Protocol: VX19-445-117

AGREEMENT ON PROVISION OF SERVICES

AND  PREMISES T'OR  EXECUTION OF
CLINICAL STUDY

SMLOUVA OPOSKYTNUTI SLUZEB A
PROSTOR K PROVEDENI KLINICKEIO
IHHODNOCENI

Protocol Number: VX19-445-117

Protokol cislo: VX19-445-117

Protocol Title: A Phase 3. Open-label
Study Lvaluating the
Long-term Safety and
Ltficacy of VX-445
Combination Therapy in
Subjects With Cystic
I'ibrosis Who Are
ITomozygous or
Ileterozygous tor the
['508del Mutation

Oteviena studie faze 3
hoednotici dlouhodobou
bezpeénost a uéinnost
kombinovane terapie
piipravkem VX-445 u
pacienti s cystickou
fibrozou s homozygotni
nebo heterozygotni
mutaci ['508del

Nazev Protokolu:

Site Number:

Cislo centra:

Principal Investigator:

Hlavni zkousSejici:

-
I
G

Fakultni nemocnice v
Motole

Healtheare Service
Provider:

Fakultni nemocnice
v Motole

Poskytovatel
zdravotnich sluzeb:

Czech Republic-
Healtheare Service
Provider

Agreement Type:

Ceska republika -
Poskyvtovatel
zdravotnich sluzeh

Typ smlouvy:

This Agreement on Provision of Services and Premises
for Execution of Clinical Study (“Agreement™) is

effective as of the date of publishing in the Register of

Contracts  (UEffective  Date”™)  between  Vertex
Pharmaceuticals Incorporated, 50 Northern Avenue.
Boston.  Massachusetts 02210 TISA.  Company
registration  number  [Tax  ID:  O43039129]  as

represented by (G o
and DBusiness Management. appointing as its legal
representative in the ETT in accordance with Article 19
of EC Directive 2001220/EC and Article 74 of EC
Regulation 5362014 Vertex  Pharmaceuticals
{Ircland) Limited with registered address at 28-32
Upper Pembroke Street. Dublin 2, Ireland ("Vertex™).
and  Fakultni nemocnice v Motole, Government
contributory orgamsation. V' Uvalu 84, 150 06 Praha 3,
Czech  Republic,  Company  registration number:
DO064203, VAT No.o CZ00064203 as represented by
T D 3 3 o onondate basis
{(“Healthcare Service Provider”™ or “Provider ).
{Vertex Provider cach a “party”  and
collectively, the “parties™),

and also

Tato Smlouva o poskvinuti sluZzeb a prostor k
provedeni klinického hodnoceni (.Smlouva™) nabvva
uéinnostt dnem  zvefejnéni v registru smluv  ((Den
ucinnosti™y a je uzaviena mezi spoleénostt Vertex
Pharmaceuticals Incorporated. se sidlem 30 Northern
Avenue.  DBoston.  Massachusetts 02210, TUSA,
registracni Cislo spolecnosti [Tax ID: 043039129
zastoupenou (NG o and
DBusiness  Management,  jmenovanou  zakonnvm
zastupee v EU v souladu s ¢lankem 19 smémice ES
200120EC a ¢lankem 74 nafizeni ES 5362014
spoleénost  Vertex  Pharmaceuticals  (Ireland)
Limited. se sidlem na adrese 28-32 Upper Pembroke
Street. Dublin 2, Irsko (.Vertex™) a  Takultni
nemocnici v Motole, statni prispévkova orgamzace se
sidlem V Uvalu 84. 150 06 Praha 3. Ceska republika,
[CO: 000 64203 DIC: CZ00064203,  zastoupena
D GEEED GEEED G ¢kl
povéfeni (. Poskytovatel zdravotnich sluzeb® nebo
wPoskytovatel*) (Vertex a Poskvtovatel kazdy rovnéz
jako smluvni strana™ a spoleéné “smluvni strany ™),

WHEREAS,

A Vertex wishes 1o conduct a mulu centre chmeal
study to evaluate a certain Vertex investigational
drug in accordance with the terms of this
Agreement. In. and incompliance with sec. 31
paragraph 2 letter d) of Act no 3782007 Coll.,
on Pharmaceuticals, as amended and EUT Clinical
Trials Directive No. 2001/20TC EC on the
approximation of the laws. regulations and

JELIKOZ.

A Vertex s1 preje provadet multicentnicke klhinické
hodnoceni lé¢iveho piipravku spoleénosti Vertex
podle podminek této Smlouvy, V  souladu
s ustanovenimi § 31 odst. 2 pismeno ) zakona
¢ 3782007 5b.. o leécivech. ve znéni pozdéjiich
predpisti a Smérnici LU o ¢ 200120/ES
osblizovani pravnich a spravnich predpist
¢lenskych stath tykajicich se zavedeni spravne

administrative provisions of the Member States Klinicke  praxe pit provadeént  klinickych
relating to the implementation of good clinical hodnoceni  humannich  lééivveh  pripravkd.
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practice in the conduct of clinical trials on ustanovil Vertex svojl pobocku v Irsku, Vertex
medicinal products for human use. Vertex has Pharmaceuticals (Ireland) Limited, aby jednala
appointed  its  Irish  subsidiary  Vertex Jako jeho zastupce pro Lvropskou unii pro toto
Pharmaceuticals (Ireland) Limited to act as its klincké  hodnocent (L. Klinické hodnoceni™),
FEU representative Tor this clinical study {the ktere  bude provadéne v souladu s wvyse
“Study ) e be conducted in accordance with the uvedenvm protokolem (. Protokol ™)
protocol referenced above ("Protocol ™)
B.  Poskvtovatel  zdravotnich  sluzeh  je instituei,
B.  The Healthcare Service Provider is an mstitution ktera  disponuje  veskervmi opravnénimi.
possessing  all  authorizatons,  qualilications. kvalifikaci a vybavenim. ma veskerv personal a
equipment, personnel and material  resources materialni zdroje  potfebne pro fadné  plnéni
needed  for the due  performance ol the zavazkid  Poskytovatele  zdravotnich  sluzeb
obhigations of the Healthcare Service Provider vvplyvajicich pro m z téte Smlouvy,
under this Agreement
(*. S ohledem na zafizeni a potfeby Poskytovatele
€. With respect to the Healtheare Service Provider’s zdravotnich  sluzeb  souvisejici s provadénim
tacihiies and needs m connection with the Klmického hodnocent muze Vertex poskytnout
conduct ol the Study. Vertex may provide to Poskvtovateli  zdravotnich  sluzeb  amebo
Healthcare Service Provider andior Principal Hlavnmimu zkouSejicimu uréité elektronicke a
Investigator  certain - electrome  and  other dalsi zafizeni {dale jen . ZaFizeni™). a o k pouziti
cquipment (the “kEquipment™) solely for use in vvluéné  pro  ucely  provadéni  Khnického
performance ol the Study and subsequent studies hodnoceni a navazujicich khimickveh hodnoceni.
as may be authorized by Vertex based on Jenichz provadéni bude schvaleno  spoleénosti
separate Loan Agreement. Vertex na  zakladé samostatne  smlouvy o
vypijéee,
1. The Principal Investigator (TG
G 8 - o complovee of the D, Hlavn zkoudeic (NG
Iealthcare Service Provider, is o (D 8l ¢ oomcsthancem Poskvtovatele
] zdravotnich  sluzeb. je prednostou (D
G  Sitc 0 who will
serve as principal investigator {as defined below] D O G G  Ccntrum
under this Agreement “Principal ktery bude pracovat jako hlavni zkousejici (jak je
Investigator™). Principal [nvestigator and Vertex wvedeno nize] v tweto Smlouvée ( IMavni
will sign a separate clinical trial agreement which zkousejici*). [lavni zkousejict a Vertex uzaviou
would specity thewr mutual rights and obligations samostatnou  smlouvu.  ktera  stanovi  jejich
including fees for Principal Investigator for the vzajemna prava a povinnostl véetné odmeény
conduct of the Study. Hlavniho zkouse|jiciho.
ARTICLEL CLANEK I
PURPOSE UCEL SMLOUVY

1. The Healtheare Service Provider will perform the 1. Poskvtovatel  zdravotnich  sluzebh  bude
services and will provide 1ts premises as set [orth poskytovat sluzby a své prostory, Jak Je
in this Agreement, i order to enable to conduct uvedeno v této Smlouvé,  aby  umozml
the Study of ELX (VX-445) TEZ (VX-66111VA provedent Khmickeho hodnocent humannich
{VXN-770) an  nvestigational  drug lecivveh pripravkd ozmacenveh juko  ELXN
{“Investigational Drug”) as [urther described n (VN-4433THZ  (VX-661VIVA  (VX-770)
the Protocol m accordance with this Agreement. {.Hodnocené lé¢ivo™), jak je dile popsiano
the Protocol and Appheable Law {as delined v Protokelw v souladu s outo Smlouvou,
helow). Protokolem a platnym predpisy (jak jsou

delmoviny nize).

2. Where this Agreement makes any relerence to a | 20 Tam, kde se v této Smlouvé hovori o povinnost
party’s obhgation o0 “ensure”™ something or to smluvni strany néco zapstit™. nebo Lranistit, aby
“ensure that a third party acts or reframs [rom tfeti osoba jednala {nebo nejednala)™ uréitym
acting” 1n a certain manner such reference 1s zpUsobem, ma se tim na mysli, Ze takova povinna
deemed to mean that the obliged party 1s liable for smluvni strana je odpovédna za to, Ze zamysleny
the agreed result to occur regardless of anv vvsledek se stane. bez ohledu na jakakoliv
subjective or objective restrictions the obliged subjektivni &1 objektivni omezeni v moznostech
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party may have to control or influence such third
party or any other subjective or objective facts
which are necessary for the agreed result to occur.
The provisions ol Section 1769, lirst sentence of
Act no 892012 Coll. ol the Ciwal Code, as
amended  will not apply o the relationships
estabhshed by this Agreement.

povinné smluvni strany kontrolovat ¢1 ovliviovat
takove tleti osoby, &1 jiné subjektivni &l
objektivni  skutecnostl,  které  jsou  nezbvtné
ktomu aby byl zamysleny vysledek dosiahnut.
Ustanovent § 1769 prvnt vita wak. & 892012
Sh.. obémského zakonikw ve #néni pozdésich
predpistl se na vatahy zaloZend wuto Smlouvou

issued by the State Drug Control Institute and the
Approval of the Bthics Commission.

neaphkuje.

3. The Healtheare Service Provider agrees to enable | 30 Poshytovatel  zdravotnich  sluzeb  umozni
the Principal Investigator to conduct the Study on Hlavnimu  zkousejicimu provest  Klinické
is premises and  use the  Healtheare  Service hodnoceni ve svyceh prostorach a uZival pii ném
Provider’s equipment in doing so. The Healtheare vybaveni  Poskylovatele  zdravotnich  sluzeb.
Service  Provider  shall  enable  the  Principal Poskytovatel zdravotnich sluzeb dale Hlavnimu
Investigator and the Study Stall (as delined below) zhousericimu a Personalu Klmického hodnocent
1o perlorm all nghts and obhgations connected o (ak Je delnovan nizey umoZni vykonavat prava a
the Study whether ansing hereunder or [rom the povinnosti tykajicl se Khnického hodnoceni. at
legal regulation. uZ vyplyvap zéto Smlouvy nebo 2 pravnich

predpist.
ARTICLEIL CLANEK 1.
APPLICATION FOR PERMIT AND APPROVAL ZADOST O POVOLENI A STANOVISKO
TO COMMENCE THE STUDY ZAHAJT HODNOCENI
The Study will be carried out on the basis of Permit | Klinické hodnoceni bude provadéno na zakladé

povoleni vvdaného Statnim ustavem pro kontrolu léciv
a Stanoviska eticke komise.

ARTICLE III.
STUDY CONDUCT

1. The Study will be carried out n the Site under the
direct supervision ol the Principal Investigator who
shall be the department head. The  Principal
Investigator shall be responsible Tor the conduet ol
the Study n accordance with this Agreement. the
Protocol and Appheable Law {as delined below)
and Tor the direet supervision ol any individual
perlorming any part of the Study. meluding any
sub-mvestigators and  other Healtheare  Service
Provider emplovees or any other individuals
participating in the conduct of the Study on behalt
of the Ilealthcare Service Provider (the “Study
Stafl™;.  The  Healthcare  Serviee  Provader
represents that 1t will be responsible lor and shall
ensure during the conduct of the Study, that sub-
investigators  and  Study  Staft each have the
sufficlent experience, adequate ¢ualifications and
capabilities to duly perform the Study and that the
required agreements are in place with them and
sufficlent to enable such persons to comply with
the terms of this Agreement.

Lo

The Ilealthcare Service Provider will provide the
Principal Investigator. sub-investigators and the
other Study Statt with access to the appropriate
[Tealthcare Service Provider's equipment and
tacilities to conduct the Study as the Principal
Investigator may reasonably need for the purpose
of the Study.

~_ CLANEKIIL ,
PROVADENI KLINICKEITO IIODNOCENT

1. Khmieké hodnocent se bude provadét v Centru
pod primym  dohledem  Hlavniho  zkousejiciho,
ktery bude vedoucim oddéleni. Hlavni zkousepict
bude odpovédny za pribéh Khinmckeho hodnoceni
vsouladu se Smlouvouw. Protokolem Khmekého
hodnoceni platnymm - predpisy (ak  jsou
definovany nize) a za primy dohled nad vienn
osobam vykonavajicimi jakoukoh &ast Khimekého
hodnoceni,  véetnd  zkousejicich  a dalSich
zaméstnanct Poskytovatele zdravotnich sluzeb a
dalsich  osob,  ucastnicich se na  Klinickem
hodnoceni  jménem  Poskvtovatele  zdravotnich
sluzeb  (LPersonil  Klinického hodnoceni™).
Poskvtovatel zdravotich sluzeb nese odpovédnost
a zajisti, Ze po dobu provadéni Klinického
hodnoceni  zkougejici a  Personal  klinického
hodnoceni maji dostateéne zkusenosti, pfiméfenou
kvalifikaci a schopnosti Klinicke hodnoceni fadné
provadét a Ze snimi existujl prislusné smlouvy,
které jsou dostacujict ktomu, aby tyto osoby
mohly plnit podminky teto Smlouvy.

H\

2. Poskytovatel  zdravotnich  sluzeb  poskvtne
[Mavnimu zkougejicimu, zkoudejicim a dalsunu
Personalu Klinického  hodnoceni  piistup

k prislusnému vybaveni a zafizeni Poskyvtovatele
zdravotnich sluzeb, které muze Illavni zkousejici
rozumné  potiebovat  pro  uely  Klinického
hodnoceni.

Ly
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6.

The Studv will be carried out within the estimated

period of (D

The Study shall be conducted pursuant to the
Protocol that is hereby incorporated into and made
a part of this Agreement. Should a contlict arise
between the terms of this Agreement and the
Protocol. the Protocol will control as to the
scientitic. medical and clinical obligations of the
parties,

The Iealthcare Service Provider will also provide
the Principal Investigator with access to potential
Study subjects and their medical records for the
purposes  of  determining  their eligibility  for
enrolment in the Study. Approximately (GG
will participate in the Studv at this site. The
recruitment i this Study 1s competitive,

‘ertex 15 responsible [or obtaming and mamtaimimg

all approvals [rom the relevant Mulucentne and
Local research cthics commission (the ~Ethies
Commission or KC7) [or the conduct ol the
Study. The Healtheare Service Provider will keep
Vertex [ully apprised of the progress ol Ethies
Comnussion submissions and will upon request
provide Vertex with all  correspondence  and
documentation relating to such submissions,

The Healthcare Service Provider shall insure that
Principal Investigator obtains (rom cach Study
suhject properly exceuted informed consent forms
{“Informed Consent Forms™) that (a) have been
provided by Vertex: (hy comply with Applicable
Law: (¢) are consistent with the Protocol: {d) have
been approved by The State Institute tor Drug
Control (.SUKL™) the applicable LEC for the
Healthcare Service Provider. provided that
Provider will submit anv modification it mav
propose Lo the Informed Consent Form o Vertex
tor review and written approval prior to submitting
the Informed Consent Form for EC approval. (e}
are current. and (1) include language sutficient to
comply with the terms of the processing of
personal data which apply to the Provider in its
role as data controller: said language to have been
approved by Vertex. Provider shall require Study
subjects to re-execute Informed Consent [Forms
when appropriate as determined by the parties, as
requested by Vertex. or as required under
Applicable Law, The Informed Consent Torms,
and any changes thereto. must be approved by
Vertex and EC except when such a change is
necessary to eliminate apparent, immediate hazard
to Study subjects or to comply with Applicable
Law. in which case the Provider agrees to notify
Vertex and EC immediately in writing {and in no

Las

6.

Klinicke hodnoceni  bude provadéno v dobé

piiblizn: () GHEED @D GEEEEEES 0
—

Provadéni  Khinického  hodnocent se fidi
Protokolem  Khinickeho hodneceni, kierv tvofi
nedilnou souéast této Smlouvy. Pokud by vzmkl
rozpor mezi podminkami  téte Smlouvy  a
Protokolem  Klinického  hodnoceni. bude  miL
pokud jde o védecke, 1ekafske a khmcke zavazky
smluvnich stran, prednost Protokol Klhimckeho
hodnoceni

Poskvtovatel zdravotnich sluzeb umoeini Hlavnimu
zkousericimu pfistup k potencialnim - Subjektdm
hodnoceni a  jejich  [Ckafskym  zazmamim  za
ucelem stanoveni. zdah jsou vhodni pro zatazeni
do Khnického hodnoceni. V tomto centru se bude
Studie Géastnit pribhZnd (D N ibor pacientd
do této stuchie je kompetitivni,

Vertex e zodpovédny za ziskani a udrZzeni viech
souhlast od pfislugne  lokalni 1 mulucentrické
vvzkumné eucke komise (L Etickd komise neboli
EK™) pro provadéni  Klimekého  hodnocent.
Poskvtovatel zdravotnich sluzeb bude Vertex plne
informovat o postupu podani Lticke komisi a na
pozadani poskytne spolecnosti Vertex veskerou
korespondenct a dokumentact tvkajici se téchto
podant.

Poskytovatel zdravotnich sluzeb zapst. 7e Hlavni
zkousepict ziska od kazdeho Subjektu klimekeho
hadnoceni radne  podepsané formulare
informovaneho souhlasu { Tormulifc
informovaného souhlasu™). ktere (a} poskytl
Vertex: (b) jsou v souladu s Platnymi predpisy: (¢)

1sou vosouladu s Protokolem: (d) byly schvileny

SUKLem a prislusnou EK pro Poskytovatele
zdravotnich sluzeb za predpokladu ze Poskytovatel
zdravotnich sluzeb predlozi spolecnosti Vertex
veskere upravy, ktere by mohl ve Formulam
informovaneho  souhlasu navrhovat, za ucelem
kontroly a pisemncho schvalent pred predlozenim
Formulare informovancho  souhlasu  EK - ke
schvaleni: (e} jsou aktualni. a () obsahuji znéni,
ktere je dostateéne ktomu, aby byvlo v souladu
s podminkami zpracovini osobnich Gdayii, které
plati pro Poskytovatele v jeho roh spravee adagi:
zminéne znéni musi Vertex schvalit. Poskvtovatel
bude pozadovat.  aby  Subjekty  khmckého
hodnoceni Znovu podepsaly Formulaie
informovaneho souhlasu. kdvz to bude vhodné na
zaklade rozhodnuti smluvnich stran, pokud to bude
pozadoviane  spolednosti Vertex nebo o budou
pozadovat Platné predpisy. Formulare
informovaneho souhlasu a veskere jejich zmény
musi schvalit Vertex a LK. vyima toho, kdy je
takova zmeéna nezbvtna za ucelem eliminovani
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event more than twenty-tour (24) hours) of

determining when such change is necessary. Lach
change. whether immediately implemented or not,
shall be subjeet to review and approval by Vertex
and the EC. The Informed Consent Forms and any
changes  thereto. must authonize the use and
disclosure of Study  subjects™ protected  health
mlormation by and 0 Vertex and third parties.
ncluding Vertex™s Allihates (as dehned below).
designees under the Study. and czech and loreign
regulatory  authorities. For purposes ol this
Agreement “Affiliate” shall mean any corporation,
company, partnership. joint venture or other entity
that controls, 1s controlled by or is under common
control of a party. As used in this definition,
“control” means (a) in the case of corporate
entities, direct or indirect ownership of at least
twenty-five percent (23%0) of the stock or shares

having the right to vote for the election of

directors, and (b} in the case of non-corporate
entities, the direct or indirect power to manage,
direct, or cause the direction of the management
and policies of the non-corporate entity or the
power to elect at least twenty-five percent (23%0)
of the members of the governing body ot such non-
corporate entity.

zjevneho, bezprostiedniho nebezpedi pro Subjekty
klinického hodnoceni nebo proto. aby byvlo
vyhovéno  Plainym  predpsim, v kterém7to
piipadé Poskytovatel souhlasi s im, e o tom bude
Vertex a LK okamzit¢ pisemné informovat
{v kazdém pripadé nejpozdé)l do dvacett ¢ty (24)
hodin) od zpi&téni. 7e e takovato »zména nezbyina.
Kazda zména, at’ uz uskuteénéna okamazité, ¢
nikoli. bude podléhat kontrole a schvaleni ze
strany  spolecnostt Vertex alk.  TFormulare
mlormovanche souhlasu a veskere jepich zmény
musi povelovat pouZiti a piistupnéni chranénych
zdravotnich  informaci  Subjektic  klinického
hodnoceni ze strany spole¢nosti Vertex a tietich
stran. véetné Pobocek spolednostt Vertex (Jak jsou
definovany nize), urfenvch osob dle Klinického
hodnoceni a &eskych a zahraniénich regulacnich

organt. Pro adely o Smlouvy  ,,Pobocka®
znamena  jakoukoli  korporaci,  spolecnost.

konsorcium, spolecny poadnik nebo jiny subjekt,
ktery kontroluje. je kontrolovan nebo je pod
spoleénou kontrolou smluvnt strany. Tak, jak je to
pouzito v i delimer, _kontrolovat™ namena (a)
v piipadé pravnickych osob prime nebo neprime
vlastnictvi minimalné dvaceti péti procent (23 %0)
akeil nebo podiltes hlasovacin pravy pi volbé
Clenlt predstavenstva a (b)) v pripadé subjekti.
které nejsou pravnickymi osobami, primou nebo
nepifimou pravomoce spravovat. Fidit nebo uréovat
smér  Fizeni  asmérmice subjektuw ktery neni
praviickou osobou, nebo pravomoc volit alespon
dvacet pét procent (23 %) ¢lenti Fidictho organu
takovéhoto  subjektu,  ktery  neni  praviuckou
osobou.

8 No rights or obligations of Provider under this | ¥ 2adna prava ani povinnosti Poskytovatele na
Agree]ﬁent may be assigned or subcontracted to zakladé teto Smlouvy nelze postoupit druhym ani
others without Vertex's I\.rior written consent and na né nelze uzaviit subdodavatelskou smlouvu lw..
pursuant to a iritten agreement approved by predchoziho  pisemného  souhlasu spolec‘_nostl
Vertex. Provider shall ensure that all third parties Vertex avsouladu  se  spolecnosti  Vertex
who provide any Services on its behalf comply schvalenou  pisemnou  dohodou. Posk}-To\.'atel
with the terms of this Agreement, Provider shall zansti. aby viechny tieti strany, kter¢ poskytu)i
remain liable for all actions or inactions of Jakekoll  sluzby  jeho  jmeénem. dodrzovaly
subcontractors or any third parties. Provider shall podminky teto Smlouvy, Poskytovatel zlstane
cause each such subcontractor or third party to zodpovedny  za veskere dkony & nedimnost
secure and maintain appropriate insurance to the subdodavatellt nebo  kteryehkoli  tiretich  stran.
reasonable satistaction of Vertex in amounts that Poskytovatel  zajistl, aby  kazdy  takovyto
will be adequate to cover the activities and subdodavatel nebo tieti strana zajistili a udrzovali
obligations of the subcontractor or third party odpovidagici ponisténi b pRiméiend spokojenost
related o the Study. spelednosti Vertex ve vy ktera bude pirimérend

ke  kryti  CGinnosti  apovinnosti  dancho
subdodavatele nebo  treti strany  souvisegicich
s Klmickym hodnocenim.
ARTICLE 1YV, CLANEK IV,
ADDITIONAL CONDITIONS OT STUDY DALSI PODMINKY KLINICKEITO
CONDUCT IIODNOCEN]
|.  The [Tealthcare Service Provider will in connection | 1. Poskytovatel zdravotnich sluzeb bude
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Lo

with the Study, comply with the applicable Czech
legal rules and regulations. in particular Act No.
378:2007 Coll., on Pharmaceuticals, as amended,
Act No. 372:22011 Coll. on Medical Serviees and
terms and conditons ol perlormance ol such
services. as amended. as well as in accordance
with the Decree Noo 2262008 Coll. on good
chmeal practice and the detaled conditions of the
chmeal stuchies of phammaceutical products. cach ol
the stated legal regulations as amended rom time
w time {the “Applicable Law™). In addinon. the
Study will be conducted in comphance with the
conditions and principles set forth m the [ollowmg:

a)  the Permit to carry out the Study 1ssued by the

State Drug Control Institute and approval ol
the ethies committee as hsted m Article [
hereol:

by the Protocol. a copy of which has been
provided to Healtheare Service Provider and
recepl ol which 1s hereby acknowledged by it

¢)  VerteX's  structions  set lorth o the
Investigator’s Brochure a copy ol which has
been provided to ITealthcare Service Provider

which hereby acknowledges receipt;

d)  the good clinical practices as described in the
Applicable Law and the ICII Guideline for
Good  Clinical  Practice {1996y and 1n
accordance with the conditions stipulated in
the Ilelsinki Declaration of the World Medical
Association on Lthical Principles for Medical
Research Involving ITuman Subjects and
ethical norms of the Czech Medical Chamber:;

e) all current working regulations and
regulations including those relating to Data
Protection, Privacy and ITuman Rights.

During the Study, the Principal Investigator will
maintain complete and current documentation
relating to the Study in the Ilealthcare Service
Provider premises. The documentation will include
without limitation, all forms and reports relaung o
the Study, and the raw data. results, records.
correspondence and  other  information and
documents, including ¢CRE, ECGs, and  any
photographs. videos. lilms and other  recorded
images, ncluding without hmitation x-rays, MRI
T ultrasound and other scans collected or created
m - connection  with the  Study  {"Study
Documentation™). Vertex will own all nights and
nterests Lo and o connection with the Study
Documentation and shall be [ree w uthze them

Lo

v souvislosti s Klinickym hodnocenim postupovat
v souladu s platnymi ¢eskymi pravnimi predpisy,
zeiména zakonem & 3782007 Sb., o lédivech, ve
néni pozddisich predpist, zakonem & 3722011
Sh. o zdravotnich sluzbach a podminkach jepch
poskytovani, ve znéni pozddsich predmisa. jako? 1
v souladu s vvhlaskou & 2262008 Sh. o spravné
khnické praxa a bhzsich podminkach khmekého
hodnoceni ledivych piipravkil kaZdy 2 uvedenyeh
pravnich predpist ve znéni pozddisich predpisa
{.Platné predpisyy. Khmcke hodnoceni bude
dale  provadéno v souladu s podminkan a
zasadan  stanovenyni zeymiéna v nasledwicich
dokumentech:

ay v povoleni provadét Khmeké  hodnoceni
vydaném Statnim Wradem pro kontrolu 1é&iv a
stanovishu  etické komise. jak je uvedeno
v Elanku 11 1o Smlouvy:

by v Protokelu Khnického  hodnoceni.  jeho?
kopie  byla  poskytnuta  Poskytovateh
zdravotnich sluzeb a jepiz phgeti je timto
Poskvtovatelem zdravotnich slufeb potvrzeno:

¢i v omstrukeich spolednost Vertex uvadényeh v
Souboru informaci pro zkousejiciho, jehoz

kopie  byla  poskytnuta  Poskytovateli
zdravotnich  sluzeb  a  jejiz  phygeti e
Poskytovatelem zdravotnich  sluzeb  timto

potvrzeno,

dy ve spravné klimcke praxi jak je popsana
v platnych predpisech a ICII Guideline for
Cood Clinical Practice (1990) a v souladu
s podminkami  stanovenymi  Ilelsinskou
deklaraci Svétove lékaiske asociace o etickych
principech lékarského vvzkumu, tvkajiciho se
humannich subjektd a etickvymi normami
Ceske lékaiske komory,

e} Platnymi predpisy a predpisy tvkajicich se
ochrany oscbnich udajb a lidskych prav.

V pribéhu provadéni Klinického hodnoceni bude
[Mavni zkousejici uchovavat uplnou a aktualni
dokumentaci tvkajici se Klinického hodnoceni
v prostorach  Poskvtovatele  zdravotnich  sluzeb.
Dokumentace bude obsahoval zeyména viechny
lormulafe  a  zpravy  tvkajict se Klmckého
hodnoceni. prvotni udage. vysledky.  zaznamy.
korespondenct a daldi mformace a dokumenty.
vietné ¢CRFE, ERG a obrazové zaznamy, videa,
(lmy o veskeré zaznamenand obrazky. véetnd
roentgenovyceh. MRIL CT. ultrazvuku a pinyeh
scand, shromazdné nebo vyivofend v souvislosti
s Klmickgm hodnocenim {..Dokumentace
Klinického hodnoceni~i. Vertex bude vlastnikem
viech prav a naroku tvkajicich se a souvisejicich s
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without restriction.  The Ilealthcare Service
Provider has no rights, titles and interests,
including all intellectual property rights. in and to
the Study Documentation, and in any results [rom
the Study. The Study Documentation will be
deemed  Conhdential  Information  (as  delimed
below) ol Vertex provided that the Healtheare
Service Provider will have the night to (1) use the
Study  Documentation as necessary - order 1o
perform  the  Study: (1} the  Study
Documentation Lo provide medical treatment 1o
Study subjects whe are patients of the Healtheare
Service Provider: and (m) use and disclose the
Study Documentation as part o publications and
presentations as permitted under this Agreement.

Use

Y]

In the course of the Study. 1o the extent that a party
(including through the Principal Investigator or
any other personnel of the Provider or Vertex., or
any sub-investigator or other sub-contractor acting
on behalt of the Provider or Vertex) "processes”
any “personal data” (each as defined in the
Furopean General Data Protection Regulation
(Regulation 2016:679 of the Luropean Parliament
and of the Council of 27 April 2016 on the
protection of natural persons with regard to the
processing of personal data and on the free
movement of such data. and repealing Directive
03:46:.LC) (the "GDPR™) relating to Luropean
Union ("EU™) residents, or originating trom the
EU, it shall only do so in accordance with
applicable  privacy and data protection law,
including but not limited to the GDPR. Subject to
this Article IV Section 3, Vertex along with its
attiliate, Vertex Pharmaceuticals (Lurope) Limited
with oftices at 2 Kingdom Street. 9th Tloor,
London W2 6BD United Kingdom, shall be the
“joint controllers™ and the Provider shall be the
“processor” (as such terms are detined in the
GDPR) with respect to any personal data relating
to Study subjects processed by the Provider in
connection with the Study {"Study Personal
Data™). In particular:

(a) The  Provider  shall  only
collect, store. transler or  othenwise
process Study Personal Data m accordance with the
prior wnitlen nstructions ol Vertex, mcluding as set out
in this Agreement and the Protocol. If the Provider is
required by LU data protection law to process Study
Personal Data contrary to such instructions, the
Provider shall. if permitted by such law, give Vertex

use. disclose,

Dokumentaci Klinického hodnoceni a bude je
mocl  volné wuzivat bez jakéhokoli omezeni
Poskytovatel zdravotnich sluZzeb nenabyva zadna

prava.  tiwly  a  naroky.  am Zadna  prava
pramyslovéhe vlastnictyi, L Dokumentac
Jhmického odnocent che L vesledh

Khnického  hodnoceni nebo K vsledhtm

Khnického  hodnoceni, pokud tvto v souvislost
s Klmickym hodnocenim vzniknou. Dokumentace
FKhnickeho hodnoceni se povazuje za Divéme
mlormace spolednost Vertex (ak jsou delinovany
nizen stim. e Poskylovatel zdravotnich sluzeb
bude mit v nezbytnyceh pripadech prave (1) u?it
Dokumentact Khimckého  hadnoceni jak bude
nezbyiné k provadéni Khmického hodnoceni: ()
uZit Dokumentact Khnického hodnoceni za Géelem
poskytovani  [¢kafského  ofetfeni Subjektlim
hodnoceni,  ktefi jsou pacienty  Poskytovatele
zdravotnich sluzeb @ a (my uZit a zpfistupmit
Dokumentact Klinického hodnoceni jako soudast
pubhkaci a prezentaci, pokud je to dovoleno toue
Smlouvou.

‘o

Voprabéhu  Khnického  hodnoceni  a v rozsahu,
vném?z osmluvni strana (véetnd  prosticdmctvim
Hlavnihe  zkousepiciho nebo veskeryeh  dalsich
pracovnikd Poskytovatele & spolednosti Vertex
nebo  kterehokoli dal§iho  spoluzkousejiciho &1
Jiného  subdodavatele  jednajiciho  jménem
Poskytovatele ¢ spoleénosti Vertex) ..zpracovava™
Jakekoll Losobni udaje™ {jak je kazdy z nich
definovan  vevropském — Obecném  nafizeni
o ochrané oscbnich udajli (nafizeni LCvropského
parlamentu  a  Rady 2016679 ze  dne
27 dubna 2016 oochrané  fyzickych osob v
souvislosti se  zpracovanim oscbnich udaji a
ovolném pohybu  téchto  udaji a0 zruseni
smérnice 93:40:TS (LGDPR™), ktere se tvkaji
obyvatel Lyvropske unie ((EU™) nebo pochazejicich
z LU, bude tak éinit pouze ¥ souladu s platnymi
pravnimi predpisy o ochrané udaji a soukromi,
mimo  jiné  véetné GDPR. Vsouladu s timto
clankem [V, odstavec 3 Vertex, spolu se svou
pobockou,  Vertex  Pharmaceuticals  (Turope)
Limited se sidlem na adrese 2 Kingdom Street, 9th
Floor. London W2 6BD, Spojene kralovstyi, budou
spoleénymi spraver”  a Poskytovatel  bude
_zpracovatelem™ (jak jsou tyto poimy detinovany v
GDPR), pokud jde o jakekoli osobni udaje tykajici
se Subjektd klinickéhe hodnoceni zpracovavané
Poskvtovatelem v souvislosti se studit (L.Osobni

udaje klinického hodnoceni). Zcyména:

{a) Poskytovatel bude
shromazdoval.  pouZivat.  ukladat.  zpfistupnovat.
predavat & nmak zpracovavat Osobni Gdaje khmekeho
hodnoceni pouze v souladu s predehozimt pisemnymm
pokyny  spolednosti - Vertexe véetnd  oho, o e
stanoveno v eto Smlouvd a v Protokolu. Pokud od
Poskvtovatele vyzadup pravni predpsy KL o ochrand
Gdajd.  aby  Osobni Gdaje  khimického  hodnoceni
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written notice of such requirement before commencing
such processing. The Provider shall immediately notity
Vertex 1f, In its opinion, VertexX's instructions with
respect Lo the Study Personal Data mlnnge upon EU
data protection law.

(b3 The Provider shall
mplement appropriate technmical and  orgamzational

measures Lo protect Study  Personal Data agamst
accidental or unlawful destruction. loss, alteration,

unauthorized disclosure or access, and against all other
unlawtul uses of those data. The Provider shall ensure
that any persons authorized to process the Study

Personal Data are bound by obligations of
conhdentiahity.
() The Provder shall

immediately inform Vertex of any and all data or
security  breaches involving Study Personal Data
relating, and shall cooperate with Vertex to take all
reasonable or required steps to comply with applicable
privacy and data protection law. including n relation to
data breach noulication obligations.

(dy The Provider shall make
avalable 1o Vertex all mformation and  assistance
necessary  lor Vertex to comply  with and  to

demonstrate comphance with obhgations under the
GDPR. meluding those related 1o data subject rights.
data secunity. data breach notilications. conducting data
protection impact assessments and any supervisory
authonity  consultations  required - connection
therewith. Such assistance shall include allowing lor
and contrnibuting o audits and mspections conducted by
Vertex or ats designee 0 assess comphance with this
Article I'V Seetion 3.

(e Upon  completion ol the
Study or at VertexX's direction, the Provider  shall
destroy or, it requested by Vertex, return to Vertex all
Study Personal Data, unless retention of such Study
Personal Data 15 required by ETT data protection law.

(f) The parties acknowledge and
agree that this Article TV Section 3 does not apply to
Provider's processing of personal data on its own
behalf or on behalf of other controllers tor the purpose
of medical treatment or other purposes unrelated to the
Study, even where such personal data pertains to Study
subjects (“Non-Study Processing™). Provider agrees
that as between the parties. Provider is solely
responsible for and that Vertex shall have no lability
tor Won-Study Processing.

zpracovaval v rozporu s témito  pokyny, oznami
Poskytovatel spoleénosti Vertex tento  pozadavek
pisemné pied zahajenim takovéhoto zpracovavani,

pokud to takovéo  pravni predpisy  dovolui.
Poskytovatel  okamzitd  spolecnosti Vertex  oznami.

pokud budou pokyny spoleénosti Vertex tykajict se
Osobnich Gdapd klimckého hodnoceni dle jeho ndzoeru
porusovat pravni pfedmsy EU o ochrané adajt.

b Poskytovatel zavede
odpovidajici  technickd  a organizaéni  opatfeni  za

uéelem ochrany Osobnich udaji klinického hodnoceni
proti nahodnému nebo nezakonnemu zniceni, ztraté
pozménéni, neopravnénemu zpiistupnéni nebo pristupu
avuci jakémukoli jinému nezakonnému pouziti téchto
udaji. Poskyvtovatel zajisti. aby vechny oscby, které

Jsou opravnény zpracovavat Osobni udaje klinického

hodnoceni, zachovani

divérnostl.

byly  vazany  povinnosti

{c) Poskytovatel bude okamZzité
informovat Vertex o veskerych piipadech poruseni
udajii nebo zabezpedeni, ktere se tykaji Osobnich udajli
klinického hodnoceni. a  bude spolupracovat  se
spolecnosti Vertex pii piijeti ves§kerveh pfiméfenvch
nebo pozadovanvch krokl za uéelem dodrzeni platnych
pravnich piedpist o ochrané udaji a soukromi, véetné
povinnosti oznamit porugeni zabezpeéeni osobnich
udaji.

{d) Poskytovatel da spoleénosti
Vertex kdispoziel veskeré informace a poskytne mu
nezbvtnou pomoc, aby Vertex dodrzoval a prokazal
soulad s povinnostmi podle GDPR, véetné téch, které
se wkayi prav subjektd adagb. zabezpeceni Gdagi.
oznament o poruseni  zabezpedeni osobnich  adajd.
provadéni posouzeni vhivu na ochranu esobnich dayd
a veskerveh konzultaci s dozorovym aradem
poZadovanyeh v o souvislost. Takovato pomoc bude
zahrnoval  umoZnéni  aphispéni pfi auditech
a mspekeich provadénych spolednosti Vertex nebo jim
uréenou osobou  za ulelem  vvhodnocent  souladu
s timto Elankem TV, odstavee 3.

{e) Po  dokonéemi Khmckeho
hodnocent nebo na pokyn spolecénostt - Vertex
Poskvtovatel vrau nebo zhkviduyie vSechny  Osobnit
adaje khimekého hodnoceni. pokud pravni predpisy EL

oochrané  adajd nevyZadui - uchovavani  1échto
Osobnich adajd klimického hodnoceni.
) Smluvnt strany  berou na védomi

a souhlasi s tim. Ze tento Elanek TV odstavee 3 neplati
pro zpracovani osobnich dap Poskytovatelem jeho
vlastnim yménem nebo gménem  jinvch spraved pro
udely  lékarské péée nebo pro pné Glely,  kterd
s Klmickgm hodnocenim nesouviseni, 1 kdy? se takove
osobni udaje tvkaji Subjektd klinickéhe hodnoceni
(wZpracovani nesouviscjici se studii*). Poskytovatel
souhlasi, Ze za toto nese mezi uéastniky vvluénou
odpovédnost a Ze Vertex neponese Zadnou odpoy édnost

o
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4. The Healthcare Service Provider shall own all
right and interest to and n primary medical records
ol the Study subjects kept by the Healtheare
Service Provider ("Medical Records™, and wall
update them and mamtain them in accordance with
Appheable  Law. Dunng  the  Agreement and
thereafter, the I[lealthcare Service Provider will
ensure that Vertex has the right to access, use and
disclose the Medical Records in connection with
the Study and in accordance with the Applicable
Law.

5. The Iealthcare Service Provider will keep all the
documents related to the Study, included in the
Study Documentation and Medical Records, as
required by the Protocol and Applicable Law but
in any event tfor not less than fifteen (13) vears
trom the date of the Close of Study (as defined in
Article X below) or from the date the Study is
otherwise terminated at the Ilealthcare Service
Provider's premises. The Ilealthcare Service
Provider will  inform  Vertex by email
CIN‘gvrtx.com prior to destroving any of the
Study Documentation and ofter Vertex with a prior
opportunity, at Vertex's expense, to transter or
otherwise take possession of the  Study
Documentation, unless the Principal Investigator
does so. It Vertex does not respond to the e-mail
end of archiving notitication within 45 days, 1t 1s
considered that Vertex agrees with the shredding.
T any data {eg Medical Records) are kept n
electronie lorm only. [or the purpose of the data
verilication.  the  Healthcare  Service  Provider
agrees, upon the Vertex's request, to make a print
out ol all data related 1o the Study subjects relevant
10 the Study. These print-outs will be dated and
signed by the Principle  Investigator and  duly
retained based on a separate agreement between

Vertex and Principal Investigator.

6. Audits

(a) For so long as Provider and  Principal
Investigator  are  obhgated 1o retam  the  Study
Documentation and Medical Records. Vertex andqor its
representatives may. upon seven (73 days prior writlen
notice {or sooner 1l the audit 15 lor cause, but n any
event alter the provision ol written notice). conduct
audits ol the  Medical  Records  and  Study
Documentation. Principal Investigator and Study Stall
shall make themselves reasonably available {ie the
normal running of the Provider will not be impaired
and will take place during normal working hours)
during such audits to discuss the Study and othenvise

Jeho

za Zpracovani nesouvisejici se studii.

4. Poskytovatel zdravotnich sluZzeb bude viastnikem
veskeryeh prav a narokd. pokud jde o plvodni
[ekafske zaznamy Subjektd hodnoceni, kieré jsou v
drieni Poskyvtovatele  zdravotnich  sluzeh
{..Lékarské zaznamy™i bude je aktuahzoval a
uchovavat e v souladu s platnymi predpisy.
Béhem trvant Smlouvy a  poté  Poskytovatel
zdravotich sluzeb zapsti. aby Vertex mél pravo
pristupu,  uzivani a  zpfistupnovani  Lekarskyeh
zamami v souvislost s Khmickym hodnocenim a
v souladu s platnymi predpisy.

Poskytovatel zdravotnich sluzeb bude uchovavat
dokumenty  tykagici Khmckého
hodnoceni,  véetnd  Dokumentace  Khmckého
hodnoceni— a LLékafskyeh  zavnamd,  jak
poZadovano  Protokolem a  planymi predmsy.
aviak v kazdém pfipadd ne méné. neZ patnact (13)
let od data Ukonéeni Khnického hodnoceni (jak je
delfinovane v Elanku X niZe). nebo data, kdy bude
Khnick¢  hodnoceni ukondeno jinak, a to v
prostorach — Poskytovatele  zdravotnich  slufeh.
Poskvtovatel  zdravownich  slufeb  bude  Vertex
informovat  emailem  CIM/@vit<.com pred
znicenim jakeékoli ¢asti Dokumentace klinického
hodnoceni a nabidne spole¢nostt Vertex moznost,
Ze na jeho naklady mu preda, nebe jinak da do
vlastnictvi Dokumentact Klinického hodnoceni,
pokud tak neuéini Illavni zkougejici. Pokud
Vertex do 45 dni na ematlové oznameni konce
archivace neodpovi, ma se za to Ze., se skartaci
souhlast. Jestlize jakéekoli udaje {napi. Lékarske
zaznamy) budou vedeny pouze v elektronické
podobé, zavazuje se Poskytovatel zdravotnich
sluzeb, Ze pro ucely ovéfeni udaji zhotovi na
zadost spole¢nosti Vertex vytisténe dokumenty
viech udajli, tykajicich se Subjektt Klinického
hodnoceni.  Tyto  vvtisténe  dokumenty  budou
datovany a podepsany Illavnim zkousejicim a
budou Fadné uchovavany, a to na zakladé
samostatné smlouvy mezl spolednosti Vertex a
[Mavnim zkousejicim.

veskeré s¢

Je

4. Kontroly

{a) Po celou dobu, kdy jsou Poskytovatel a hlavni
zkouserict povinm uchovavat Dokumentact Khmekého
hodnocent a |Lékafské zaznamy. mohou Vertex amnebho
zastuper na vakladé  pisemného  oznameni
udinéncho se sedmidenmim  predstihem {nebeo diive,
ma-h kontrola opadstainéni. avsak vidy aZ po doruceni
pisemného oznameniy provést kontrolu Lékafskyeh
zamamd  a  Dokumentace  Khnmickéhe  hodnoceni.
Vopribéhu takové konwroly bude Hlavni zkoudejic
a Personal khnického hodnocent pfiméfené (1. nebude
narusen bézny chod Poskytovatele a probéhne v bézne
pracovni dobd) |k dispozicr k projednani Khimickeho
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cooperate with Vertex.

(b In the event of a regulatory audit, inspection,
or a regulatory action that has the potential 1o allect
Study data mtegrity and-or undermine Study subject
protections. Provider  shall (13 cooperate with any
request by any ¢zech or foreign regulatory authonity lor
an audit or inspection related o such Study: (i notily
Vertex within twenty-lour {(24) hours ol such request or
action. 1 be lollowed by written notice sent 1o Vertex
within two (2] business days ol the mitial notice 1l such
mtial notice was not written: ('} permit Vertex and its
designee 1o attend any such audit or mspection. and Lo
the extent practicable. permit Vertex to assist Provider
n responding 0 such request or action: () at the
expense of Vertex, promptly provide  Vertex with
copies ol any documents, correspondence. reports and
other materials from the regulatory authonty and:or the
Provider relating to the audit, mspection, or regulatory
action, and (v) keep Vertex [ully apprised ol the
regulatory  action,  audit.  or mspection  and  the
accompanymg  indings and  response in a timely
manner.

hodnoceni  a  poskytne  spoleénosti  Vertex  dalsi
S0UELNNOSt.
i V piipadé regulatornihe auditu, mspekee nebo

regulaéniho opatfeni. kieré mohou ovhivmt mntegntu
Gdajd Khnického hodnoceni amnebo porusit ochranu
Subjektd  khmického  hodnoceni.  je Poskytovatel
povinen (1) na  Zadost spolupracovat s kterymhkoh
Zeshym nebo pnym zahraménim regulaénim organem
phauditu souvisepicim s Klimiekym  hodnocenim: (1)
oznamit Lo spolednosti Vertex do dvaceu Sty (24)
hodin od takové Zadosti nebo opatfent s naslednym
zaslanim pisemného oznameni spolecénostt Vertex do
dvou (23 pracovnich dnl od poecatedniho oznameni.
pokud takové podatedéni omameni nebylo pisemnd: (1)
umoZnit spoledénosti Vertex a jim uréend osobd Gdast
ph takovémto auditu nebo mspeker a v pripustném

rozsahu  umoZmt  spoleénostt Vertex  asistovat
Poskvtovateh  pfireaker na  takovou  Zadost neho
opatfeni: {(1v)  bezodkladnd  poskyinout  spoleénost

Vertex na jeho naklady kopie vdech  dokumentic
korespondence.  zprav a dalSich  materiala od
regulacéniho organu asncbo Poskyilovatele wykagicich se
auditu, inspekee nebo reguladniho opatfeniz a (v) plné
Vertex ilormovat o veskerveh reguladnich opatfenich,
auditech nebo mmspekeich a souvisepicich nsténich a
reagovat véas.

‘
i

ARTICLE V.
INVESTIGATIONAL DRUG; LABORATORY

Vertex shall provide to the Principal Investigator
via Healtheare Service Provider. at no cost. such
quantitics ol the  mvestigational  drugs
(“Investigational Drug™) or as the case may be
devices [or ats admimistration, and other drugs as
may be required lor the Study. Healthcare Service
Provider shall saleguard the Investigational Drug
and other drugs provided by Vertex with the same
degree of care used lor its own properly and n
accordance with the Protocol and Apphcable Law.
Healthcare  Service  Provider  shall - mamtamn
complete and accurate drug accountabihty records.
and shall promptly provide such records to Vertex
UPON request.

The Healtheare  Service Provider wall (urther
ensure that the Investigational Drug and other
materials specified in the Protocol are used solely
n the conduct of the Study and in accordance with
the Protocol. Vertex shall ensure distribution of the
Invesugational Drug shipments Lo the pharmacy ol
the Healthcare  Service  Provider.  where  the
pharmacist shall aceept and check them (as with
other shipments 1.¢. whether they are damaged.
In case of special requirements for transportation
whether these requirements were met, and will
confirm the delivery), the Investigational Drugs
will be dispensed at the site or to the subject on the

CLANEK V. ]
IIODNOCENE LECIVO; LABORATOR

Vertex  poskytne  Illavnimu  zkousejicimu
prostiednictyim Poskytovatele zdravotnich sluzeh
bezplainé hodnocend 1ééivo (. Hodnocené 1édivo™)
a pripadné pomlcky pro jejich podavani a jna
[EGiva v mnoZstvi pozadovaném  pro Khnické
hodnoceni. Poskytovatel  zdravotnich  sluzeb
zabezpedt Hodnocena  1édiva ma lédiva
poskyinuta spolecnosti Vertex se stemou pedi jako
svdp viasini majetek a v souladu s Protokolem a
platnym - predpisy. Poskytovatel  zdravotnich
sluzeb bude viést kompletni a pfesné zasnamy o
odpovédnostt za I&&iva  a bevodkladnd  tvto
zazmamy na Zadost spoleénostt Vertex poskyine.

H\

‘
i

Poskytovatel zdravowich sluzeb dale zapsti. Ze
Hodnocenda l1éciva a jiny matenial specilikovany
v Protokolu Khnickéhe hodnoceni budou u?ivany
vvluéné pro uéely provadént Khmekého hodnoceni
a v souladu s Protokolem Khmekého hodnoceni.
Zadavatel zapsu distribucr zasilky Hodnocencho
[¢civa  do  lekamy  Poskytovatele  zdravotnich
sluzeb. kde je [Ekamik preverme a zkontrolue
{Jako pné zasilky - tm. neni-h poskorena. v
piipadé zvlastnich pozadavk na transport, byly-li
tvto pozadavky dodrzeny. piijem zasilky potvrdi),
hodnocené leky budou predany centru. nebo
pacientovi na zakladé Zadanky, hodnocené léky
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basis of a request form issued by site, the
Investigational Drugs  will be stored tor the

duration of the Study at the pharmacy. Vertex or
its designee 1s required Lo announce the delivery ol

the Oirst shipment o the pharmacy, either by ¢-mail
or by telephone to pharmacist in charge, within 3
working days prior 1 delivery. Other shipments
will be generated automatically based on actual
supply ol Investigational Drug. Vertex shall ensure
delivery o the Tollowing address: FN- Motol,
nemocmént [Bkama. Vo Lvalu 840 150 06 Praha S
and will mark 1t for attention of pharmacist n
charge. Any unused  Investigational Drug(s) as
well as other drugs and matenals provided by
Vertex will be retumned to Vertex at its expense by
the Principal  Investigator via  the  Healtheare

Service Provider upon termination or expiration ol

the Study or disposed ol pursuant 1o wrillen
mstructions by Vertex unless at s done by the

Principal Investigator directly.

budou po celou dobu Klinického hodnoceni
uchovavany v lekarné. Zadavatel neboe jim uréena
osoba je povinen oznamit do 3 pracovnich dni
pred dodanim zasilky. kdy bude zasilka do [Ekamy
predana budto emailem nebo telelfomeky I1¢karnou
povéfenému fammaceuovi. Ostatni zasilky budou
agenerovany  automaticky na zakladé  aktualniho
stavu hodnocencho IEku. Zadavatel zansu tlot!fn-’k u
na adresu: FN Motol nemocmiéni I¢karna, V Lvalu
84 150 06 Praha S a orznadi p yménem
zodpovédného  [¢kamika. NepouZita Hodnocena
[¢&iva. jako? 1 pma 1&diva a matenial poskytnuty
spolednosti Vertex, budou na naklady spolednost
Vertex  Hlavnmim - zkousejicim prostiednictvim
Poskvtovatele  zdravotnich  slufeb  vracena
spolednosti Vertex po skondent nebo uplynuti
Wy pro Khinicke hodnoceni. nebo s mimi bude

nalozeno  na zaklade  pisemnych  nstruked
spolednosti Vertex, pokud k. neudmi primoe

Hlavni zkousegict.

msurance [or Vertex and the Principal Investigator
n comphiance with the provisions ol Article 32 (3)
(0O of the Act No  378:2007  Coll.  on
Pharmaceuticals. as amended. by means ol which
the compensation (indemmilication) 1s ensured also
n the event of physical iliness, mury or death ol a
Study subject due o recept ol the Investigational
Drug or a Study procedure. Vertex shall maimtam
this insurance during the Study and tor such period
of time after the Close of Study as is required
uncler Applicable Law.

3. The Healtheare Service Provider agrees that 101t | 3. Poshylovatel zdravotnich sluzeb se zavarzuge, 7e
desired 1o use an outside laboratory to perform pokud by s pral pouZit pro provadéni analyz za
analyses  lor the purposes of the Study. the udelem Khnického hodnocent extemi laboratof, (aj
Healthcare Service Provider (a3 will secure the zapsti predehozi souhlas spoleénostt Vertex: {(b)
prior approval ol Vertex: (b) ensure that the zapisti. aby takova laborawf byla kvalilikovana
laboratory 15 qualitied to perform such work in k provadéni takové prace padle platnych predpist
accordance with the Applicable Law and pursuant a podle principd spravne laboratorni a klinické
to the principles ot good laboratory and clinical praxe a (¢) poskytne spoleénostt Vertex prislusny
practice and (¢} provide Vertex with the certifikat, vvdany laboratofi prisludnymi organy
appropriate certiticate issued to the laboratory by k provadéni danvch analyz. Kromé toho se
the appropriate regulatory authority to perform Poskytovatel zdravotnich sluzeb zavazuje, ze
such analyses. In addition, the ITealthcare Service zajisti, aby externi laboratof  byla  vazana
Provider and the Principal Investigator shall ensure podminkami této Smlouvy, véetné ujednani o
that the outside laboratory accepts and agrees to be dliivérnosti. Jestlize si Vertex vybere externi
bound by the terms of this Agreement including laboratof pro centralizované analyzy viech vzork(
the provisions on confidentiality. In the event klinick¢ho  hodnoceni,  bude  Poskytovatel
Vertex selects an outside laboratory tor the zdravotnich sluzeb zasilat viechny vzorky uvedene
centralized analyses of all study  samples. laboratofi véas, v souladu se spravnou klinickou
[Tealthcare Service Provider shall send all samples praxi a jak je podrobné uvedeno v Protokolu a
to the specitied laboratory in a timely manner, in Dokumentaci klinického hodnoceni.
accordance with good clinical practices and as
detailed in the Protocol and Study Documentation.

ARTICLE V1. CLANEK VI
INSURANCE POJISTENT
1. Vertex has obtamed and shall mamtain habihty | 1. Vertex prohlasuge. Z¢ ma a bude udrZovat popisténi

odpovédnostt - spoleénostt Vertex a - Hlavniho
zkousericiho v souladu s ustanovenini § 32 odst. 3
pismeno [ zakona & 3782007 Sh.. o [E&ivech, ve
néni pozdddisich predmisd. jeho? prostiednictyim

Je vansténo 1 odskodnéni pro pripad Cyzického

onemocenéni,  Skody  nebo smr Subjektu
FKhnickeho  hodnoceni v dasledku pigimani
Hodnocenveh  1eéiv nebo  provadéni Khimekeho

hodnoceni.  Vertex se zavazuje udrzovat toto
pojisténi  po  celou dobu  wvani  Klinického
hodnoceni  a  takovou dobu po  TUkonéeni

Klinického hodnoceni, jak budou vyzadovat platné
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predpisy.
2. Ilealthecare Service Provider has secured and shall
maintain i full force and etfect through the | 2. Poskvtovatel zdravotnich sluzeb zajistil a bude
performance of  the  Study  {and  [ollowing udrzovat v platnosti a uémnost zakonné ponsténi,
termination ol the Study lor a period ol [ive {3} Jak je pozadovano podle § 45 odst. 2 pismeno nj
vears [rom Close ol Study 1o cover any claims zakona ¢ 372:2011 Sh.. o zdravotnich sluzbach a
arismg [rom the Study) the statutory  habiliy podminkach jepich poskytovani. v plamém znéni. a
insurance as required under Scction 45 par. 2 10 po dobu provadéni Khmckého hodnoceni {a po
section (ny of Act No. 3722011 Coll.. on Medieal ukonéent Khnického hodnoceni po dobu pét {3)
Services and terms and conditions of performance et od Ukondent Khnického hodnoceni kryici
ol such services. as amended. Jakékoli naroky plynouci # Khnického hodnocents.
ARTICLE VII. CLANEK ¥II.
PROTECTION OF CONFIDENTIAL OCHRANA DUVERNYCH INFORMACI
INFORMATION

1. The Study Documentauon and any anlormation | 1. Dokumentace Khnickéhe hodnoceni a jakakohy
disclosed to the Ilealthcare Service Provider by informace zpristupnéna Poskvtovateli zdravotnich
Vertex or by Vertex’s representatives (including a sluzeb spoleénosti Vertex. nebo jejiml zastupel
designated CRO as defined below) 1s considered as {veetné uréené CRO, jak je definovana nizZe), Je
confidential  information owned by Vertex povazovana za Jdivérnou informaci, Ktera je ve
(“Confidential Information™. The Ilealthcare vlastnictvi  spolecnosti  Vertex (. Duvérné
Service Provider shall neither disclose the informace™).  Poskvtovatel zdravotnich  sluzeb
Contidential Information to third parties in a direct nezpiistupni Divérné informace Zadné tieti strané
or indirect manner, nor use it contrary to Vertex piimo, ani nepfimo, anl je nevvuZije v rozporu
instructions and will ensure that this obligation s s instrukeemi spoleénostl Vertex a zajisti, ze tento
also applicable to and complied with by the sub- zavazek se rovnéz bude vztahovat na zkouse)ici a
investigators  and  the other Study  Statt ostatni Personal Klinického hodnoceni (spoleéné
(collectively  “Recipients™). The Confidential Prijemei™). Divérne informace budou
Information will be kept by the ITealthcare Service uchovavany Poskvtovatelem zdravotnich sluzeb na
Provider in a secure location dedicated to the bezpeéném misté  uréenem pro  uchovavani
storage  of  confidential  information.  The divémych informaci. DUOvérné informace budou
Confidential Information will be disclosed to the zpiistupnény  opravnénym  osobam, které se
authorized individuals involved in the Study only zab¥va)i Klinickym hodnocenim pouze na zakladé
on a “need to know™ basis. Should there be any principu potiechuje védét. Pokud by byl pravni
legal reason to make the Conflidential Information divod zvefepmt Davérnou mlormact. Poskytovatel
pubhc. the Healtheare Service Provider will advise zdravotnich  sluzeb o tom  uvddomi  Vertex
Vertex accordmgly. m wnting without any undue pisemné. bez zbyteéného odkladu pred um. ne?
delay.  prior 1o releasing  the  Conlidential v Emou inlormact zvefemi.

[Information.

2 The above conlidentiality obhgation will apply for | 2. Vyse uvedeny zavazek divémost plati po dobu
the peniod of the Study conduct and for the penod provadéni Klimckeho hodnoceni a po dobu sedm
ol seven (7) vears [ollowing the .ermination ol this {73 let nasledupicich ukondeni této Smlouvy.
Agreement.

3. The obhgavons ol conldentiality  and non- | 3. Zavazek dlvémost a nezpfistupnéni se netvka
disclosure shall not apply to mlormation that: as mlormaci kterd: jak lze prokazat pomoci pisemné
evidenced by wnitten  documentation (1) was dokumentace (13 byly predtim Prijemer znamy: (11}
previously known by the Recipient: (11) 1s publicly Jsou vefemnd znamy bey proupravniho &nu. nebo
known without a wronglul act or breach ol ths poruseni o Smlouvys (m)y  byly  obdrieny
Agreement. (mj s rightlully  received by the Prijemeem v souladu s pravem od tfeti strany. bev
Recipient [rom a third-party without an express vyslovného  zavazku  dbvémosu (v) o byly
obhgation of conlidentahty: (iv) s mdependently nezavisle  vyvinuly  PHjemcem  bez pouiti
developed by the Recipient without use ol or Divérne  nlormace, neho  spolehnuti se na
rehance upon the Conlidential Information: or (v} Divérnou nformact: nebo (v) jsou poZadovany,
15 required o be disclosed w0 a government aby byly zpfistumdény statnimu organu. nebo aby
authority or by order of a court of competent byly zpiistupnény v disledku rozhodnuti soudu
Jurisdiction. prislugne jurisdikee.

4. The Ilealthcare Service Provider will and will | 4 Poskvtovatel zdravotnich sluzeb bude dodrzovat
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cause each of the Recipients to:
a) use Confidential Information solely to conduct
the Study:

by disclose Conldenual  Information only Lo
persons who need 0 know such Conhdential
Information to conduct the Study and who are
bound m wniung o protect the conlidentiahity
ol such Conlidential Information:

¢) mstruct all persons 1o whom  Conlidential
Information 1s disclosed to abide by the terms
ol this Agreement:

Ay not disclose the Conlidenual Information or
any observations concerming the Study 1o any
third  parties. including  (nancial  analysts.
exeept as expressly permitted  under  this
Agreement: and

protect Conlidential Information using not less
than the same care with which they treat their
own conlidential information. but at all umes
will use at least reasonable care.

L

5. The terms and conditions of this Agreement will
be the Confidential Information of Vertex. The
[Tealthcare Service Provider will not issue, nor
allow their employees or agents to 1ssue, any press

release, nor Initiate  any communication of

information regarding the Study, written or oral, to
the communications media or otherwise without
the prior written consent of Vertex {except that
Vertex's support may  be acknowledged in
academic publications prepared in accordance with
Article VIII of this Agreement).

6. The name, trademark. logo, symbol, or other
image of Vertex will not be used without the prior
written consent of Vertex. There will be no press

release, announcement or any communication of

information regarding the Study to any third party
without the prior written consent of Vertex.

7. As part of Provider’s andor Principal Investigator's
evaluation and feasibility  determination  for
potential involvement in a Vertex study under this
Agreement. Confidential Information {including,
but not hmited 1o the Protocol and Protocol
Summaryi. may  be provided by Vertex, ats
allihate(s). CRO or other Vertex designee o

Provider, andror  Principal  Investigator. Al

conldentiality obligations herem shall apply o

such commumcations ol Conldential Information.

except that the length ol the conhdentiahty
obligations shall be as ollows: 1310 the Provader
and-or Principal Investigator ulumately participate

n the Study 1s exceuted by the parties, the length

ol the conhidentiahty obligations shall be as stated

nize uvedené a zajisti, Ze kazdy z Piijemct bude:

a) uZivat  Divérne informace  vvluéné
k provedeni Klimickeho hodnoceni:

by zpfistupiiovat  Davéme  inlormace pouse
osobam.  kterd musi takove  Davémé
mlormace  vnat  k provadéni - Khnického
hodnocent a které Jsou pisemné  vazany
chranit ddivérnost akové Davéme imlormace:

¢) anstruovat vechny osoby, kterym je Divéma
mlormace  Zpfistupndna. aby  dodriovaly
podminky téte Smlouvy,

Ay nespristupni Divérnou mlormact nebo
Jakykohy  poznatek tykajici se Khimekého
hodnoceni  Zadné  treti strané. vEend
(manénich analyvtikd, s vepmbkou. pokud je to
vyslovnd dovoleno touto Smlouvou: a

chramit  Davémdé  inlormace s pouZitim
nepmend stené péde. sjakou chrani sve
viasini ddvémdé mlormace. avsak vidy bude
vynakladat alespon rozumnou peé.

[

Podminky této Smlouvy jsou Divérnou informaci
spolec¢nosti  Vertex.  Poskytovatel  zdravotnich
sluZeb nevvda, ani nedovoli svym zaméstnanctim.
nebo zastupcim, aby vvdali jakékoliv tiskoveé
oznameni. nebude iniciovat Zadnou komunikaci
informaci tykajicich se Klinické¢ho hodnoceni,
pisemnou nebo Ustni, vi¢i komunikaénim meédiim
nebo jinak bez predchoziho pisemneho souhlasu
spoleénosti Vertex s vyjimkou, kdy podpora
spoleénosti  Vertex  milize byt uvedena
v akademickych publikacich piipravenych
v souladu s ¢lankem VIII této Smlouvy).

Imeno, ochranna znamka, loge, symbol nebo jiné
vvobrazeni spole¢nosti Vertex nesmi byt uzito bez
predchoziho  pisemného  souhlasu  spoleénosti
Vertex. DBez predchoziho pisemného  souhlasu
spolecnostt Vertex nesmi byt poskvtnuto tieti
strané zadné tiskove sdéleni, oznameni nebo jina
komunikace intormaci tykajici se Klinického
hodnoceni.

“ramel hodnoceni Poskytovatele anebo ITlavniho

zkousegiciho a pstovant proveditelnost
potencialntho  zapojeni se do khimekeho
hodnocent spoleénost Vertex podle této Smlouvy
muze Vertex. jeho pobodkalyi, CRO nebo pind
spolednosti - Vertex uréena  osoba  poskytnout
Poskytovatel  anebo  Hlavnimu  zkousejicimu
Dlvérne mlormace (mimo jiné véetnd Protokolu a
Shruti - protokolu).  Veskeré  vde  obsaZené
povinnostt mi&enhvost budou plaut pro takovato
sdéleni Davémych lormact. vyyma toho, 7o
délka povinnostt mléenlivost bude nasledugici: 1)
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in Article VI Section 2 above, or 23 i1f the
Provider andior Principal Investigator ultimately
does not participate  in the Study.  the
conhdentiality obhgatons shall be in seven (73
vears  [rom  disclosure  of  the  Confldential
[Information.

8. Vertex and Healtheare Provider are subjects 1o

comphiance with the law 106:1999 Coll.. On Free
Aceess Lo Informaton.and 1s therelore obliged. at
the request of an awthonized third party, to provide
requested  mlormation n accordance with  this
regulation and Apphcable Law.

pokud se Poskytovatel a‘nebo Illavni zkousejici
nakonec budeu uéastnit Klinického hodnoceni
provadéneho smluvnimi stranami. bude délka
povinnostt midenhvost takova. jak je uvedeno
v Elanku VI odstavee 2 vyse. nebo 23 pokud se
Poskytovatel arnebo Hlavni zkousepicl nakonee
nehbudou  adastmt Khmického  hodnoceni, bude
povinnost midenhivostt sedm (7)) et od sdéleni
Dl Ernyeh imlormaci.

8. Vertex bere na védomi. Ze Poskytovatel je povinnym
subjektem ve smyslu ziakona & 106:1999 Sh. o
svobodném  pfistupu k mlormacim, a e iz
povinen na Zadost tfeti osoby )i poZadovane
mlormace v souladu s timto zakonem poskyinout.

ARTICLE VI
OWNERSHIP OF STUDY RESULTS;
INVENTIONS AND PUBLISHING THE
RESULTS

The ITealthcare Service Provider will tully disclose
to Vertex all work, reports, writings, designs,
methods, computer sottware and data recorded in
any form. including but not limited to the Study
Documentation, that are created. developed,
written, conceived or made by the Ilealthcare
Service Provider, Study Statt or any other person
involved in the Study as a result of or in
connection with the Study or the pertormance of
their  obligations  under  this  Agreement
(collectively, ~Study Work™. Study Work Is
considerad to be a work on hire for benefit of
Vertex. Vertex will own all rights and interest to
and m the Study Work [rom the moment ol
creation ol such work.

The Healtheare Service Provider agrees that the
utle 1w any and all mvenuions, discovery. know-
how or improvements or other mntellectual property
rights and all copyrights work  conceved  or
reduced to practice durning the performance of this
Agreement andior in connection with the Study
(collectively  the  “Inventions™  will  be  the
exclusive  property ol Vertex: Any  patent
apphications (o inventions  or amprovements ol
exaisting medical procedures discovered m - the
course of or from the results ol the chmical Study
will be owned by and registered m the name ol
Vertex Pharmaceuticals  Incorporated.  Provider
represents that all Provider personnel. including
the Principal Investugator, perlorming any part ol
the Study are obhigated 1o assign 1o Provider all
mventions and ntellectual property nights that are
necessary Lo enable Provider o grant Vertex all
rights Provider purports to grant under this
Agreement. Provider hereby assigns and agrees to
assign to Vertex Pharmaceuticals Incorporated all
of Provider's right, utle and interest 1in and to all

CLANEK VIII.
VLASTNICTVI VYSLEDKU KLINICKEHO
HODNOCENI; VYNALEZY A PUBLIKOVANI
VYSLEDKU

1. Poskytovatel zdravotnich sluzeb se zavazuje plné
zpfistupnit spolecnosti Vertex véechny prace,
zpravy, pisemnostl. projekty, metody, poéitaéovy
software a zaznamenana data v jakékoliv formé,
véetnd  Dokumentace Klinickeho hodnoceni,
které  byly  vytvofeny, vyvinuty, sepsany,
vymyéleny, nebo udinény  Poskvtovatelem
zdravotnich  sluzeb. Personalem  Klinickeho
hodnoceni, nebo jinou osobou, uéastnici se na
Klinickém  hodnoceni v disledku,  nebo
vsouvislostt s Klinickym  hodnocenim,  nebo
splnénim  jejich  zavazkd ztéto  Smlouvy
{spole¢né .Dilo Klinického hodnoceni™); toto
dilo je povazovano va dilo na objednavku
Vertex bude vlastmt viechna prava a naroky
ktakovému  Dilu Khmekého  hodnoceni od
okamZiku vzmkutakoveho dila.

2. Poskytovatel zdravotnich sluzeh souhlasi s tim,
e pravni utul o kjakymkohy vynalezim,
objevim.  know-how, ncho Kk jingm  pravam
dusevniho  vlastmetvi a  aworskym  dilm.
vytvofenym. nebo uvedenym do praxe. béhem
pnéni L  Smlouvy  amncho v souvislosts
s Klmickym hodnocenim (spoleénd _Vynalezy ™),
bude ve vyluéném vlastnictyi spoleénostt Vertex.
Jakakohy patentova piihlaska na vynalezy. nebo
Zlepseni exastyyicich  I¢kafskyeh  postupid
objevenyeh v pribéhu Khnického  hodnoceni.
nebo plynoucich 2 jeho vysledkb, bude viasinéna
spolednosti Vertex a bude registrovana na jméno
spolednost Vertex Pharmaceuticals
Incorporated. Poskytovatel prohlagwe. Fe viichm
pracovnict  poskytovatele,  véeind  Hlavniho
zhkouseyiciho. ktefi provadéyi jakoukoh  &ast
Khnickéhe  hodnoceni. jsou povinm postoupit
Poskytovateli  viechny  vynalezy  a prava
dugevniho vlastnictvi, Kktera  jsou  nezbvtna
ktomu, aby to Poskytovatell umoznilo udélit
spoleénosti  Vertex  vdechna prava, kera
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Y]

Inventions. The Ilealthcare Service Provider will
take any action and execute any document
necessary to enable Vertex to use and execute any
Invention or night in an  Invention. including
disclosing 1o Vertex in wniting the conception.
reduction Lo practice or making such Invention and
will procure that all mights o patents, patent
apphication and mights 1o Gle lor patent can be
executed by Vertex without any title w additional
consideration. Vertex will be [ree to use the
Inventions without any restnictions ncluding their
assignment Lo third parties individually or as a part
ol the Vertex's business.

The Healtheare  Service Provider wall provide
Vertex with necessary cooperation and assistance
m o obtaming, at VerleX's  expense, any patent
protection as may be available with respect o such
Inventions. and  shall  execute  all  documents
necessary lor Vertex [or purposes ol procuring
such patent protection. The Healtheare Service
Provider shall ensure the prompt disclosure 1o
Vertex by the Principal  Investigator, co-
investigators,  other  Study  Statt,  including
consultants, agents or other parties involved in the
Study of any Inventions arising hereunder and
ensure their cooperation in  securing patent
protection as set forth herein.

Vertex s committed to honoring the principles of

academic freedom while, at the same tume,
protecting its Contfidential Intormation, the Study
Subjects, and the integrity of the Study and the
Study  Documentation all in compliance with
Applicable Law. Ilealthcare Service Provider
recognizes that, with respect to the Study, which 1s
part of a multi-site study. there is a need for a
coordinated approach to any publication or
presentation of results trom the sites.

a)  Accordingly, with  regard o the  Study.
Healthcare Service Provider may pubhish the
results based on data generated  at the
Healthcare  Service Provider provided  that
Healthcare Service Provider shall not pubhsh
or present these results from the Study 1o any
third parties until: (1) Vertex publishes the
results [rom all sites participating in the Study:
(1) Healthcare  Service  Provider  receives

notilication from Yertex that pubhication ol

‘o

Poskytovatel zamvsli  podle  teto Smlouvy
spoleénostt Vertex udélit. Poskyvtovatel timto
postupuje  asouhlasi  stim.  Ze  postoupi
spolednosti Vertex Pharmacceuticals Incorporated
veshera sva prava. naroky a podily na jakychkols
Vynalezech a k jakymhkoh Vynalezam.
Poskyvtovatel zdravotnich sluZeh, bude-h o treba,
udmi Jakékohy  opatfeni a podepise nezbyiné
dokumenty pro vykon prav k Vynalezdm. na
Vertex, véetnd zpiistupnént spoleénosti Vertex
v pisemné podobé popisw uvedeni do praxe,
nebo vytvofent Vynalezu a zapsti. aby viechna
prava Kk patentlim.  patentovym  Zadostem  a
pravam  podat Zadost o patent. mohla byt
realizovana  bez naroku na  dalsi odménu
spolednosti Vertex. Vertex bude opravnén ufivat
Vynalezy bez jakychkohy omezeni. véetnd jench
postoupent tretim stranam jednothvé. neho jako
&ast podniku spoleénost Vertex.

Poskvtovatel  zdravotnich — sluzeb  poskyine
spolednosti - Vertex potfebnou soudimnost a
astistenct pri ziskani. na naklady  spoleénost
Vertex, Jakékohy patentové ochrany. ktera bude
dostupma. pokud jde o Vynalezy a vyholovt
viechny  dokumenty.  které bude  Vertex
potiebovat za U¢elem zajidténi takové patentove
ochrany. Poskytovatel zdravotnich sluzeb zajisti
okamzité zpristupnéni spole¢nosti Vertex ze
strany  Illavniho  zkougejiciho,  zkousejicich.
ostatniho  Personalu  Klinického  hodnoceni,
véetné Konzultantd, zastupct, nebo jinych stran
wéastnicich  se na  Klinickém  hodnoceni,

jakychkoliv - Vynalezlt  vzniklych podle  této

Smlouvy a  zajsti jejich  soudinnost  pri
zabezpeceni patentoveé ochrany, jak je uvedeno
v teto Smlouvé.

Vertex se zavazuje uznavat principy akademicke
svobody, aviak soutasné chranit své Dlvérné
informace, Subjekty Klinickeho hodnoceni a
integritu Klinickeho hodnoceni a Dokumentace
Klinického  hodnoceni v souladu s platnymi
predpisy.  Poskytovatel  zdravotnich  sluzeb
uznava, ze se zietelem na Klinicke hodnoceni,
které je soucasti multicentrického klinického je
zde nutnost koordinovaného postupu, pokud jde
o publikovani, nebo presentaci vysledkd
z [ednotlivych mist.

1 Vrzhledem k tomu maze. pokud jde o Khmceké

hodnoceni, Poskytovatel zdravotnich sluzeb
pubhkovat. neho pnak zvefeppovat visledky
zalozent  na  adajich  generovanyeh
Poskvtovatele  zdravotnich  sluzeb  za
podminky. 7e Poskytovatel zdravownich sluzeh
nebude  publikovat. nebo  presentovat  tyto
visledhy 2 Khmekeho hodnocent Zadné et
osobd do ¢ doby ne?: (1) Vertex publikupe
vysledhy ze viech mist udasinicich se na

th




Protocol: VN19-445-117

b)

the multi-site results is no longer planned; or
(11) eighteen (18) months tollowing the Close
of Study, whichever occurs first. ~“Close of
Study™ means  database  lock  and  the
resolution ol all queries.

Healthcare Service Provider shall submit to
Vertex [or ats review a copy ol any proposed
pubhcation,  presentaton or - abstract
("Publication™ at  least  lorty-live  (45)
alendar days prior 1o the date of submission
[or pubhcation or presentation. Healtheare
Service Provider shall consider m good [aith
all comments recerved from Vertex during the
review  period  and - shall Vertex's
Conhidential  Informaton. 1l any: provided.
however. nothing i this Agreement  shall
prohibit Healtheare Service Provider from the
pubhcation ol all information generated at the
Healthcare Service Provider during the Study
that 15 necessary [or the accurate nterpretation
and presentation ot said medical research and
sclentific data of the Publication consistent
with the current standards tor medical
research and scientitic publications. In those
instances where Ilealthcare Service Provider
receives comments trom Vertex, they are
obliged to settle of the comments and resubmit
the Publication to Vertex and Vertex shall
have thirty {30) calendar days to make
additional comments. If Vertex determines
that the Publication contains patentable
subject matter which requires protection
Vertex may require the delay of submission
tor publication or presentation for an
additional period of time not to exceed sixty
(60) calendar days for the purpose of filing
patent applications.  Ilealthcare  Service
Provider shall give Vertex and-or Vertex's
personnel appropriate credit for any direct
contribution made by them, and shall
acknowledge  Vertex’s  support  in  all
publications and presentations. It ITealthcare
Service Provider does not agree to such
deletion or modilication. they shall so notily
Vertex and shall postpone such submission or
presentation o Pubhication Tor an additional
sixty (607 days 1o allow Vertex 1o seek legal
remedies  or Nle patent appheations.
Notwithstanding  anvthing 1o the  contrary
herein. the review pertod under this Section 4.
(b3 shall not exceed one hundred and twenty
(1203 calendar  days  rom  the date a
Pubhication s Oirst recaived by Vertex [or
TeVICW.

delete

Klinickém  hodnoceni; {11}  Poskytovatel
zdravotnich  sluzeb obdrzi od  spoleénosti
Vertex oznameni. Ze se publikace vysledki z
mist. provadi - mulucentrické

kde  se

osmnact (18) mdsich od Ukonéeni Klinmckéhe
hodnoceni podle  toho, ktera  z uvedenyeh

udalosti = nastane  nejdiive. _Ukondeni
Klinického hodnoceni™ /mamena uzamdéeni
databazi a vyfesent viech otazek.

Poskvtovatel  zdravotnich  sluzeh  predloii
spoleénosti Vertex kopiit navrhovand
pubhlkace. prezentace neho résumeé

{..Publikace™) L posouzeni neyménd Styficet
pét (45 kalendamich  dnt pred  datem
predlofeni K publikact nebo  prezentac.
Poskvtovatel zdravotnich sluzeb »wvazi v dobré
vife  viechny  pripominky.  obdriene  od
spoleénosti Vertex béhem doby pro posouszeni
a vypusti Davérné  inlormace  spolednost
Vertex, pokud tam budow oviem s tim. 7¢ nic
vicw  Smlouvé  nezakazue  Poskytovateh
zdravotich  sluzeh  pubhikovani  nlormaci,
vylvofenych  u Poskytovatele  zdravotnich
sluzeb  béhem  Klimekého  hodnoceni, kieré
Jsou nezbytne pro piesny vyklad a prezentaci
medicinského vvzkumu a védeckych udaji
Publikace v souladu se stavajicimi standardy
pro lékarsky vyzkum a védecké informace.
V pfipadech, kdy Poskvtovatel zdravotnich
sluzeb  obdrzi  od  spolednosti  Vertex
piipominky, je povinna je vyiesit a Publikaci
znovu piedlozit spoleénosti Vertex a Vertex
bude mit dalsich tficet (30) dni k dodateénym
piipominkam.  Jesthize Vertex uréi, ze
Publikace obsahuje patentovatelné piedméty,
které  vvzaduji  ochranu. muze Vertex
pozadovat  pozdrzeni s pfedlozenim  k
publikovani nebo presentaci po dodateénou

dobu.  ktera  nepresahne  Sedesat  (60)
kalendainich  dni,  za  uéelem  podani
patentovych prihlasgek. Poskytovatel
zdravotnich  sluzeb  uvede Vertex a‘nebo

pracovniky spoleénosti Vertex, pokud jde o
Jejich piime piispévky, a ve viech publikacich
a presentacich uzna podporu  spole¢nosti
Vertex. Jestlize Poskytovatel zdravotnich
sluZzeb  nebude  souhlasit s uvedenym
vypusténim - nebo  apravow.  oznami - toto
spoleénosti Vertex a odloZi avefenéni nebo
presentact Pubhkace o dodateényeh Sedesat
{60) dni, aby umoimh spolecnostt Vertex
hledat pravni prostfedhy ochrany. nebo podat
patentové pithlasky. Ber sfetele na ostatni
ustanovent eto Smlouvy. kterda stanovi opak.
nepfesahne  doba  pro posouzent Publikace
podle  tohoto  odstavee 4 (b)) Smlouvy
spoleénosti - Yertex  sto dvacet (120)
kalendafnich dni od data. kdy bude Publikace
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S0 Healtheare Service Provider shall assure that all
authors of abstracts, posters or other publications
relaing 1o the Swudy shall acknowledge the
assistance and [unding provided by Vertex in
support of author’s activities and shall disclose any
potential - conlhict  of nterest, ncluding  any
[inancial or personal relationship that could be
perceived 0 bas author’s work. as required by
scientific congresses or [or the purpose ol meeting
the requirements ol a journal associated with the
pubhcation ol the manuscript.

popreé  obdrzena  spoleénosti  Vertex
k posouzeni.
Poskytovatel  zdravotnich  sluzeb  zapsti,  aby
viichnt auwtoft résumé. postert. nebo jinveh

pubhikaci, wkajicich se Klhimiekého  hodnoceni.
uznali - podporu  a  Onancovani.  poskyinuté
spoleénosti Vertexe jako podporu akuvity autora a
sdehlh jakykoh potencialni konfhkt zaymd véetné
Onanénich a osobnich vztahd, které mohou byt
chapany  jako  oviiviuwicl dilo auora. jak se
vyZaduje védeckymi kongresy. nebo za acelem
dodreni poZadavkd Sasopistt WCastnicich se na
publikact rukopisu.

ARTICLE IX.
SETTLEMENT OF DISPUTES

The parties agree that they shall negotiate in good
faith to resolve any digpute between the parties
under this Agreement or related to this Agreement.
Any disputes unsettled by mutual agreement will

JCLANEKIN.
RESENI SPORU

Smluvni strany se zavazuji. Ze budou v dobré vife
Jednat, aby vyiesily jakvkoli spor mezi mmi z této
Smlouvy  vznikly  a‘nebo  stouto  smlouvou
souvisejicl. Jakykoli spor nevyiegeny vzajemnou

the Study. Vertex shall pay Healtheare Service
Provider those [ees, expenses and costs, at such
times and 1 accordance with such tmehnes as
are set lorth 1n the budget (" Budget™) attached
Lo this Agreement as Appendix No. 1 and which
lorms an ntegral part hereoll The Healtheare
Service  Provider acknowledges that  the
estimated total value of this Agreement is
265, 607 CZ.K.

20 The compensation set [orth n the Budget
includes all the Ilealthcare Service Provider’s
tees, expenses and costs relating to the proper
pertormance of the Study.

3. Provider acknowledges that the compensation
to Principal Investigator (and Study Statt) is
subject to a separate an agreement between
Vertex, the Principal Investigator and Study
Statt.

4. In the event of this Agreement is terminated

Study (as defined below), Vertex agrees to
compensate [lealthcare Service Provider for the
cost of actual work performed up to the Study
termination date and for any non-cancelable
commitments incurred by the Ilealthcare
Service Provider with regard to the completed
portion of the Study.

1. In full consideration lor the perlormance ol

tor any reason whatsoever prior to the Close of

1.

Y]

be referred to the materially and locally dohodou bude fesen u vécné a mistné piislusného
appropriate court in the Czech Republic. soudu ¥ Ceske republice.
ARTICLE X. CL.-'L\IEK X.
REIMBURSMENT ODMLENA

Vertex zaplati Poskytovateh zdravotnich sluzeb
za provedeni Khmického  hodnocent odménu
naklady a vydaje. jak jo podrobnd uvedenoe
pokud  jde o dobu  pnéni. v souladu s
harmonogramem stanovenym v rozpodtu
(.Rozpocet™). ktery je phipojen k této Smlouvd
Jako piiloha & 1 a tvofi jen nedilnou soudast.
Poskytovatel zdravotnich sluzeb prijima, Ze
celkova odhadovani hodnota této smlouvy je
265 607 K&.

Odména uvedena v Rozpodlu zahmupe veskerd
odmény. naklady a vvdaje Poskytovatele
zdravotnich sluzeb tykajici se Fadného provedeni
Klinického hodnoceni.

Poskytovatel  bere na védomi, Z¢ odmdéna
Maynimu zkoudejicimu (a Personalu Klinického
hodnocenty je  pledmétem  smlouvy  mezi
spole¢nosti  Vertex, [llavnim  zkousejicim,
a Personalem Klinického hodnocent.

V opiipadé ukonéeni této Smlouvy z jakéhokoli
dbvodu pred Ukonéenim Klinického hodnoeceni
(Jjak  je definovano nize) uhradi Vertex
Poskytovateli  zdravotnich sluzeb naklady na
skuteéné provedenou praci az do data ukonéent
Klinickeho hodnoceni a  nahradi  jakekoliv
nezruditelné zavazky, které ma Poskytovatel
zdravotnich sluzeb sohledem na dokonéenou
¢ast Klinickeho hodnoceni.
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3. Inaccordance with the law 3402015 Coll. on
Registry of Contracts, this Agreement and:or
any amendment shall be published on the
NMimsterial Contract Registry within thirty (303
davs [rom last signature. The Partics agree that
Healthcare Service Provider shall pubhsh this
Agreement, ats Exhibits and  any  [uture
amendments. and shall it ts disclosure 1o the
mlormation required by law.

Prior 1o pubhcation all mlormation related o
Personal Informaton. and business and trade

seerets, as delimed by the Cival Code par. 304 of

the Act. no. 892012 Coll, Civil Code. as
amended.will be removed. Both  contractual
parties consider as trade seeret [ollowmg (acts:
the Protocol. the Investigator brochure mcluding
appendix, the Certilicate ol Insurance and the
budget  detailing  the costs per procedures,
number of subject and duration ol the study.
Only the expected wtal study budget {contract
value) shall be published.

Vertex shall dralt the Onal Torm ol the
agreement Lor pubhication and this will be agreed
by both parties.

Provider agrees 1o

and complete  the

The Healtheare  Service
pubhsh  the  Agreement
metadata on the Contract Registry within 30
working  days alter Tmal  signature ol the
Agreement. The Medical Facihues shall provide
as a secondary recipient
CrechRepContractsigvrix.com. I the
Healthcare Service Provider Tails 1o pubhsh the
Final Document within the time specilicd above.
Vertex reserves the night w pubhish the Final
Document  and  shall nouly  the Healtheare
Service Provider in writing of such publication.
The parties understand that the site shall not be

initiated until the Tinal Document has been
published.
6. It Vertex requests the attendance of

ProviderProviders’s andor Principal
Investigator’s personnel at a Study startup
meeting, or other meeting necessary to provide
information regarding the Study. Study drug(s)
or device(s), Vertex shall provide
reimbursement in accordance with Vertex travel
and reimbursement policy for reasonable and
necessary travel and lodging expenses (including
meals and snacks) that are incurred to attend
such meeting(s) provided that attendance at such
meeting(s) has been specitically approved in
advance by Vertex. All receipts for such
meeting(s) must be submitted to Vertex within
sIXty (00) days of the date of the meeting.
Vertex shall make such reimbursements within
fortv-five (45) davs of receiving acceptable

3V souladu se zdkonem & 34072015 Sb., o
registru smluv, ve znéni pozdéjsich predpisi, tato
smlouva a'nebo jakakoli pfiloha musi byt
zvefeinéna prostredmictvim  registru smluy do
tfcets (30) dnd ode dne jejiho uzavieni. Strany se
dohodly, Ze poskytovatel  zvefeni tuto smlouvu,
Jep prilohy a jepi pripadné zmény. a omezi jegi
zvefeinéni na  nlormace  poZadovand podle
zakona.

Pred zverenénim budou ze smlouvy, ktera ma byt

svefenéna. odstranény veskeré mlormace
vzlahuwici  se ko osobnim informacim. a
obchodnimu  tajemstvi. jak e delinovane v

ob&anskeho zakontku v ust, § S04 2k ¢ 8972012
Sh. ob&ansky  zakonik. ve  znéni pozddsich
predmist. Za obchodni tajemstvi obd smluvni
strany - povazup wvto  skutednost: Protokol,
Souboru informaci pro zkouseyictho véewnd priloh,
Ponstng certilikat a Rozpodet upfesnuict naklady
na postupy a vvkony. podet subjektd hodnoceni a

délka  trvani studie. Zvefemén bude  pourze
odekavany  celkovy  rozpodet studie  (hodnota

rakazly).

Vertex  vypracuje konednou podobu smlouvy ke
zvefenéni a tato bude smluvnimi stranami
odsouhlasena.

Poskvtovatel zdravotnich sluzebsouhlasi s um. Ze
zvefeni smlouvu a vyplni metadata v registru
smluy do 30 dnl ode dne uzavieni smlouvy. 1).
phipojenim - posledniho podpisu smlouvy.
Poskvtovatel  zdravotnich  sluzeb  uvede  jako
sekundamiho adresata
CrechRepContractsi@vriceom. Vo piipadé. 7o
Poskvtovatel  zdravotnich  slufeb  nezvefemi
zavéredny dokument ve stanovené Thité uvedend
vise,  Yertex st vvhrazue  prave  uvefemit
zavéreény dokument a bude o tomto zvefenéni
informovat  Poskytovatele zdravotnich  sluzeb
pisemnou formou. Smluvni strany berou na
védomi, ze nedojde kinicializaclt pracovisté,
dokud nebude zavéredny dokument zvefemén.

6. Pokud bude Vertex pozadovat uéast pracovnikl
Poskytovatele a‘nebo Illavniho zkousejiciho pfi
setkani pii zahajeni Klinického hodnoceni nebo
pil jinem  setkani  potiebném  pro  poskvtnuti
informaci tykajicich se Klinického hodnocenit.
hadnoceného piipravku (pripravkd) nebo zafizeni.
poskytne Vertex uhradu v souladu se zasadami
spolecnostt  Vertex  tykajicimi  se  cestovani
a proplaceni vvdajd za piiméfené a nezbytné
cestovné avvdaje za ubytovani (véetné stravy
a ob&erstveni), ktere vznikly pii uastl na
takovychto  setkanich, za predpokladu,  Ze
spole¢nost Vertex uéast na takovvchto setkanich
konkrétné predem schvalila. Veskeré stvrzenky za
takovato setkani je treba predlozit spolecnosti
Vertex do Sedesatl {60) dnid od data setkani.

bea)
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detailed  documentation of such expenses,
proviled  that  Vertex  receives  such
documentation within sixty (60} days of the date
that the expenses were incurred.

Vertex provede takovéto vhrady do Styiiceti péti
{453 dnd od obdrzeni akceptovatelné podrobné
dokumentace o téchto vydajich za predpokladu,
Z¢ Vertex tuwo dokumentact obdrzi do Sedesan
{603 dnd od data. kdy vydaje venmikly.

ARTICLEXL
COMPLETING THE STUDY; EARLY
TERMINATION

The Study will be deemed complete and closed upon
data base lock at all sites and the resolution of all
queries.

(ay Lach party may terminate this Agreement
immediately by a written notice to come into eftect
in 3 days upon delivery to the other party it

{1y the Study 1s not approved by the appropriate
regulatory authorities and-or ethics committee
or if approval is withdrawn;

{11.) the regulatory authorities and:or the ethics
committee determines that the termination of
the Study or termination of the Study. is in
the best medical interests of the Study
subjects:

{111.) continuation ot the Study no longer serves or
promotes a valid scienulic interest;

{1v.) party  becomes  msolvent.  liles  for
bankruptey. 1s declared bankrupt or dissolves
wnless 1t documents o the other parties that
such peuition or activities are mahcious and
unsubstanuiated:

H\

the Principal Investigator 1s no longer able 1o
serve n that capacity for this Study and the
parties cannol agree n a tmely manner upon
a mutually acceptable replacement ol the
Principal Investigator:

{vi) conunuation of the Study cannot reasonably
be required due to circumstances outside the
control or mflluence ol Vertex or Healtheare
Service Provider:

{vn.) Healthcare Service Provider or any mdividual
or enuty rendering services in connection
with  the  Study  1s threatened  with
disqualification,  debarment or  otherwise
being banned trom conducting clinical trials,
or 1s threatened with exclusion, or is in fact
disqualitied, debarred. banned or excluded.

o (VIIANI-lI\"XI. '
DOKONCENI KLINICKEHO HODNOCENI;
PREDCASNE UKONCENI

Klinicke hodnoceni se bude povazovat za uplne a
dokoncené po uzaméeni databazi na véech mistech a
‘viedeni viech otazek.

(1) Kuwrakohv ze smluvnich stran miZe ukondit
tuto Smlouvu pisemnou vypovédi s vivpovédni
dobou ti1 dny ode dne doruceni vypovédi druhe
smluvni strané, pokud:

(1. Klinické  hednoceni  neni  schvaleno
piislugnymi  regulatornimi organy a‘nebo
etickou komisi nebo je takovy jejich souhlas
odvolan;

(1) regulatornt organy amebo ctickd komise
urdi, Z¢ ukondeni Khnického  hodnocent
nehbo  ukongent Khmického  hodnoceni e
vnepvyssim o zdravomim zgmu subjektd
Khnického hodnoceni:

(i) pokracovani v Khmickém  hodnoceni
nesloudt fegiumnim védeckym zamam:

jiz

(1v. smluvni strana se dostane  do platebni
neschopnosti. poZada o prohlaseni
konkurzw je na ni vyhlagen konkurz nebo se
zrusi. pokud ostatnim smluynim stranam
neprokaze. 7e se jednd o neopodstatnény
nebo udelovy navrh nebo jednani:

Hlavni  zkousepict neni nadale  schopen
vvkonavat svou tunkei v ramei Klinickeho
hodnoceni smluvni  strany
nedohodnou na jeho vzajemnd  pijatelné
nahradd:

a se vias

Vodisledku okelnosti mimo vliv spolednost
Vertex nebo  Poskytovatele  zdravotnich
sluzeb nelze piméfené pozadovat, aby
Klinické hodnoceni pokradovalo,

(v1.)

(vii.)  Poskytovatell  zdravotnich  sluzeb ¢l
Jakekoliv osobé (tyvzickeé 1 pravnicke), ktera
poskytuje sluzby v souvislosti s Klinickym
hodnocenim, bude hrozit ztrata zpGsobilosti,
vvloudeni zprofesni  organizace, zakaz
provadéni klinickych hodnoceni ¢é1 jiné
vvlouceni nebo k takové ztraté zpUsobilosti,
vvloudeni z profesni organizace. zakazu
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Y]

(by Vertex or Healthcare Service Provider (the
“Non-Delaulting  Party™ may  terminate  this
Agreement in the event ol a breach by the other
party {the ~“Delaulting Party™) provided that the
Non-Delaultng Party has provided wnitten notice
ol the breach ("Notice™ o the Delaulting Party,
reasonably detaihng the nature of the breach ol the
Agreement by Delaulting party. and the Delaulting
Party Fails 1o cure the breach within thirty (303 days
ol recempt ol the Notiee.

Vertex may terninate this Agreement upon thirty
(303 days [rom the date ol dehvery prior written
notice  without  stating  any  reason.  provided
appropriate steps are taken Lo ensure the protection
ol the health and salety ol the Study subjects.

The Healtheare Service Provider may not remove
or replace the Principal  Investigator  without
VertexXs consent. this 1s vahd and vice versa.

It Vertex and the Ilealthcare Service Provider
agree on replacement of the Principal Investigator,
the change of the Principal Investigator will be
eftective when the substitute Principal Investigator
consents to and agrees to comply with this
Agreement and consents 1n writing to his‘her
appointment as the principal nvestigator in form
of an amendment to the Agreement. It Vertex and
the Ilealthcare Service Provider are not able to
reach an agreement on the substitute Principal
Investigator within fifteen ¢13) days tollowing the
[Tealthcare Service Provider's proposal on new
principal nvestigator, Vertex may ummediately
terminate this Agreement.

In the event of termination of this Agreement due
to any reason, including completion of the Study,
the Ilealthcare Service Provider will be obligated
to the following:

a) immediately provide Vertex with all the
materials  and  documents  regarding

conduct of the Study. results. data and

mlormation obtained during conduct ol

the Study o the day of termmation ol this

Agreement. and placed i the premises ol

the Healtheare Service Provider lor the

purpose ol translermng Lo Verlex
mcluding Study Documentation:
), immediately retum to Vertex all unused

quantities ol the Investigational Drugs.

‘o

provadéni klinickyeh hodnoceni &1 jinemu
vylouéeni skutecné dojde.

(b)Y Vertex nebo Poskytovatel zdravotnich sluzeh
(dale  jen . Strana, ktera se nedopustila
poruseni”) j¢ opravnéna tuto Smlouvu vypovidét
svypovddnt dobou tFi pracovnich dni ode dne
dorudeni druhe smluvni strand v pfipadé porusent
druhou smluvni stranou {dale jen  Strana, ktera se

dopustila  poruseni) za predpokladu viak. Ze

Strana. kterd  se nedopustila porusent. dorudi
ornameni o takovém  porudeni (.OQznimeni)
Strand. ktera se dopustila poruseni. ve kterém

uvede pamdéfend podrobnosti a povahu poruseni
Smlouvy Stranou. ktera se dopustila poruseni. a ta
poruseni nenapravi do thicett (307 dnlt od dorudeni
Oznameni.

Vertex mbZe ukondit tute Smlouvu pisemnou
vypovédi bez uvedeni diivodu, s vypovédni dobou
thicet (303 dni ode dne doruceni. pokud budou
udinény  phiméfené kroky ko zapsténi ochrany
adravi a bezpednosti Subjektd Khmckého
hodnoceni.

Poskvtovatel zdravotnich sluzeb nesmi o odvolat
nebo nahradit ITlavniho zkousejiciho bez souhlasu
spolecnosti Vertex, toto plati a vice versa.

Jestlize se Vertex a Poskytovatel zdravotnich
sluzeb  dohodnou  na  vyméné  Illavniho
zkousejiciho, bude vyména Illavniho zkousejiciho
uéinna, jakmile nahradni ITlavni zkousejici bude
pisemné souhlasit s plnénim této Smlouvy a da
pisemny  souhlas ke svému menovani jako
hlavniho zkousejiciho ve formé dodatku této
Smlouvy.  Jestlize  Vertex a  Poskytovatel
zdravotnich  sluzeb  nedosahnou  dohody o
nahradnim ITlavnim zkougejicim béhem patnacti
{13) dnd od data sdéleni navrhu na nového
hlavniho zkousejiciho, mize Vertex ukonéit tuto
Smlouvu s okamzitym uéinkem.

V' pripadé ukonceni této Smlouvy z jakéhokoliv
dlivodu, véetné dokongeni Klinického hodnoceni,
Je Poskytovatel zdravotnich sluzeb povinno ucinit
nasledujici:

a) Okamzité poskytnout spolecnosti Vertex
veshere matenaly a dokumenty tykagici se
provadéni Khimickeho hodnoceni. vysledhy.
Gdaje a mlormace  ziskand v pribéhu
provadéni Khmckeho  hodnocent ko datu
ukonéeni o Smlouvy a umisténé je v
prostorach — Poskytovatele  zdravotnich
sluzeh  za adelem  jepch prevedeni
spolednostt Vertex. véetnd Dokumentace
Khmchkéhe hodnoceni:

b Okamztd vraut spolednost Vertex veskerd

20
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stored in the premises of the Ilealthcare
Service Provider or, at the Vertex's
instruction, dispose of such
Investugational Drugs in accordance with
the Study Protocol.

<) m case ol the termmation of ths
Agreement prior o Close ol Study.
Healthcare Service Proviader will, upon
the request ol Vertex, transler  the
enrolled Study subjects to another chnical
sile n o accordance  with  Vertex's
mstructions.  Vertex has  the night to
assume  [ull control of the termimated
Study  and  the  Healthcare  Service
Provider  will  wm  over all  Study
Documentation and  matenials i thar
possession  associated  with the Study.
meluding  all Swdy Work,  as
expeditously  as possible and  provide
such other assistance as 1s necessary Lo

ensure a smooth and orderly transiion ol

the Study that will not mvolve any
disruption ol the Study Protocol.

nepouzité mnozstvi [lodnocenveh 1é€iv,
uskladnénych v prostorach Poskytovatele
zdravotnich sluZeb, nebo. podle instrukce

spolednostt - Vertexe s mm naloZit v
souladu s Protokolem Khimckého
hodnocent:

¢) Vopfipadd ukondeni této Smlouvy pred

Ukondenim Khinickeho hodnoceni prevede
Poskytovatel zdravotnich sluzeb na Zadost
spoleénostt Vertex Subjekty Khimického
hodnoceni do pncho centra. v souladu s
nstrukeen spoleénosti Vertex: Vertex ma

prave  prevzit plnou kontrolu nad
ukonéenym  Khnickym  hodnocenim— a
Poskytovatel  zdravotnich  sluzeb  vrau
vesherou Dokumentact Klinického
hodnoceni a4 matenaly,  spojendé s
Khmckym hodnocenim. které ma v drieni,
véemdé  Swudimiho  Dila Khimckeho
hodnoceni, jak negrychlen je 1o moiné a
poskyine  dal$i soudimnost. ktera bude

nezbyina ko ozapséni plynulého a fadného
prevodu Klmickeho hodnoceni. tak. aby to
neznamenalo  Zadné  preruseni Protokolu

partnership, or relationship of principal and agent

6. The Healtheare Service Provider may not assign Khmckého hodnoceni.
this Agreement and any right and obligation
arising from this Agreement without the prior | 6. Poskytovatel zdravotnich sluzeb nesmi postoupit
written consent of Vertex. The Ilealthcare Service tuto Smlouvu ani zadna prava a zavazky plynouct
Provider acknowledges and agrees that Vertex may z této Smlouvy bez piedchoziho pisemného
assign this Agreement in whole or in part; it the souhlasu  spoleénosti  Vertex.  Poskytovatel
Parties have already rendered any pertormance zdravotnich sluZzeb bere na védomi a souhlasi
hereunder, the assignment applies to only what has stim, Ze Vertex muize postoupit tuto Smlouvu
not been performed.. Jako celek, nebo ¢astecné: v pripadé, ze )iz bylo

na wto Smlouvu smluvnimi stranami plnéno, ma
postoupeni uéinky jen ktomu, co jedté plnéno
nebylo.
ARTICLE XII. CLANEK XII.
CLOSING PROVISIONS ZAVERECNA USTANOVENI

1. The legal relations not specilically  addressed | 1. Pravni vztahy, které nejsou specialnd upravend
herehy will be subyject W the appropriate provisions vidte Smlowd se budou  fidit prislusngnm
ol the Act no 89:2012 Coll. ol the Civil Code. as ustanovenin - zak. ¢ 8922012 Sh.. obéansky
amended and the Act no 3782007 Coll.. on zakonik. ve znéni pozddsich piedpist a k. &
Pharmaceuticals. as amended and other relevant 3782007 Sho. zakona o Ieivech a  dalsim
pharmaceutical  regulation in the arca of the relevantninn pravninn predpisy v oblasu
chmeal studies ol pharmaceuticals. khmickeého hodnocent [é&ivyeh piipravki.

20 This Agreement wall be interpreted and govemned | 200 Tate Smlouva se fidi a bude vykladana v souladu
by Crech Law excluding s conthict ol law Seskym pravem. vyyma jeho koliznich ustanoveni.
provisions.

3. The Agreement may be amended or modified | 3. Tato Smlouva maze byt doplhovana. nebo ménéna
solely 1in wnting based on the agreement ol the pouze pisemnd na zakladé  dohody smluvnich
contracting partics by the wntten  numbered stran. a Lo pisemnym odislovanym dodatkem.
amendment.

4. Nothing will be construed as creating a | 4. Zadné ustanoveni této Smlouvy nelze vykladat

jako ustanoveni zakladajici obchodni sdruzeni.
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between the parties.

Neither party is liable to the other party or shall be
n default of its obligations hereunder if such
default 1s the result of war, hostilities, revolution,
civil commotion. government action, strike,
epidemic, accident, fire, wind. flood or because of
any act of God or other cause beyond the
reasonable control of the party affected. The party
affected by such circumstances shall promptly
notify the other party in writing when such
circumstances cause a delay or failure in
performance (“Delay™) and where they cease to do
so. In the event of a delay lasting for 6 weeks or
more either party shall have the right to terminate
this Agreement immediately by notice in writing to
the other party.

Notices hereunder must be in writing and given to

the other party by certified or first class mail with
return receipt, or by recognized overmght courier
service to the mailing address set forth below or to
such other address as may be requested by party in
writing. Notices shall be deemed to have been
received (a) if delivered by certified or first class
mail, five (5) business days after deposit in the
mail; (b) if delivered by overnight courier, the next
business day; and (¢) if by electronic transmission
(provided the original follows via first class mail).
Notices to Vertex related to Article XIT shall be
sent to the attention of the “Office of General
Counsel”. All other communications and notices
shall be sent to the attention of the individual or
department designated below:

Ifto Vertex:
Attn.: Senior Director. Vendor and Business
Management
50 Northern Avenue
Boston. MA 02210
Email: CTA Notice(@vrtx.com

With a copy to:
The Office of General Counsel
Email: Legal Notice({@vrix.com

1f to Healthcare Service Provider:

Fakultni nemocnice v Motole,

Attn.: Klinicka hodnoceni leéiv ,

sekretariat naméstka pro LPP . V Uvalu 84, 150
06 Praha 5, Czech Republic

Email: studie@tnmotol.cz

5

nebo mandatni vztah mezi smluvnimi stranami.

Zadna smluvni strana neodpovida druhé strané a
nebude v prodleni splnénim  zdvazkd z této
Smlouvy, pokud neplnéni nastane v ddsledku
valky,  nepratelstvi, revoluce, obcanskych
nepokojll, vladnich opatfeni, stavky. epidemie,
nehody, ohné, vétru, zaplavy, nebo z diivodu jiné
zivelné uddlosti, nebo jiného divodu mimo
rozumnou  kontrolu dotéené smluvni strany.
Smluvni strana dotcena takovou udalosti o tom
thned uvédomi druhou smluvni stranu pisemné,
jestlize takova udalost zpisobi prodleni, nebo
neplnéni {,.Prodleni*} a kdy tato udalost pfestane
pusobit. V pfipadé, Ze Prodleni bude trvat déle
neZ 6 tydntl, nebo vice, bude mit kaZda smluyni
strana pravo ukonéit tuto Smlouvu s okamZitym
uéinkem, pisemnou vypovédi dorudenou druhé
smluvni strané,

Oznameni podle této Smlouvy musi mit
pisemnou formu a musi byt odeslana druhé
smluvni  strané  doporuéenym  dopisem s
dorufenkou nebo uznavanym poskytovatelem
kuryrnich sluZeb s dorudenim pfes noc, a to na
nize uvedenou dorucovaci adresu, nebo na jinou
adresu  dle pisemného poZadavku strany.
Oznameni se povaZzuje za dorucené_(a) paty (5.)
pracovni den po odeslani v pfipadé odeslani
doporucenym dopisem; (b) nasledujici pracovni
den v pfipadé odeslani kurymi sluzbou
sdoruéenim pfes noc, a (c¢) odesléanim
elektronickeé posty (pokud je original zaroven
odeslan doporu¢enym  dopisem). Ozndmeni
spoleénosti Vertex vztahujici se k Clanku_ XII
budou adresovana “Kancelaii vedouciho
pravniho oddéleni” [Office of General Counsel].
Veskerda jind komunikace a oznameni budou
adresovana nize uvedenym jednotliveim ¢&i
oddélenim:

Pokud jde o Vertex:
K rukam: Senior Director, Vendor and Business

Management

50 Northern Avenue

Boston, MA 02210

Email: CTA Notice(@vrtx.com

S v kopii:
The Office of General Counsel
Email: Legal Notice(@vrix.com

Pokud jde o Poskvtovatele zdravotnich sluZeb :
Fakultni nemocnice v Motole,

K rukam: Klinicka hodnoceni 1é¢iv ,

sekretariat naméstka pro LPP . V Uvalu 84, 150
06 Praha 5, Czech Republic

Email: studief@fnmotol.cz
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8.

7. Vertex may engage a contract research
organization (“"CRO™) to assist Vertex by
performing certain  clinical trial  related
services Lor and on behall of Vertex. Vertex
has the sole night o select a contract research
organization and has the right to replace CRO
at its sole discretion. In that event. Vertex will
notily  Provider in writing ol such an
appointment or change and references to CRO
under this Agreement will refer to the new
contract research organization from the time
of such a transition onward.

This  Agreement  including  exhibits  and
appendices. il _anv. _and any amendments dulv

10,

exccuted  hereunder.  constitutes  the  entire
Agreement between the parties concerning  the
subject matter contamned and supersedes anv prior
or contemporanc ous agreements and
understandings hetween the parties concerning this
subject matter. No amendment or modification off
this Agreement shall be vahd or binding upon the
parties unless executed m writing.

This Agreement has been executed m three (3)
copies each in Czech and English, with each
contracting party obtaining a copy of the
Apreement in both languages. In case of anv
discrepancy between the language versions the
(Czech version will prevail. Should this Agreement
be executed in counterparts. each shall be deemed
an original instrument. and all of which shall
constitute a single agreement. This agreement
comes into force at the time the agreement is fully
executed.

Following annexes form an integral part hereof:

Appendix | - Compensation and Budget

[SIGNATURE PAGE TO FOLLOW |

10

Vertex mtze namout smluvni  vyzkumnou
organizaclt (.CRO™). aby spolecnosti  Vertex
pomahala  poskytovanim  wréitych  sluzeb

souvisejicich s klickym  hodnocenim jménem
spoleénosti Vertex.  Vertex ma vvluéné pravo
vvbrat s1 smluvni vvzkumnou organizact a nahradit
CRO na zaklade vlastnihe uvazeni. Viakoveém
pripadé bude Vertex Poskyiovatele o takovémto
jmenovani nebo zméné  pisemné  informovat
a odkazy na CRO dle téte Smlouvy se budou tvkat
nove smluvni vvzkumné organizace podinaje dnem
prechodu

Tate Smlouva véetné viech pripadnveh pfiloh a
veskerveh fadné vyhotovenveh a podepsanveh
dodatktt tvori dplnou Dehodu mezi smluvnini
stranami ohledné jejitho predmétu a nahrazuje
veskera predchozi nebo  soucasné  dohody  a
ujednani mez smluvnimi stranami ohledné jejiho
predmétu. Zadny dodatek ani zména této Smlouvy
neni platnd a pro smluvni strany zavazna. dokud
neni vyhotovena pisemné a fadné podepsana.

Tato  Smlouva byla podepsana ve tfech (3)
vvhotovenich v jazyce eském a anglickém a
kazda smluvni strana obdrzi jedno vyvhotoveni
Smlouvy v obou jazveich. V piipadé jakehokoliv
rozdilu v jazykovych verzich. bude platit verze
¢eska. Pokud tato Smlouva bude vvhotovena
ve stejnopisech. vsechny budou povazovany za
ptivedni dokument, a viechny budou tvorit jednu
smlouvu. Smlouva nabyva platnosti dnem. kdy je
smlouva plné podepsana.

. Nedilnou souéasti teto Smlouvy jsoue tato priloha:

Piiloha | — Odména a rozpocet

[NASLEDUJE STRANKA PRO PODPISY )
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CLINICAL STUDY AGREEMENT

[SIGNATURE PAGE|

The parties  have  caused  their  duly  authorized
representatives Lo sign this Amendment, and acknowledge
that they have consented to the terms of this Amendment
as ol the Ellecuve Date set lorth above

VERTEX

By

Tile: Senior Director, Vendor and Business Management

FAKULTNI NEMOCNICE V MOTOLE

By:
Name: (R -\ on mandate basis

The undersigned (D :
an Investigator, hereby certify that I have read the
contract 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
Intormation only tor the purpose of this Study.

As the Investigator. 1 agree that Vertex (and CRO it
applicable} will collect, process and disclose mv personal
information. including name. qualification and experience
in clinical trials. my financial data including but not
limited to the information on provided remuneration and
tinancial compensation as well as other personal data for
administrative purposes in connection with the Studv. and
Iif necessary for submission to ethics committees and to
the government authorities and [ undertake to ensure that
such consent givenalso by the co-investigator(s) and other
members of the study staft.

Date

Signature

[APPENDIN 1TO FOLLOW]

SMLOUVA O KLINICKEM ITODNOCENT
[STRANK A PRO PODPISY]|

Na dukaz jepich soublasu se znénim W Smlouvy.
podepsaly smluvni strany nize tuto Smlouvu

VERTEX

Podpis
Imeéno: (D

Funkee:  Semior  Iirector, Vendor  and  Business
NManagement

FAKULTNI NEMOCNICE V MOTOLE

Podpis:

Jmeno: (R o laclc poverent

Ja, nize podepsany (G
jako zkousejicl potvrzujl, ze jsem se fadné seznamil se
smlouvou a pfislusnou  dokumentaci ke klinickemu
hodnocent leciva a zavazujl se zajistit dodrzovani
povinnostt z nich vvplyvajicich Dale se zavazujl
nezvefejnovat informace tykajict se pledmétneho
klinickehe hodnoceni  bez predchoziho  pisemného
souhlasu zadavatele. zachovavat mléenlivost o vsech
poskytnutych informacich. povazovat tyto za divérne a
zdrzet se jakehokoliv jineho uziti téchto informaci a
vvsledkl nez pro uéely tohoto klinického hodnoceni. Jako
zkougde|ici souhlasim s tim. Ze zadavatel (a popf. 1 CRO)
bude/budou  shromazdovat. pouzivat. zpracovavat a
zveiejnovat me osobni udaje. véetné jmena. kvalifikace a
zkusenosti v Klinickem hodnocent. mé finanéni udaje
vztahujici se mimo jine kobdrzene odméné a finanéni
nahradé a dalsi osobni udaje k administrativnim uéeltim
v souvislosti s klinickym hodnocenim, popf, k poskytnuti
ctickvym komisim a statnim Gfadlm a zavazuj se zanstit
tento souhlas 1 od spoluzkoudejicich a ostatnich ¢lenu
studiniho tvmu,

[Datum

Podpis

INASLEDUIKE PRILOHA 1]

A24
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[End of Appendix 1]




