ROZPOCET, odstavec 7. Pacientské nahrady, tak, aby
byla zohlednéna moznost vyplaceni nahrad pacientim i
prostfednictvim ClinCard;

proto se nyni pii zohlednéni vzajemnych zavazkl
adohod uvedenych vtomto dokumentu aza fadné
a ptimétené protiplnéni, jehoz pfijeti a dostateénost jsou
timto potvrzeny, smluvni strany dohodly takto:

1. Dodatky
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@) The current wording in APPENDIX 1 -
COMPENSATION AND BUDGET paragraph
7 Patient reimbursement:

“Reimbursement of travel expenses to subjects will
be paid through the financial accounting department
at FN v Motole from advance payments in amount of
G onicd by Vertex for such purposes
on the basis of the issue of an invoice (account details
see paragraph 11 of this appendix 1). After the
exhaustion of three quarters of the advanced
payment, Health Service Provider is entitled to issue
another invoice, in the amount agreed by both parties.
Upon termination of the Study any advance payment
balance will bereturned to surplus account of Vertex
within 60 days.”

is substituted by the following wording:

“Subjects will be given the option on how to be
reimbursed for these costs, either by cash or via
ClinCard. If the subject chooses ClinCard, the Study
Staff will provide the subject with a ClinCard at their
upcoming visit. If the subject chooses to be paid by
cash, reimbursement of travel expenses to subjects
will be paid through the financial accounting
department at FN v Motole from advance payments
in amount of 30 000 CZK granted by Vertex for such
purposes on the basis of the issue of an invoice
(account details see paragraph 11 of this appendix 1).
After the exhaustion of three quarters of the advanced
payment, Health Service Provider is entitled to issue
another invoice, in the amount agreed by both parties.
Upon termination of the Study any advance payment
balance will be returned to surplus
Vertex within 60 days.*

2. General Provisions:

€)] All terms and conditions of the
Agreement not expressly amended in this Amendment
shall remain in full force and effect.

(b) All capitalized undefined terms used in
this Amendment shall have the meaning assigned to
such term in the Agreement.

(c) This Amendment has been executed
in two counterparts, each of which shall be deemed an
original instrument, and all of which shall constitute a
single agreement; each counterpart is designated to 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.

account of

(a)  Stavajici text v PRILOZE 1 — ODMENA A
ROZPOCET v odstavci 7 Pacientské nahrady:

»Nahrady cestovnich vydaji subjektim budou
vyplaceny prostfednictvim finan¢ni 0¢tdrny FN v
Motole ze zalohy ve vysi (D oskytnuté
spolecnosti Vertex k témto ucelim na zaklade¢
vystaveni faktury (podrobnosti o Gétu viz odstavec
11 této ptilohy 1). Po vycerpani tfi ¢tvrtin pausalu je
Zdravotnické zafizeni opravnéno vystavit dalsi
fakturu, ve vysi odsouhlasené obéma stranami. Pfi
ukonceni studie bude jakykoliv zlstatek zalohové
platby vracen na tcet spolec¢nosti Vertex do 60 dni.*

je nahrazen nasledujicim znénim:

»Pacienti dostanou moznost volby, jakym zptisobem
jim bude vyplacena nahrada, vhotovosti nebo
prostfednictvim karty ClinCard. Pokud pacient zvoli
moznost ClinCard, na nejblizsi navstéve obdrzi tuto
kartu od studijniho personélu. Pokud pacient zvoli
moznost Vvyplaceni hotovosti, budou nahrady
cestovnich vydaji  vyplaceny prostiednictvim
finanéni Gétarny FN v Motole ze zalohy ve vysi 30
000,- K¢ poskytnuté spolecnosti Vertex k t€émto
uceliim na zaklade vystaveni faktury (podrobnosti o
uctu viz odstavec 11 této prilohy 1). Po vycerpani tii
Ctvrtin pau$alu je Poskytovatel opravnén vystavit
dalsi fakturu, ve vys$i odsouhlasené obéma stranami.
Pfi ukonéeni studie bude jakykoliv zlstatek
zalohové platby vracen na tcet spole¢nosti Vertex
do 60 dnu.*

2. Obecné ustanoveni:

@ Vsechny podminky této smlouvy,
které timto dodatkem nejsou vyslovné upraveny,
zustanou nadale v pIné platnosti a G¢innosti.

(b) Kazdy vyraz psany (v anglické verzi)
s velkym poc¢ateénim pismenem, ktery v tomto dodatku
neni definovan, ma stejny vyznam, jaky je mu
pfipisovan ve smlouvé.

(c) Tento dodatek je vyhotoven ve dvou

stejnopisech, ptfi¢emz kazdé z nich se povazuje za
original a vsechna dohromady tvoti jediny dokument;
kazdy stejnopis je uréen jedné smluvni strang.
Smluvni strany mohou tento dodatek podepsat faxem
nebo elektronicky prenesenym podpisem a s takovym
faxem nebo elektronicky pfenesenym dokumentem,
vcetné podpisi na ném, bude ve vSech ohledech
zachdzeno jako s originadlni listinou opatfenou
origindlnim podpisem.
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(d) The parties agree that upon being
signed and delivered by the parties, this Amendment
shall become binding and that such signed counterparts
will constitute evidence of the existence of this
Amendment. This Amendment will be effective as of
the date of publishing in the Czech Republic Register of
Contracts

[SIGNATURE PAGE TO FOLLOW]

(d) Strany souhlasi s tim, Ze tento
dodatek bude po podpisu a doruéeni strandm zavazny,a
7e takto podepsané stejnopisy budou diikazem existence
tohoto dodatku. Tento dodatek bude u¢inny dnem jeho
vlozeni do Registru smluv Ceské republiky.

[NASLEDUJE STRANKA PRO PODPISY]
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AMENDMENT # 01 TO AGREEMENT ON
PROVISION OF SERVICES AND PREMISES FOR
EXECUTION OF CLINICAL STUDY

[SIGNATURE PAGE]

In witness of their consent to the wording hereof, the
parties append their respective signatures hereto.

VERTEX

By:
Name: (SN

Executive Director, Vendor and Business Management

Date:

HEALTHCARE SERVICE PROVIDER

By:
Name: (I o andate basis

Date:

The undersigned (i EEEG—L - < -

Investigator, hereby certify that | have read the contract
amendment and the relevant documentation to conduct the
clinical trial and I undertake to ensure compliance with the
obligations resulting therefrom. | further undertake not to
disclose information regarding the Study without the prior
written consent of Vertex, to keep confidential all
Confidential Information, and to use the Confidential
Information only for the purpose of this Study.

As the Investigator, | agree that Vertex (and CRO if
applicable) will collect, process and 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 the study staff./

Date

Signature

[APPENDIX 1 TO FOLLOW]

DODATEK ¢.01 SMLOUVY O POSKYTN’UTi
SLUZEB A PROSTOR K PROVEDENI
KLINICKEHO HODNOCENI

[STRANKA PRO PODPISY]

Na dtkaz jejich souhlasu se znénim tohoto Dodatku,
podepsaly smluvni strany nize tento Dodatek.

VERTEX

Podpis:
Jméno: (SN

Executive Director, Vendor and Business Management

Datum:

POSKYTOVATEL ZDRAVOTNICH SLUZEB

Podpis:
Jméno: (GGG - -:k(adE povéieni

Datum:

Ja, nize podepsany (G
jako zkousSejici potvrzuji, ze jsem se fadné seznamil se
dodatkem smlouvy a pfislusnou dokumentaci ke
klinickému hodnoceni 1éCiva a zavazuji se zajistit
dodrzovani povinnosti z nich vyplyvajicich. Dale se
zavazuji nezverejnovat informace tykajici se predmétného
klinického hodnoceni bez predchoziho pisemného
souhlasu zadavatele, zachovavat mlcenlivost o vSech
poskytnutych informacich, povazovat tyto za diavérné a
zdrZzet se jakéhokoliv jiného uZiti téchto informaci a
vysledkt nez pro tcely tohoto klinického hodnoceni. Jako
zkousejici souhlasim s tim, ze zadavatel (a popf. i CRO)
bude/budou shromazd’ovat, pouzivat, zpracovavat a
zvefejnovat mé osobni udaje, véetné jména, kvalifikace a
zkuSenosti v klinickém hodnoceni, mé finan¢ni udaje
vztahujici se mimo jiné k obdrzené odméné a finanéni
nahradé a dalsi osobni udaje k administrativnim Gcelim
v souvislosti s klinickym hodnocenim, popt. k poskytnuti
etickym komisim a statnim ufadiim a zavazuji se zajistit
tento souhlas i od spoluzkousSejicich a ostatnich ¢lent
studijniho tymu.

Datum

Podpis

]
INASLEDUJE PRILOHA 1]
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1.

CLINICAL STUDY AGREEMENT

APPENDIX 1 - COMPENSATION AND BUDGET

Subject Enrollment.

Payment for Visits.

Screen Failures.

Payments Schedule.

SMLOUVA O KLINICKEM HODNOCENI

PRILOHA 1 - ODMENA A ROZPOCET

Zarazeni subjektii.
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Platebni kalendar.
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Administrative  costs.

Pharmacy costs.
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Site #: 306

Administrativni poplatek.
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8.

Protocol:\VX21-445-125

Patient reimbursement.

Ethics

Independent Committees

Site #: 306
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BUDGET

ROZPOCET
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[End of Appendix 1]
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