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CLINICAL STUDY AGREEMENT

SMLOUVA O PROVEDENiI
KLINICKEHO HODNOCENI

This clinical study agreement (“Agreement”),
effective as of the day of publication in the Contracts
Registry (the “Effective Date”), is entered into by and
between Medpace Clinical Research, LLC., with its
principal office and place of business at 5375
Medpace Way, Cincinnati, Ohio 45227 and VAT No:
81-4138570 , represented by [ EGcTcNGGGGE.
Senior Associate Director, ("Medpace”), and
Fakultni nemocnice v Motole, a clinical research site
with its principal office and place of business at
V Uvalu 84, 150 06, Praha 5, Czech Republic and ID
No: 00064203, represented by: [ EGcNcNGNNNGE
] by delegation,a health care
provider("Institution”). Medpace and Institution are
each a Party and collectively (the “Parties”).

WHEREAS, lonis Pharmaceuticals, Inc, with its
principal office at 2855 Gazelle Court, Carlsbad, CA
92010, United States (“Sponsor”) is sponsoring a
clinical study on the compound Olezarsen (the
“Study Drug”), in accordance with Protocol No. ISIS
678354-CS6 titled “A Randomized, Double-Blind,
Placebo-Controlled, Phase 3 Study of Olezarsen
(ISIS 678354) Administered Subcutaneously to
Patients with Severe Hypertriglyceridemia” (the
“Protocol”), and Institution possesses facilities
appropriate to be wused in the conduct and
performance of clinical studies. The performance of
the Protocol shall be referred to herein as the
“Study”; and

WHEREAS, Medpace and Principal Investigator (as
defined below) have entered into a separate
agreement governing Principal Investigator’s
obligations and responsibilities with respect to the
performance of the Study; and

WHEREAS, Medpace is a contract research
organization which has been contracted by Sponsor
to manage and administer the Study; and

WHEREAS, Medpace desires that Institution
participate in the conduct of the Study in accordance
with the Protocol and the terms and conditions of this

Tato smlouva o provedeni Klinického hodnoceni
(dale jen ,,smlouva“) ktera je i¢inna ke dni zvefejnéni
v registru smluv (dale jen ,,datum ucinnosti®) byla
uzaviena mezi spoleénosti Medpace Clinical
Research, LLC., s ufedni adresou a mistem
obchodniho podnikéni na adrese 5375 Medpace
Way, Cincinnati, Ohio 45227, DIC: 81-4138570,
zastoupenou [ GGG, :2no7crem
klinického hodnoceni(dale jen ,Medpace”), a
Fakultni nemocnice v Motole pracovistém
klinického vyzkumu, s tufedni adresou a mistem
podnikani na adrese V Uvalu 84, 150 06, Praha 5,
Ceska republika, IC0:00064203, zastoupenou
, ha zakladé
povéteni, poskytovatel zdravotnich sluzeb (dale jen
»zdravotnické zafizeni®). Spoleénost Medpace a
zdravotnické zafizeni jsou zde oznafovany
jednotlivé jako ,,smluvni strana® a souhrnné jako
»smluvni strany* (dale jen ,,smluvni strany*).

VZHLEDEM K TOMU, ZE spole¢nost lonis
Pharmaceuticals, Inc, s ufedni adresou 2855 Gazelle
Court, Carlsbad, CA 92010, Spojené staty americké
(dale jen ,,zadavatel*) je zadavatelem Kklinické studie
sloueniny olezarsen (dale jen ,hodnoceny
piipravek®) v souladu s protokolem ¢. ISIS 678354-
CS6 s ndzvem ,,Randomizovana, dvojité zaslepena,
placebem kontrolovana studie faze IlIl hodnotici
podkozni podani ptipravku olezarsen (ISIS 678354)
u pacientt se zavaznou hypertriglyceridémii”
s ¢islem ISIS 678354-CS6“ (dale jen ,,protokol®),
pti¢emz zdravotnické zatizeni disponuje zatizenim
vhodnym k fizeni a provadéni klinickych studii.
Provadéni protokolu bude v této smlouvé uvadéno
jako “studie; a

VZHLEDEM K TOMU, ZE spole&nost Medpace a
hlavni  zkousejici  (uvedeny nize) uzavieli
samostatnou  smlouvu upravujici zavazky a
povinnosti hlavniho zkousejiciho s ohledem na
vykonavani studie; a

VZHLEDEM K TOMU, ZE spole¢nost Medpace je

N . . .~ | smluvni vyzkumnou organizaci, kterd byla
Agreement, and Institution desires to participate in zadavatelemyna'ata (0 Fiz I?ia spravu studie- a y
the conduct of the Study in accordance with the jata p © P '
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Protocol and the terms and conditions of this
Agreement.

NOW THEREFORE, in consideration of the
foregoing and the mutual covenants and promises set
forth herein and other good and valuable
consideration, the receipt and adequacy of which are
hereby acknowledged, the Parties agree as follows:

VZHLEDEM K TOMU, ZE si spole¢nost Medpace
pteje, aby se zdravotnické zafizeni zucastnilo
provadéni studie v souladu s protokolem a
podminkami této smlouvy a zdravotnické zafizeni si
pfeje se zucastnit provadéni studie v souladu s
protokolem a podminkami této smlouvy.

PROTO, s ohledem na vyse uvedené skute¢nosti,
vzadjemna ujedndni a pfisliby vyjadiené v této
smlouvé a fadnou a hodnotnou odménu, jejiz ptijeti
a pfiméfenost se timto potvrzuje, bylo smluvnimi
stranami ujednéano nasledujici:

1 SCOPE OF WORK

1.1 Institution and Principal Investigator (as
defined in the Principal Investigator section)
shall perform the Study in strict compliance
with the terms and conditions of this
Agreement, any written instructions from
Sponsor and/or Medpace, all generally
accepted standards of Good Clinical
Practice, the Protocol, and with all applicable
local laws and regulations including and
without limitation those governing the
performance of clinical investigations. A
copy of the Protocol has been provided to
Institution and Principal Investigator and is
hereby incorporated by reference, together
with any and all amendments thereto, into
this Agreement. For the avoidance of doubt,
where this Agreement refers to the “Principal
Investigator”, the Parties agree that the
Institution shall ensure that the Principal
Investigator shall perform, comply with,
abide by and/or adhere to any terms and/or
conditions as stated herein.

1.2 The Sponsor ensures the distribution of the
Study Drug to the Institution’s pharmacy
where the designated pharmacist
(“Pharmacist”) receives and verifies the
Study Drug (i.e. if shipment is not damaged,
in case of the extra requirements for the
transportation, if these requirements have
been adhered, confirm the receipt of the
shipment). Once Study Drug is received and
verified, the Principal Investigator shall pick
up the Study Drug and will be fully
responsible for the Study Drug. When the
shipment is sent, the Pharmacist [}

. I il be notified by an

1 ROZSAH PRACI

1.1 Zdravotnické =zafizeni a hlavni zkousejici
(definovany v casti tykajici se hlavniho
zkouSejiciho) budou provadét studii v
ptisném souladu s podminkami této smlouvy,
jakymikoliv pisemnymi pokyny zadavatele
a/nebo spole¢nosti Medpace, vSemi obecné
ptijimanymi standardy spravné klinické
praxe, protokolem a v§emi platnymi mistnimi
zdkony a ptedpisy, mimo jiné vcetné téch,
které  upravuji  provadéni  klinickych
hodnoceni. Zdravotnickému  zafizeni a
hlavnimu zkousejicimu byla poskytnuta
kopie protokolu, ktera je timto spole¢né s
veSkerymi svymi dodatky za¢lenéna do této
smlouvy formou odkazu. Aby se zamezilo
pochybnostem, je nutné uvést, ze se smluvni
strany dohodly, Ze v ptipadech, kdy se v této
smlouvé odkazuje na ,,hlavniho
zkousejiciho®, zdravotnické zatfizeni zajisti,
Zze hlavni zkousejici bude plnit veskeré
podminky zde uvedené a/nebo podiidi se jim,
bude se jimi fidit a/nebo je dodrzovat.

1.2 Zadavatel  zajisti  distribuci  zé&silky
hodnocenych  ptipravki  do  1ékarny
zdravotnického zatizeni, kde ji odpovédny
lékarnik (dale jen ,lékarnik“) pievezme a
zkontroluje tzn. neni-li poskozena, v pfipadé
zvlastnich pozadavki na transport, byly-li
tyto pozadavky dodrzeny, piijem zasilky
potvrdi). Jakmile je pfijeti hodnoceného
ptipravku pfijato a ovéfeno, hlavni
zkouSejici si hodnocené 1é¢ivé pripravky
vyzvedne na centrum a je za né plné
zodpovédny. V ¢ase odeslani bude zaslan
notifikacni email odpovédné farmaceutce:
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email at: [N

The Sponsor ensures the destruction of the
unused Study Drug at its expense. Sponsor
shall arrange for shipment of Study Drug to
the following address:

Nemocni¢ni 1ékarna FN Motol,

V Uvalu 84, 150 06 Praha 5 and a name of a
responsible Pharmacist

I 2 email
. L ikvidaci
nevyuzittho  hodnocené  piipravku  si
zadavatel zajisti na vlastni naklady.
Zadavatel zajisti dodavku 1é¢ivého piipravku
na adresu:

Nemocnic¢ni lékarna FN Motol,

V Uvalu 84, 150 06 Praha 5 a oznadi ji jménem

odpovédného 1ékarnika

2.1

PRINCIPAL INVESTIGATOR

Without derogation to the compliance
standards set forth in Section 1, Institution’s
principal investigator is || GczEN

(“Principal
Investigator”). Principal Investigator will be
responsible for the supervision and conduct
of the Study in accordance with applicable
Institution  policies,  which  policies
Institution warrants and represents are not
inconsistent with the terms of this
Agreement and the Protocol. If, for any
reason, the Principal Investigator is unable or
unwilling to continue to serve as Principal
Investigator and a successor Principal
Investigator acceptable to Institution,
Medpace, and Sponsor is not available, this
Agreement shall be terminated as provided in
accordance with Section 9. Institution and
Principal Investigator warrant and represent
that Principal Investigator is fully qualified
to conduct the Study and to serve in the
capacity of Principal Investigator. Principal
Investigator and all persons or entities who
perform any portion of the Study (“Study
Personnel”) shall be employees or
subcontractors of Institution and Institution
shall be responsible for their compliance
with the terms of this Agreement. Institution
represents that it is not a corporation or
partnership that is and has not been treated as
a U.S. corporation or U.S. partnership, and
that all payments Institution received under
this Agreement will be for services rendered
outside the United States.

2.1

HLAVNIi ZKOUSEJiCi

Bez vyjimky ze standardid dodrzovani
ptedpist uvedenych v oddile 1 je hlavnim
zkousejicim zdravotnického zatizeni ||l
I (e jen ,hlavni
zkouSejici®). Hlavni  zkouSejici ponese
odpovédnost za dohled nad studii a
provadéni studie v souladu s piislusnymi
ptedpisy  zdravotnického  zafizeni a
zdravotnické zafizeni zarucuje a prohlasuje,
7ze tyto predpisy nejsou v rozporu S
podminkami této smlouvy a s protokolem.
Pokud hlavni zkous$ejici z jakéhokoliv
divodu jiz dale nebude schopen nebo
ochoten  vykonavat  funkci  hlavniho
zkousejiciho a nebude k dispozici nastupce
hlavniho  zkouSejiciho  pfijatelny  pro
zdravotnické zatizeni, spole¢nost Medpace a
zadavatele, bude tato smlouva ukonéena, jak
je uvedeno v oddilu 9. Zdravotnické zatizeni
a hlavni zkousejici zaru¢uji a prohlasuji, ze
hlavni zkousejici je pIné kvalifikovan k
provadéni studie a vykonu funkce hlavniho
zkousejiciho. Hlavni zkousejici a veskeré
0soby ¢i subjekty provadéjici kteroukoliv z
¢asti studie (dale jen ,,studijni personal®)
budou zaméstnanci nebo subdodavatelé
zdravotnického =zatizeni a zdravotnické
zafizeni ponese odpovédnost za dodrzovani
podminek této smlouvy témito subjekty.
Zdravotnické zatizeni prohlasuje, ze neni
obchodni spole¢nosti nebo konsorciem, které
bylo a je povaZzovano za americkou obchodni
spole¢nost nebo americké konsorcium, a ze
vSechny platby, které zdravotnické zatizeni
obdrzi na zakladé této smlouvy, budou za
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sluzby poskytované mimo Gzemi Spojenych
statd.

2.2 Institution agrees that Principal Investigator | 2.2 Zdravotnické zafizeni souhlasi, Ze hlavni
shall enroll in the Study approximately 4 zkouejici zatadi do studie priblizng 4
evaluable Study subjects who meet the hodnotitelné subjekty, ktefi v prib&hu
inclusion criteria of the Protocol during the obdobi pro zafazovani, tj. pfiblizng od zafi
enrollment  period  of  approximately 2022 do dubna 2024, spliuji kritéria
September 2022 to April 2024. The actual protokolu pro zatazeni. Samotné obdobi pro
enrollment period may be extended or zafazovani mize byt na zdkladé pisemného
shortened upon written notice by Medpace or oznameni spole¢nosti Medpace ¢i zadavatele
Sponsor. As enrollment will be competitive prodlouzeno & zkraceno. Jelikoz bude
across all sites participating in the Study, zafazovani probihat kompetitivni formou
Sponsor reserves the right to instruct the napH¢ viemi pracovisti, kterd se studie
Principal Investigator to enroll fewer or more Gdastni, vyhrazuje si zadavatel pravo dat
_subje_cts than the number agreed as set forth hlavnimu zkousejicimu pokyn, aby zafadil
in this Agreement. niz§i & vys$§i pocet subjektd, nez bylo

ujednano této smlouve.

3 CONFIDENTIAL INFORMATION 3 DUVERNE INFORMACE

3.1 “Confidential Information” means all | 3.1 ,Divérnymi  informacemi® se rozumi
information that is (a) provided by or on veskeré informace, které jsou (a) poskytnuty
behalf of Sponsor or Medpace to Institution zdravotnickému zafizeni nebo hlavnimu
or Principal Investigator in connection with zkousejicimu zadavatelem nebo spolecnosti
this Agreement and/or the Study, or (b) Medpace v souvislosti s touto smlouvou
developed, obtained, or generated by a/nebo studii; nebo (b) vyvinuté, ziskané ¢i
Institution, Principal Investigator, or Study vytvofené zdravotnickym zafizenim,
Personnel as a result of performing the Study hlavnim  zkouSejicim  nebo  studijnim
under this Agreement (except for a Study persondlem jako vysledek provadéni studie
subject’s medical records), including, but not dle této smlouvy (vyjma zdravotnich
limited to, intellectual property, the Protocol, zaznamu subjektt studie), které zahrnuji
Study Data, results, and reports from all sites mimo jiné duSevni vlastnictvi, protokol,
conducting the Study including Institution. Udaje ze studie, vysledky a zpravy ze vsech
Confidential Information and all tangible pracovist, kterd studii provadéji, vcetné
expressions, in any media, of Confidential zdravotnického zatizeni. Duvérné informace
Information are the sole property of Sponsor a veSkera hmotnd vyjadieni duvérnych
or Medpace, as applicable. informaci na jakémkoli druhu médii jsou

vyhradnim vlastnictvim zadavatele, piipadné
spole¢nosti Medpace.

3.2 Institution agrees not to use and shall ensure | 3-2 ~ Zdravotnické zafizeni souhlasi s tim, Zze
that no Study Personnel use, Confidential nebude davérné informace pouzivat k
Information for any purposes other than to jakymkoli jinym ucelim nez k provedeni
conduct the Study. Institution agrees not to studie, a zajisti, aby je tak pouzival i studijni
disclose Confidential Information to third personal. Zdravotnickeé zatizeni se zavazuje,
parties except as necessary to conduct the ze duveérné informace nesd€li zadné tieti
Study and under an agreement by the third stran& vyjma ptipadi, kdy je to nezbytné pro
party to be bound by the obligations of this provedeni studie, a to na zaklad¢ dohody s
section. Institution shall safeguard tieti stranou, Ze bude vazana povinnostmi v

tomto  oddilu.  Zdravotnické  zafizeni
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3.3

3.4

3.5

Confidential Information with the same
standard of care that is wused with
Institution’s Confidential Information, but in
no event less than reasonable care.

The term Confidential Information shall not
be deemed to include information that
Institution can establish by competent
written records:

3.3.1 Is or becomes publicly available
through no fault of Institution;

3.3.2 Institution possessed prior to, or
developed independently from,
disclosure or development under
this Agreement and without the use
of, reference to or reliance upon
any Confidential Information;

3.3.3 Institution receives from a third
party which is not legally
prohibited from disclosing such
information; or

3.3.4 Is appropriate to include in a
publication pursuant to the
Publications and Publicity section.

If Institution is required by applicable law or
court order to disclose any Confidential
Information, prior to compliance with such
law or court order, Institution shall provide
Medpace and Sponsor with prompt written
notice of any such requirement with
sufficient time to seek a protective order or
other modifications to the requirement and
shall reasonably cooperate with Medpace
and Sponsor to limit or prevent disclosure of
such Confidential Information.

Institution agrees that Medpace may compile
a database of information from Institution
and its personnel (including Principal
Investigator) for use in connection with the

3.3

3.4

3.5

zabezpe¢i davérné informace se stejnym
standardem péce jako v ptipadé duvérnych
informaci zdravotnického zafizeni; standard
péce v8ak v zadném piipadé nesmi byt nizsi
nez pfiméfeny.

Bude se mit za to, Ze vyraz duvérné
informace nebude zahrnovat informace, u
nichz muze zdravotnické zafizeni
ptislusnymi pisemnymi zdznamy prokazat,
VASH

3.3.1 jsou nebo se stanou vefejné
dostupnymi bez jakéhokoli
zavinéni ze strany zdravotnického
zafizeni;

3.3.2 byly v drzeni zdravotnického
zafizeni pted jejich zvefejnénim
nebo vyvojem v ramci této
smlouvy, nebo vyvinuté nezavisle
na ni, bez pouziti nebo znalosti
davérnych informaci;

3.3.3 zdravotnické zafizeni obdrzi bez
omezeni od tfeti strany, které
nebylo  poskytnuti  takovych
informaci  z pravniho  hlediska
zakazano; nebo

3.3.4 se hodi k zatazeni do publikace dle
oddilu tykajiciho se zvefejnéni a
propagace.

Pokud ma zdravotnické zafizeni nafizeno
pfislusnymi  prdvnimi  pfedpisy = nebo
rozhodnutim soudu, ze ma zpfistupnit urcité
duvérné informace, zdravotnické zatizeni
jesté pied splnénim pozadavki takového
pravniho ptedpisu nebo rozhodnuti soudu
spole¢nosti Medpace a zadavateli neprodlené
zasle pisemné ozndmeni o jakémkoliv
takovém pozadavku Vv piedstihu dostate¢ném
k tomu, aby bylo mozné zazadat o ochranny
ptikaz nebo jiné Upravy tohoto pozadavku a
bude se spolecnosti Medpace a se
zadavatelem piiméfené spolupracovat na
omezeni nebo zamezeni  zpiistupnéni
takovych davérnych informaci.

Zdravotnické zafizeni souhlasi stim, Zze
spoleénost Medpace muze sestavit databazi
informaci od zdravotnického zafizeni a jeho
personalu (v¢etné hlavniho zkousejiciho) pro
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Study (including but not limited to feasibility
questionnaires, CVs, licenses, medical
specialties, participation in clinical trials,
financial disclosure forms) and/or may use
this information for purposes related to its
business. Such information is used solely in
connection with the initiation of studies and
feasibility studies and is accessible only to
the sponsor of the respective study and
personnel assigned to study management and
for whom the information is needed in the
performance of their duties (further
described as "Authorized Personnel™). As
some Medpace studies are being conducted
worldwide, the personal information
collected is available to Authorized
Personnel who may be located in countries
outside the European Union. In order to
provide for the protection of personal data,
Medpace has established policies and
procedures governing the security of and
limited access to this data that are uniform
throughout Medpace and its affiliates and
comply with the standards of personal data
protection applicable within the European
Union. When applicable, Medpace enters
into data processing agreements with
sponsors in line with applicable European
Union data protection Laws. In accordance
with the laws pertaining to the protection of
personal data, the individuals' whose data is
collected have a right to access, to modify, to
rectify, and to suppress their personal data,
simply by requesting it to the attention of the
Medpace Privacy Officer at
B o' (o the following
address: Medpace Privacy Officer, Medpace,
Inc., 5375 Medpace Way, Cincinnati, Ohio,
45227.

ucely pouziti v souvislosti se studii (mimo
jiné  vcetn¢ dotaznikl  proveditelnosti,
Zivotopisd, licenci, 1ékarskych odbornosti,
ucasti na klinickych hodnocenich, formulait
o finan¢nich Udajich) a/nebo muze tyto
informace pouzit pro ucely souvisejici se
svym podnikanim. Tyto informace se

pouzivaji ~ vyhradné¢ v souvislosti  se
zahgjenim studii ase studiemi
proveditelnosti ajsou pfistupné pouze
zadavateli ptrislusné studie a personélu

pfitazenym do vedeni studie, ktefi tyto
informace potiebuji pii plnéni svych
povinnosti (dale popisovani jako ,,opravnéni
pracovnici®). Jelikoz se nékteré studie
spole¢nosti Medpace provadi celosvétove,
jsou shromazdéné osobni Udaje k dispozici
opravnénému personalu, ktery muze sidlit
v zemich mimo Evropskou unii. Aby bylo
mozné zajistit ochranu osobnich udaju,
zavedla spoleénost Medpace  zésady
a postupy upravujici zabezpeceni a omezeny
piistup k témto Gdajum, které jsou jednotné
vcelé  spolecnosti  Medpace  ajejich
sesterskych spole¢nostech a spliuji
standardy ochrany osobnich udaja platné
v Evropské unii. Je-li to zapotiebi, uzavira
spole¢nost Medpace se zadavateli smlouvy
0 zpracovani tudaja v souladu s platnymi
pravnimi piedpisy Evropské unie o ochrané
udaju. V souladu se z&kony upravujicimi
ochranu osobnich tdaji maji osoby, jejichz
udaje jsou shromazd’ovany, pravo ptistupu k
nim, prdvo na jejich Upravy, opravy nebo
jejich vymaz na zakladé zadosti zaslané
pracovnikovi spole¢nosti Medpace pro
ochranu udaji na adresu

, pripadné na
nasledujici adresu: Medpace Privacy Officer,
Medpace, Inc., 5375 Medpace Way,
Cincinnati, Ohio, 45227, USA.

4.1

DATA PROTECTION

Institution shall adhere to the principles of
medical confidentiality in relation to Study
subjects involved in the Study. The Parties
and Sponsor shall comply at all times with
their respective obligations with respect to
the processing of personal data under all
applicable data protection laws including
without limitation the EU General Data

4.1

OCHRANA OSOBNIiCH UDAJU

Zdravotnické zatfizeni se zavazuje dodrzovat
zasady lékaiského tajemstvi, pokud jde o
subjekty studie zapojené do studie. Smluvni
strany a zadavatel vzdy plIni své ptislusné
povinnosti, pokud jde o zpracovani osobnich
udaju podle platnych pravnich ptedpist o
ochrané osobnich udaju, mimo jiné véetné
Obecného nafizeni EU 0 ochrané osobnich
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Information, as amended.

the Party or Sponsor as

Protection Regulation 2016/679 of the
European parliament and of the Council of
27 April 2016 on the protection of natural
persons with regards to the processing of
personal data and free movement of such
data (“GDPR”) and the Act no. 110/2019
Coll.,, on the Processing of Personal

4.2 The Institution is the data controller of
personal data collected and processed in
connection with the treatment of Study
Subjects, including data collected as a part of
standard and Protocol treatment.
Sponsor is the data controller for the Study
Data and any other personal data transferred
from the Institution to the Sponsor in
connection with the Study, which will be
used for Sponsor purposes and Institution
shall be a processor on behalf of Sponsor.
CRO is a data processor. The Institution and
Sponsor shall act as separate independent
data controllers with regard to the processing
and protection of this personal data each of
them undertakes. Accordingly, the Parties
and Sponsor as applicable will enter into an
appropriate data processing agreement in
accordance with GDPR and other applicable
data privacy laws. For avoidance of doubt,
prior to the transfer of any personal data
outside of the EU, as the appropriate
safeguard for such transfers, Institution and

The

Sponsor shall execute the standard
contractual clauses of the European
Commission.

4.2

4.3 The Parties and Sponsor shall maintain | 4 3
appropriate technical and organisational
security measures to protect the Study
subjects’ and the Study Personnel’s personal
data they process in relation to this
Agreement. Institution shall not disclose to
the Sponsor the identity of the Study subjects
or information from which the identity of the
Study subject can be deduced except as set
forth in the Study subject’s informed consent
form and/or as required by applicable law.

4.4 In the event the Parties or Sponsor become | 4.4
aware of a personal data breach as
determined under the provisions of GDPR,

applicable

discovering such breach shall promptly

udaju 2016/679 ze dne 27.4.2016 o ochrané
fyzickych osob v souvislosti se zpracovanim
osobnich udaji a o volném pohybu téchto
udaji (dale jen ,,GDPR*) a zdkonem ¢.
110/2019 Sb., o zpracovani osobnich udaji a
souvisejicimi pravnimi predpisy.

Zdravotnické zatizeni je spravcem osobnich
udaju shromazd’ovanych a zpracovavanych v
souvislosti s 1éébou subjektt studie, véetné
udaju shromazd’ovanych v ramci standardni
1é¢by a 1é¢by podle protokolu. Zadavatel je
sprdvcem tdaji ve studii a jakychkoli
dalsich osobnich udaju, které zdravotnické
zafizeni pfedd v souvislosti se studii
zadavateli a které budou pouzity pro ucely
zadavatele, pti¢emz zdravotnické zatizeni je
zpracovatelem jménem zadavatele. CRO
vystupuje  jako zpracovatel udaju.
Zdravotnické zatizeni a zadavatel budou
jednat jako samostatni nezavisli spravci
udaju, pokud jde o jimi provadéné
zpracovani a ochranu téchto osobnich udaju.
Smluvni strany i zadavatel tudiz podle
potieby uzaviou vhodnou smlouvu o
zpracovani osobnich udaji v souladu s
GDPR a dalsimi pfislusnymi prévnimi
predpisy 0 ochrané osobnich udaji. Aby se
predeslo pochybnostem, pied piedanim
jakychkoli osobnich tdaja mimo EU, jako
vhodnou ochranu pro takové pienosy,
zdravotnické zatizeni a zadavatel uzaviou
standardni  smluvni dolozky Evropské
komise.

Na ochranu osobnich tdaju subjekti studie
a studijniho personéalu zpracovavanych podle
této smlouvy budou smluvni strany a

zadavatel pouzivat vhodna technicka
a organizacni bezpecnostni opatfeni.
Zdravotnické  zafizeni  nesmi  sdélit

zadavateli totoznost subjektt studie ani
informace, ze kterych by bylo mozné zjistit
totoznost subjektt studie, vyjma ptipadu,
kdy je tato moznost uvedena ve formulafti
informovaného souhlasu od subjektu studie
a/nebo to pozaduji platné zakony.

V ptipadég, ze se smluvni strany nebo zadavatel
dozvédi 0 poruseni zabezpeceni osobnich udaji
podle vymezeni v ustanovenich nafizeni GDPR,
musi smluvni strana nebo ptipadné zadavatel,
jakmile se o takovém naruSeni bezpeCnosti
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notify the other Party and Sponsor as dozvi, okamzit¢ uvédomit druhou smluvni
applicable. In such a case the Parties and stranu a zadavatele. V takovém piipadé budou
Sponsor will fully cooperate with each other smluvni strany a zadavatel pln& spolupracovat,
to fulfil the (statutory) notification aby wvcas splnili (z&konnou) oznamovaci
obligations timely. povinnost.

4.5 To the extent that Sponsor needs to or is | 4.5 V rozsahu, v némz zadavatel potiebuje nebo
required to collect information from Study ma povinnost shromazd’ovat informace o
Personnel, it is Sponsor's responsibility that studijnim  personélu, je odpovédnosti
this is done in compliance with the GDPR zadavatele, aby tak ¢inil v souladu s
and, if required, with Study Personnel's natizenim GDPR a pokud je k tomu povinen,
informed consent. Institution will assist také s informovanym souhlasem studijniho
Sponsor in obtaining any required informed personalu. Zdravotnické zafizeni bude
consent from the Study Personnel and ndpomocno  zadavateli pii  ziskavani
informing the Study Personnel that their veskerych informovanych souhlast od
personal data may be collected. In such case studijniho persondlu a pifi informovani
the Sponsor may transmit such personal data studijniho persondlu o tom, Ze muze
to other affiliates or group companies and dochézet ke shromazd'ovani jejich osobnich
their  respective  agents  worldwide. udaju. V takovém piipadé muze zadavatel
Accordingly, personal data may be ptredat tyto osobni Gdaje jinym piidruzenym
transmitted to countries outside the European spole¢nostem nebo spolecnostem ve skupiné
Economic Area, such as the United States, a jejich piislusnym zastupcum po celém
which the EU has determined currently lack svété. Stejn¢ tak mohou byt piedavany
appropriate privacy laws providing an osobni (daje do zemi mimo Evropsky
adequate level of privacy protection. hospodaftsky prostor, jako jsou Spojené staty
Nonetheless, Sponsor will apply appropriate americké, v nichz Evropska unie aktualné
privacy safeguards to protect such personal shledala nedostatky v zakonech na ochranu
data. Personal data may also be disclosed as osobnich udaji, takze v nich uroven ochrany
required by individual regulatory agencies or osobnich udaji neni dostate¢na. Zadavatel
applicable law, such as to report serious nicméné pouzije vhodna opatieni na ochranu
adverse events. soukromi, aby tyto osobni udaje ochranil.

Osobni  udaje  mohou byt rovnéz
zptistupnény podle pozadavku jednotlivych
regulaénich ufadu nebo pfislusnych zakond,
napf. pii hlaSeni zavaznych nezadoucich
prihod.

5 INFORMED CONSENT 5 INFORMOVANY SOUHLAS
Institution and Principal Investigator shall Zdravotnické zafizeni a hlavni zkousSejici
obtain from the IRB/IEC independent ziskaji od etické komise (EK) nezavislé
assurance that the Study is designed in a ujisténi, ze studie je navrzena tak, aby byla
manner appropriate to ensure that the Study zajisténa ochrana subjektt studie, a od kazdého
subjects are protected and shall obtain from subjektu studie ziskaji informovany souhlas ve
each Study subject an informed consent formé schvalené etickou komisi a spole¢nosti
agreement in the form approved by the Medpace. Zdravotnické zatizeni a hlavni
IRB/IEC and Medpace. Institution and the zkouSejici jsou odpovédni za to, ze pred
Principal Investigator shall be responsible for zahajenim studie ziskaji od EK odsouhlaseni
obtaining approval of the Protocol, informed protokolu, dokumentti informovaného
consent documents, and Study advertisements, souhlasu a piipadnych vefejnych oznameni ke
if any, from the IRB/IEC prior to commencing studii. Pokud EK pozaduje provedeni zmén v
the Study. In the event the IRB/IEC requires protokolu nebo dokumentech informovaného
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changes in the Protocol or informed consent
documents, such changes shall not be
implemented unless and until Medpace is
notified and gives its written approval. The
Principal Investigator shall use his or her best
efforts to enroll subjects in the Study after the
IRB/IEC has approved the Protocol, informed
consent documents, and Study advertisements
if any. Institution and Principal Investigator
shall obtain from each individual who is to
participate as a subject in the Study, a properly
executed informed consent agreement before
such individual is allowed to participate in the
Study. Moreover, Institution shall ensure that
such informed consent agreement complies
with all applicable laws and regulations.

souhlasu, nebudou tyto zmény realizovany,
dokud nebude uvédoména  spolecnost
Medpace a dokud neud¢li svij pisemny
souhlas. Hlavni zkousejici vyvine maximalni
Usili, aby zatadil subjekty do studie poté, co
EK schvali protokol, dokumenty
informovaného souhlasu a piipadna vefejna
oznameni ke studii. Zdravotnické zatizeni a
hlavni zkousejici ziskaji od kazdé fyzické
osoby, ktera se ma zucastnit studie jako subjekt
hodnoceni, fadné podepsany informovany
souhlas predtim, nez bude takové fyzické
osobé povolena ucast ve studii. Zdravotnické
zafizeni dale zajisti, aby tento informovany
souhlas byl v souladu se vSemi platnymi
zakony a predpisy.

6 RECORDKEEPING 6 UCHOVAVANI ZAINAMU

6.1 Institution shall ensure Investigator records | 6.1 Zdravotnické zatizeni zajisti, ze zkousejici
all data generated in or as a result of bude zaznamendvat veskeré Udaje, které byly
conducting the Study or otherwise required vytvofeny b&hem provadéni studie nebo v
to be collected pursuant to the Protocol dasledku jejiho provadéni, nebo které se
including without limitation, completing all museji shromazd’ovat z jiného davodu podle
case report forms (“CRFs”) only in English, protokolu, mimo jiné véetné¢ vypliovani
verifying the data contained in the CRFs formulaiu hlaseni pfipadt (Case Report
against pertinent subject records, and Form, ,,CRF*) pouze v angli¢ting, ovétovani
ensuring that all CRFs are accurate, udaji obsaZenych ve formulafich CRF podle
complete, and legible. zaznami daného subjektu, a zajiSténi

ptesnosti, Uplnosti a Ccitelnosti veskerych
formulaia CRF.

6.2 Institution shall maintain all Study Data, | 6-2  Zdravotnické zafizeni bude uchovavat
records, data, documents or information veSkeré Udaje ze studie, zaznamy, data,
related to the performance of the Study until dokumenty nebo informace souvisejici s
the later of: provadénim studie do doby, kdy nastane

pozdéjsi z téchto situaci:
(i) Twenty-five (25) years after (M dvac_et_ pét (25) let od dokonceni
completion of the Study, or; studie; nebo
(ii) As defined by local laws and (i) dlevdefi.nioce mistné platnych zakont
regulations. a predpisil.

6.3 The Institution will inform the Sponsor no | 6.3  Zdravotnické zafizeni bude informovat

later than six (6) months before the expiry of zadavatele nejpozd€ji 6 méesicl pred

the applicable retention period about further
process of records and documents related to
the Study. The Institution is entitled to
require from the Sponsor a fee for the
notification as agreed in the Schedule A of
this Agreement.

uplynutim doby archivace o tom, jakym
zpisobem bude s témito zaznamy a
dokumenty  patficimi ke  klinickému
hodnoceni nalozeno. Zdravotnické zafizeni
je opravnéno tuto informaéni povinnost
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zpoplatnit dle platného ceniku ke dni
uzavieni této smlouvy.

6.4 Subje(.:t to. the requirements of Se_ction 364 Na zakladé pozadavkt oddilu 3 (Davérné
(Confidential Information), following the informace) si zdravotnické zafizeni mize po
end of the required Retention Period, uplynuti  pozadované doby uchovavani
Institution may retain In its possession an ponechat v drzeni archivni kopii dtvérnych
archival copy of Confidential Information informaci, které sestavaji z veskerych udaja,
that consists of any and all data, documents dokumentti nebo informaci souvisejicich
or_mformatlon related to the perforr_nance of s plnénim této smlouvy, a to pouze v rozsahu
this Agreement solely as required for nezbytném pro regula¢ni, pravni & pojistné
regulatory, legal, or insurance purposes. Ggely.

7 ACCESS TO RECORDS AND 7 PRISTUP K ZAZINAMUM A
AUDITS AUDITY

7.1 Medpace and/or Sponsor shall have the right | 7.1 Spole¢nost Medpace a/nebo zadavatel bude
to inspect progress of the Study on the mit pravo kontrolovat prubéh studie, a to v
premises of Institution at reasonable times. prostordch  zdravotnického zafizeni a
Medpace and/or Sponsor will notify v piimé&fenych terminech. Pted jakoukoli
Institution at least 3 days prior to any inspekci  bude  zdravotnické  zafizeni
inspection of the date and time of the informovano spole¢nosti Medpace a/nebo
inspection. The representatives of Medpace zadavatelem o datu a case inspekce, a to
and/or Sponsor may review and/or request minimalné 3 dny pfedem. Predstavitelé
copies of data derived from the Study, and spole¢nosti Medpace a/nebo zadavatele
Principal Investigator shall promptly provide mohou kontrolovat a/nebo si vyzadat kopie
such data. Principal Investigator will notify udaju odvozené z této studie a hlavni
Medpace and/or Sponsor by telephone and zkousejici takové Udaje okamzité poskytne.
subsequently in written form, of any Hlavni zkouSejici bude spole¢nost Medpace
significant changes, including, but not a/nebo zadavatele telefonicky a nasledné i
limited to, changes in Study Personnel, pisemné¢  informovat o  jakychkoliv
Principal Investigator, or physical location, vyznamnych zménach, ke kterym v prib&hu
that occur during the Study. studie dojde, a to mimo jiné o zménach

studijniho persondlu, hlavniho zkousejiciho
o ) nebo ve fyzické lokalité studie.

7.2 Within twenty-four (24) hours after learning . ) . )
of any FDA or other governmental or | 7-2 Hla\_/nl zkousejici musi do dvacgtl é,tyf (24)
regulatory body (e.g., Institutional Review hodin od obdrzeni informace o jakychkoliv
Board, Drug Enforcement  Agency) mspekcn_:h FDA nebo statnllch,éi _reg}llaéni_ch
regulatory inspections of which he/she organt ’(JakO}lapfiklad lokalni etické komise
becomes aware relating to the Study, nebo Narc_)dnlho ufadu pro kontrolu obchodu
Principal Investigator shall provide written s drogami, [Drug Enforcement Agency]), o
notification to Medpace and Sponsor. nichz se v souvislosti se studii dozw_,
Medpace and Sponsor shall have the right to pgskytn’out sppleéqosti Medpace a zadavateli
be present at any such inspections and shall pisemné oznameni. Spolecnost Medpace a
have the opportunity to provide, review, and zadavgtel maji pravo zcastnit se jakychkoli
comment on any responses that may be takovych inspekci a dostanou pfilezitost
required. Further, Principal Investigator will poskytnout, ~posoudit a pfipominkovat
provide in writing to Medpace and Sponsor jakekoli - odpoveédi, ktere  mohou byt
copies of all materials, correspondence, nezbytné. Hlavni zkoué_ejici dale spole¢nosti
statements, forms and records which Medpace a zadavateli poskytne pisemné

kopie vSech materialti, korespondence,
Smlouva o provedeni klinického hodnoceni | Verze ¢.1 ]

IONIS PHARMACEUTICALS, INC. | ISIS 678354-CS6

DUVERNE

22-June-2023 | Strana 11 of 23




Principal Investigator receives or obtains
pursuant to this inspection.

prohlaseni, formulaidt a zaznamu, které
hlavni zkouSejici obdrzi nebo ziska v
souvislosti s takovou inspekci.

8 COSTS AND PAYMENT
SCHEDULE

In consideration of the proper performance of the
Study by the Institution under the terms of this
Agreement and upon approval of Sponsor, payment
will be made by Medpace or its designee to the payee
(“Payee”) designated in Schedule A appended hereto
and incorporated herein by reference. Institution will
accept payment from Medpace, or its designee, to the
Payee as full consideration for services rendered. All
costs outlined on Schedule A shall remain firm for
the duration of the Study, unless otherwise agreed to
in writing by the Institution and Medpace. It is
understood and agreed that no reimbursement will be
provided by Medpace or Sponsor for subjects who
are randomized into the Study in violation of the
Protocol, or who do not conform to the Protocol’s
inclusion and exclusion criteria or for whom serious
deviations from the Protocol are made. The budget
contained in Schedule A is inclusive of all applicable
taxes. VAT is not applicable because Medpace, Inc.
is a U.S.-based company. Should any changes to
VAT law occur during the term of this Agreement or
other tax laws require withholding, the party legally
responsible shall be liable for VAT or withholdings.
Medpace, as Sponsor’s payment agent, shall make
payment to Payee under this Agreement from funds
provided by Sponsor. Notwithstanding the
foregoing, Medpace may issue a written amendment,
signed only by Medpace, for the purpose of
increasing the Study costs as described in the
Schedule A. Institution represents on behalf of itself
and Investigator that neither Investigator nor Institution
are a citizen or resident of the United States, or a
corporation or partnership that is or has been treated as
a U.S. corporation or U.S. partnership, and that all
payments Institution received under this Agreement
will be for services rendered outside the United States

8 NAKLADY A ROZVRH PLATEB

Jako Uplata za fadné provedeni studie zdravotnickym
zafizenim podle podminek této smlouvy a po
schvaleni zadavatelem bude spoleénosti Medpace
nebo jejim povétenym zastupcem provedena Uhrada
pfijemci platby (dale jen ,pfijemce platby*)
oznacenému V piiloze A ptipojené K této smlouvé a
zaclenéné do ni odkazem. Zdravotnické zatizeni od
spole¢nosti Medpace ¢i ji povéfené osoby piijme
Uhradu ve prospéch piijemce platby jako plnou
kompenzaci za poskytnuté sluzby. VSechny néklady
uvedené v piiloze A zlstanou neménné po celou
dobu trvéni studie, pokud se zdravotnické zatizeni a
spole¢nost Medpace pisemné nedohodnou jinak.
Smluvni strany jsou si védomy a souhlasi s tim, Ze za
subjekty, které byly randomizovany do studie v
rozporu s protokolem nebo které nespliiuji kritéria
protokolu pro zafazeni a vyfazeni nebo u nich dojde
k zavaznym odchylkdm od protokolu, nebude
spole¢nosti Medpace ani zadavatelem poskytnuta
zadna Uhrada. Rozpocet uvedeny v piiloze A
zahrnuje vSechny platné dan¢. DPH se neuplatiiuje,
jelikoz Medpace, Inc. je spole¢nost se sidlem v USA.
V piipadé, Ze béhem platnosti této smlouvy dojde k
jakymkoli zménam v zakoné o DPH nebo budou
vyzadovany srazky podle jinych zakond, DPH nebo
tyto srazky budou hrazeny stranou, ktera za to ze
zdkona nese odpovédnost. Dle této smlouvy provede
spole¢nost Medpace, jakozto platce zastupujici
zadavatele, Uhradu piijemci platby z finan¢nich
prostiedkt poskytnutych zadavatelem. Bez ohledu
na vySe uvedené muze spole¢nost Medpace vydat
pisemny dodatek podepsany pouze spoleénosti
Medpace za Gcelem zvySeni nakladu na studii, jak je
popsano Vv pfiloze A. Zdravotnické zafizeni
prohlasuje svym jménem a jménem zkousejiciho, Ze
zkousSejici ani zdravotnické zafizeni nejsou obéanem
ani obyvatelem Spojenych statd ani obchodni
spolenosti nebo konsorciem, které bylo a je
povazovano za americkou obchodni spole¢nost nebo
americké konsorcium, a ze vSechny platby, které
zdravotnické zatizeni obdrzi na zakladé této
smlouvy, budou za sluzby poskytované mimo GUzemi
Spojenych statu.
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9.1

9.2

9.3

9.4

9.5

TERM AND TERMINATION

This Agreement shall commence as of the
Effective Date and, unless terminated earlier
as provided for in this section, shall continue
until the completion of the Study.

Institution may terminate this Agreement if
Medpace materially breaches this Agreement
and Medpace fails to cure the breach within
thirty (30) days after receipt of written notice
from a Party specifying in detail the nature
of the breach. Medpace may terminate this
Agreement at any time upon giving thirty
(30) days’ advance written notice to
Institution. The Parties agree that in the event
of a breach of this Agreement, the non-
breaching Party shall be entitled to seek its
expenses and attorney fees.

Medpace shall be obligated to pay Payee
solely for those items set forth in the
Schedule A that have been incurred prior to
the date of notice of termination. Institution
shall promptly refund to Medpace or shall
cause Payee to promptly refund all unearned
advance payments made by Medpace under
the Schedule A.

Upon completion or termination of this
Agreement, in no event shall Medpace be
obligated to pay any invoices submitted after
the time period for submitting final invoices
set forth in Schedule A has expired.

Upon completion or termination of this
Agreement, Institution and Principal
Investigator shall, upon Medpace’s request,
return or destroy all documents, information,
and/or supplies, including, but not limited to,
Study drug(s) and related devices,
equipment, and any biological samples or
other materials provided by Medpace or
Sponsor for the conduct of the Study, to
Sponsor or Medpace within thirty (30) days.
If Medpace requests that such documents,

9.1

9.2

9.3

9.4

9.5

PLATNOST SMLOUVY A JEJI
UKONCENI

Tato smlouva nabyde ucinnosti k datu
ucinnosti, a pokud nedojde Kk jejimu
piedéasnému ukoncéeni dle tohoto oddilu,
bude v platnosti az do dokonceni studie.

Zdravotnické zafizeni muze tuto smlouvu
piedéasné ukondit v ptipadé, ze ji spole¢nost
Medpace zavaznym zplUsobem porusi a
nezajisti ndpravu do tficeti (30) dnu po
obdrzeni pisemného oznameni od smluvni
strany, v némz je podrobné uvedena povaha
poruSeni. Spole¢nost Medpace mize tuto
smlouvu kdykoliv ukonéit na zakladé
pfedchozi  tficetidenni  (30)  pisemné
vypovédi zaslané zdravotnickému zafizeni.
Strany souhlasi s tim, ze v ptipad¢ poruseni
této smlouvy strana, kterd smlouvu
neporusila, mize uplatiovat narok na pokryti
nakladd a soudnich poplatk?.

Spoleénost Medpace bude povinna uhradit
piijemci platby vyhradné ty polozky, které
jsou stanoveny v ptiloze A a vznikly pted
datem wupozornéni 0 ukonéeni. Veskeré
nezaslouzené zalohy, které spole¢nost
Medpace dle ptilohy A uhradila, budou
zdravotnickym zatizenim ihned vréaceny,
ptipadné zdravotnické zatfizeni zajisti, aby
byly ihned vraceny piijemcem platby
spole¢nosti Medpace.

Po spInéni ¢i ukonéeni této smlouvy nebude
spole¢nost Medpace Vv zadném ptipadé
povinna uhradit jakékoli faktury piedlozené
po uplynuti obdobi pro ptedlozeni
zavéreénych faktur, jak je stanoveno v
priloze A.

Po ukonceni nebo vypovédi této smlouvy
zdravotnické zafizeni a hlavni zkousSejici na
zadost spole¢nosti Medpace vréati spole¢nosti
Medpace nebo zadavateli anebo zlikviduji
veSkeré  dokumenty, informace a/nebo
materidly, mezi néz mimo jiné patii
hodnocené ptipravky a souvisejici zafizeni,
vybaveni a jakékoliv biologické vzorky ¢i
jiné  materialy  poskytnuté  spoleénosti
Medpace nebo zadavatelem pro provadéni
studie, a to do tiiceti (30) dni. Vyzada-li si

information or supplies be destroyed, spole¢nost Medpace zni¢eni takovych
Institution or Principal Investigator, as dokumentti, informaci &  materiald,
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applicable, agrees to destroy same and
provide Medpace with written certification
of such destruction. The Principal
Investigator,  Confidential  Information,
Recordkeeping, Access to Records, Costs
and Payment Schedule, Term and
Termination, Intellectual Property,
Publications and Publicity, Indemnification
and Insurance, Anti-Bribery/Anti-
Corruption and Miscellaneous sections shall
survive the termination or expiration of this
Agreement.

zdravotnické zafizeni, pifipadné hlavni
zkousejici se zavazuji, ze je =zni¢i a
spolecnosti Medpace 0 zni¢eni poskytnou
pisemné osvédceni. Oddily tykajici se
hlavniho zkousejiciho, divérnych informaci,
uchovavani zaznami, pfistupu k zaznamtm,
nakladi a rozvrhu plateb, platnosti a
ukonCeni smlouvy, dusevniho vlastnictvi,
zvefejnéni a propagace, odskodnéni a
pojisténi, ustanoveni proti uplatkim a
korupci a ruznych ustanoveni zistanou Vv
platnosti i po ukonéeni ¢i vyprSeni platnosti
této smlouvy.

10

10.1

10.2

10.3

10.4

INTELLECTUAL PROPERTY

It is agreed that none of Sponsor, Medpace,
Principal Investigator, or Institution transfers
to any other by operation of this Agreement
any patent right, copyright, trademark right,
or other proprietary right of Sponsor,
Medpace, Principal Investigator, or
Institution, except as expressly set forth
herein.

“Invention” means any discovery, invention,
technology, result, data, material,
improvement, or idea, whether or not
patentable, resulting from or reduced to
practice as a result of conducting the Study,
or made using the Study Drug or
Confidential Information.

Institution will notify Sponsor, promptly and
in writing, of any Invention made by
Institution, Principal Investigator, and Study
Personnel.

Sponsor shall own all right, title, and interest
in and to any Invention and shall have the
sole and exclusive right to obtain, at its
option, patent protection in the United States
and other countries on any such Invention.
Institution hereby assigns and shall assign to
Sponsor all such Inventions and if Sponsor
requests, Institution will execute and will
cause Principal Investigator and Study
Personnel to execute any application,
assignment, or instrument or to testify as
Sponsor deems necessary for Sponsor to

10

10.1

10.2

10.3

10.4

DUSEVNI VLASTNICTVi

Zadavatel, Medpace, hlavni zkousejici nebo
zdravotnické zafizeni se zavazuji, ze S
vyjimkou piipadi vyslovné stanovenych v
této smlouvé v rdmci provadéni této smlouvy
nepievedou jakakoli patentovd ¢i autorska
préava, prava k ochrannym zndmkam ani jina
vlastnickd prava zadavatele, spole¢nosti
Medpace, hlavniho zkouSejiciho nebo
zdravotnického zatizeni na kohokoli jiného.

»Vynalezy“ se rozumi jakékoli objevy,
vynalezy, technologie, vysledky, (daje,
materialy, vylepSeni ¢i navrhy, at’ jiz jsou
patentovatelné ¢i nikoli, které vznikly nebo
byly upraveny pro praxi jako disledek
provadéni této studie, ptipadné byly
vytvofeny S  vyuzitim  hodnoceného
piipravku nebo diavérnych informaci.

Zdravotnické zafizeni bude zadavatele
okamzité pisemné informovat o jakychkoliv
vynalezech  uéinénych  zdravotnickym
zafizenim, hlavnim zkouSejicim a/nebo
studijnim personalem.

Zadavatel bude drzitelem veskerych prav,
titult a narokt na jakékoli vynalezy a bude
mit jako jediny subjekt vyluéné pravo
obstarat si — dle vlastni volby — pro kterykoli
takovy vynalez patentovou ochranu ve
Spojenych statech americkych a jinych
zemich. Zdravotnické zafizeni timto pievadi
a postoupi zadavateli vSechny tyto vynalezy,
a pokud o to zadavatel pozada, zdravotnické
zafizeni vyhotovi a zajisti, ze hlavni
zkouSejici a studijni personal vyhotovi,
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obtain patents or otherwise to protect
Sponsor’s interest in an Invention. Sponsor
will reasonably compensate Institution or its
designated Payee for the time devoted to
such activities and will reimburse Institution
or its designated Payee for reasonable and
necessary expenses incurred.

jakoukoliv zadost, pfevod ¢i nastroj nebo
podaji svédectvi, jak zadavatel povazuje za
nezbytné, aby zadavatel mohl ziskat patenty
¢i jinou ochranu pro svuj narok na vynalez.
Zadavatel zdravotnickému zatizeni nebo
zastupci zdravotnického zatizeni piimétené
vynahradi ¢as vénovany témto Ukonum a
odskodni zdravotnické zafizeni nebo jeho
zastupce za piriméfené a nutné vzniklé
naklady.

11

PUBLICATIONS AND PUBLICITY

It is understood that the Study is part of a
multicenter trial, and Institution may publish
the results of its part of the Study in
collaboration with the other investigators,
but in complete compliance with this section
and with the Confidential Information
section. After the multicenter publication or
twelve (12) months after completion of the
Study, whichever occurs first, Institution
may itself publish the results of its data from
the Study. Institution and Principal
Investigator shall provide Sponsor and
Medpace with an advance copy of any
proposed publication or oral presentation at
least sixty (60) days prior to the planned date
of submission or presentation and Sponsor
shall have sixty (60) days to review the
proposed publication for the purposes
described below. Sponsor and Medpace may
request in writing, and Institution shall agree
to, (a) the deletion of any Confidential
Information, (b) any reasonable changes
requested by Sponsor or Medpace, or (c) a
delay of such proposed submission for an
additional period, not to exceed ninety (90)
days, in order to protect the potential
patentability of any technology described
therein. Sponsor, at its election, shall be
entitled to receive in any such publication an
acknowledgement of its sponsorship of the
Study.

Neither Party shall use the other Party’s
name or Sponsor’s name, nor issue any
public statement about this Agreement, or
publish any information about the Study,
without the prior written permission of the

11

IVEREJNENI A PROPAGACE

Smluvni strany jsou si védomy, Ze je studie
soucasti multicentrického hodnoceni a
zdravotnické  zafizeni smi  publikovat
vysledky své casti studie ve spolupraci s
ostatnimi zkousejicimi, musi tak ale ucinit v
Uplném souladu s timto oddilem a oddilem
Duvérné informace. Po multicentrickém
zvefejnéni, ptipadné dvanact (12) mésict po
dokonceni studie — podle toho, kterd ze
situaci nastane diive — smi Zdravotnicke
zafizeni samo publikovat vysledky svych
udaju ze studie. Zdravotnické zafizeni a
hlavni zkouSejici poskytnou zadavateli a
spoleénosti  Medpace  signalni  vytisk
navrhované publikace ¢i Ustni prezentace, a
to nejméné Sedesat (60) dna pied
planovanym datem odevzdani ¢i prezentace,
a pro ucely popsané nize bude mit zadavatel
Sedesat (60) dnu na posouzeni navrhované
publikace. Zadavatel a spole¢nost Medpace
mohou pisemné vyzadat (a) odstranéni
jakychkoli duvérnych informaci, (b) jakékoli
pfiméfené zmény pozadované zadavatelem
¢i spolec¢nosti Medpace nebo (¢) odlozeni
takového navrhovaného odevzdani za
ucelem ochrany mozné patentovatelnosti
jakychkoli technologii v nich popsanych, a to
po dodate¢né obdobi v maximalni délce
devadesati (90) dni; a zdravotnické zatizeni
s timto souhlasi. Zadavatel je dle své volby
opravnén zadat, aby jeho financovani studie
bylo zminéno v jakychkoli takovych
publikacich.

Z4dna ze smluvnich stran nebude bez
ptedchoziho pisemného svoleni druhé strany
pouzivat jméno druhé smluvni strany nebo
zadavatele, vydavat jakakoliv vefejna
prohlaSeni o této smlouvé ani zvefejnovat
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other Party except as required by law. Such
prior permission shall not be unreasonably
withheld. The Parties agree that in order for
Institution to satisfy its reporting obligations,
it may identify Medpace or Sponsor and the
amount of funding received from Medpace
for the Study, but will not include in such
report any information which identifies the
name of the Study Drug or the therapeutic
areas of the Study.

Medpace shall submit this Agreement for
publication in the registry of contracts
administered by the Ministry of Interior
Affairs, located at  the  website
https://smlouvy.gov.cz/ (“Contracts
Registry”), in accordance with applicable
laws and regulations. Schedule A constitutes
proprietary information of Medpace and/or
Sponsor as applicable, this information will
not be published in the Contracts Registry.
Estimated total possible amount to be paid
under the Agreement is 404,796 CZK
assuming the Study patient enrollment goal
is achieved. To publish this Agreement in
accordance with this paragraph, Medpace
will provide the medical facility with a
redacted version of the Agreement in a
readable format. The Institution will publish
the contract in the Contracts Registry, and
will inform Medpace about the publication:

Sponsor/Medpace acknowledges that the
Institution, as a state  subsidized
organization, is obliged to provide
information at the request of a third party in
accordance with Act No. 106/1999 Coll., on
free access to information, as amended.
Institution shall not publish any non-
redacted versions including but not limited to
on any websites or other media without
obtaining Medpace’s prior written consent in
each instance. The signatories to this
Agreement agree and consent to publication
in the Contracts Registry of their names and
titles.

jakékoliv informace o této studii vyjma
ptipadt, kdy je to vyzadovano zakonem.
Takové ptredem poskytnuté svoleni nesmi byt
Z nepiiméfenych divodi odepieno. Smluvni
strany souhlasi, ze za uéelem splnéni svych
ohlaSovacich povinnosti maze zdravotnické
zatizeni ve svych hlasenich oznadit
spole¢nost Medpace ¢&i zadavatele a uvést
castku finan¢nich prostiedkt piijatych od
spole¢nosti Medpace pro potieby studie; do
takovych hlaseni v8ak nesmi zahrnovat
jakékoliv informace, které identifikuji nazev
hodnoceného piipravku nebo terapeutickou
oblast studie.

Spoleénost Medpace predlozi tuto smlouvu
ke zvetejnéni v registru smluv vedeném
ministerstvem vnitra a umisténém na
webovych strankach https://smlouvy.gov.cz/
(dale jen ,registr smluv®), v souladu s
ptislusnymi zakony a piedpisy. Piiloha A
predstavuje chranéné informace spolecnosti
Medpace a/nebo zadavatele, nebude tedy v
registru smluv zvefejnéna. Piedpokladana
celkovd mozna castka k vyplaceni v ramci
smlouvy je 404 796 K¢, a to za ptedpokladu,
7e bude dosazen cil zafazovani pacienti do
studie. Za u¢elem uvefejnéni této smlouvy ve
smyslu tohoto odstavce poskytne spole¢nost
Medpace zdravotnickému zafizeni
revidovanou verzi smlouvy ve strojové
Citelném formatu. Uvetejnéni smlouvy v
registru  smluv  provede zdravotnické
zafizeni, a 0 uvefejnéni bude zadavatele
informovat: .
Zadvatel/Spoleénost Medpace bere na
védomi, ze zdravotnické zafizeni jakozto
statni ptispévkova organizace, je povinna na
dotaz tieti osoby poskytnout informace podle
zakona ¢. 106/1999 Sbh., o svobodném
ptistupu k informacim, ve znéni pozdéjsich
predpist.Zdravotnické  zafizeni  nesmi
v zadném  piipadé zvefejnit  jakékoli
neredigované verze, mimo jiné na jakychkoli
webovych strankdch nebo jinych médiich
bez ptedchoziho pisemného souhlasu
spole¢nosti Medpace v kazdém jednotlivém
pfipadé. Podepsané strany této smlouvy se
dohodly a souhlasi se zvefejnénim svych
jmen a pozic, v registru smluv.
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Agreement shall be in writing and shall be deemed
made and given three (3) days after sending, if
mailed by registered or certified mail, postage
prepaid, return receipt requested, or one (1) day after
sending, if sent by express courier service or
facsimile/electronic transmission. In addition, the
Institution will communicate to Medpace in writing
(email is considered a writing for the purposes of this
section), any changes to the Institution’s payee
name, payee address, tax identification number,
corporate address, or corporate name. Any such
notification shall originate from an Institution
official having the same or greater authority as the
Institution official who signs this Agreement on
behalf of the Institution. All notices must be
addressed to the contact set forth below:

IF TO MEDPACE:
Medpace, LLC

Attention General Counsel
5375 Medpace Way
Cincinnati, OH 45227

IF TO INSTITUTION:

Fakultni nemocnice v Motole
Klinické hodnoceni [éCiv
Sekretaridt ndméstka pro LPP
V Uvalu 84,

150 06 Praha 5

IF TO SPONSOR:
2855 Gazelle Court Carlsbad, CA 92010
Fax: +01 760 603 3564

11.4 Notwithstanding the foregoing, nothing | 11.4 Bez ohledu na vySe uvedené skute¢nosti
contained in this Agreement shall prevent the nebude zadna z casti obsahu této smlouvy
Study from being registered with branit v registraci studie na portalu
www.clinicaltrials.gov, or any equivalent www.clinicaltrials.gov  ani v  jiném
registry, including all information required obdobném registru, véetné vsech informaci
by the Uniform Requirements for vyzadovanych  jednotnymi  poZadavky
Manuscripts  Submitted to Biomedical Mezinarodniho vyboru $éfredaktorii
Journals of the International Committee of 1ékatskych ¢asopisti na piispévky uréené pro
Medical Journal Editors in effect as of the zvefejnéni v biomedicinskych ¢asopisech
date of initiation of the Study (see platnymi v den zahajeni studie (viz
WWWw.icmje.org). WWWw.icmje.org).

12 NOTICES 12 OINAMENI

Any notice required or permitted under this

Jakékoli oznameni vyzadované ¢i povolené dle této
smlouvy musi byt ucinéno pisemné a bude
povazovano za doru¢ené tii (3) dny po odeslanti,
pokud bude zaslano doporu¢enou postou nebo
postou s potvrzenym doru¢enim, S piedplacenym
postovnym nebo postovni doruc¢enkou, nebo (1) den
po odeslani, pokud bude odeslano expresni kuryrni
sluzbou ¢i faxem/elektronickym pienosem. Kromé
toho zdravotnické zafizeni pisemné sdéli (e-mail je
pro ucely tohoto oddilu povazovan za pisemnou
formu) spole¢nosti Medpace veskeré piipadné
zmény jména piijemce platby na strané
zdravotnického zatizeni, adresy piijemce platby,
jeho DIC, adresy podnikani & nazvu spoleénosti.
Jakékoliv ~ takové ozndmeni bude uéinéno
predstavitelem zdravotnického zatizeni, ktery ma
stejnou ¢i  veétsi pravomoc nez piedstavitel
zdravotnického zafizeni, ktery jménem
zdravotnického zafizeni tuto smlouvu podepisuje.
Veskera oznameni musi byt adresovana kontaktnim
0sobam uvedenym nize:

PRO SPOLECNOST MEDPACE:
Medpace, LLC

Attention General Counsel
5375 Medpace Way
Cincinnati, OH 45227

PRO ZDRAVOTNICKE ZARIZENI:
Fakultni nemocnice v Motole
Klinické hodnoceni IéCiv
Sekretaridt ndméstka pro LPP
V Uvalu 84,

150 06 Praha 5

PRO ZADAVATELE:
2855 Gazelle Court Carlsbad, CA 92010
Fax: +01 760 603 3564

Smlouva o provedeni klinického hodnoceni | Verze ¢.1
IONIS PHARMACEUTICALS, INC. | ISIS 678354-CSé

22-June-2023 | Strana 17 of 23

DUVERNE




Attention: General Counsel

email: NG

Attention: General Counsel

e-mail: [ NG

13

13.1

13.2

ELECTRONIC SIGNATURES

Institution consents to electronic
communication and electronic signatures
being equal to signatures inked on paper.
Institution acknowledges and agrees that
electronic communication is an acceptable
method of communicating information from
Medpace to Institution without having to
communicate the same subject matter on
paper. Therefore, any communication and
subsequent electronic signature that has been
sent or signed in the past, present, or future
between the Parties will hold the same force
and effect as a document signed and inked on
paper. Electronic signature includes without
limitation a scanned copy of a signature, a
typed signature, or the click of a mouse on an
“T agree” icon or button. All communications
that Medpace provides to Institution in
electronic form will be provided either: (1)
via e-mail by requesting you download a
PDF or DOC file containing the
communication; or (2) in the case of the
License Agreement, will be provided
immediately prior to the log-in screen for
ClinTrak. Institution can obtain a paper copy
of an electronic communication by printing
it itself or by requesting that Medpace mail a
paper copy, provided that such request is
made within a reasonable time after Medpace
first provided the electronic communication.

Above set section 13.1 does not apply to
execution of this Agreement, and any
subsequent amendment(s). The procedure of
execution of this Agreement, and any
subsequent amendment(s), is described in
section 20.3.

13 ELEKTRONICKE PODPISY

13.1

13.2

Zdravotnické zatizeni souhlasi s tim, Ze
elektronickd komunikace a elektronicky
podpis maji  stejnou  platnost  jako
vlastnoru¢ni podpisy na dokumentech v
tisténé podobé&. Zdravotnické zatizeni bere
na védomi a souhlasi s tim, ze elektronicka
komunikace je ptijatelnym zpisobem,
kterym mize spoleénost Medpace sdélovat
informace zdravotnickému zafizeni, aniz by
bylo nutné o obsahu sdéleni informovat v
tisténé podobé. Jakakoli sdéleni a nésledny
elektronicky podpis, ke kterym mezi
smluvnimi stranami do$lo v minulosti,
dochdzi v soudasnosti ¢i  dojde v
budoucnosti, budou mit stejnou platnost a
u¢innost jako dokumenty vlastnoru¢né
podepsané v tisténé podobé&. Elektronicky
podpis mimo jiné zahrnuje naskenovanou
kopii podpisu, podpis strojopisem nebo
pozadavek kliknuti mysi na ikonu ¢&i tlaéitko
»Souhlasim®“. VeSkera sdéleni poskytnuta
spoleénosti Medpace zdravotnickému
zafizeni v elektronické podobé budou
poskytnuta jednim z nasledujicich zpusobi:
(1) prostfednictvim e-mailové zpravy se
7adosti o stdhnuti souboru ve formatu PDF ¢&i
DOC, ktery sdéleni obsahuje, nebo (2) v
pfipadé licenéni dohody bude tato
poskytnuta bezprosttedné pied ptihlasovaci
obrazovkou aplikace ClinTrak. Zdravotnické
zafizeni ma moznost ziskat elektronickou
komunikaci v tisténé podobé tak, Ze si ji
vytiskne, piipadné¢ pozada spole¢nost
Medpace o jeji zaslani postou, a to za
piedpokladu, ze k takovému pozadavku
dojde v pfiméiené dob& po prvnim odeslani
elektronické komunikace spole¢nosti
Medpace.

Vyse ustanoveny bod 13.1 se nevztahuje na
podpis této smlouvy a jakékoli jeji nasledné
dodatky. Postup pro podpis této smlouvy a
jakychkoli naslednych dodatkii je popsan v
bod¢ 20.3.
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Institution represents and warrants that neither it, nor
Principal Investigator, nor Study Personnel, no any of
its management or any other employees or independent
contractors or agents who will have any involvement in
the Study, have been debarred by any regulatory
authority and that Principal Investigator has not been
disqualified to serve as a clinical investigator by the FDA
pursuant to 21 C.F.R. 8 312.70 or any similar foreign
laws. Institution and/or Principal Investigator shall
immediately notify Medpace in writing upon becoming
aware of any such debarment, threat of debarment,
disqualification, threat of disqualification or conviction
or other matter that could result in any such debarment

14  INDEMNIFICATION AND 14  ODSKODNENI A POJISTENI
INSURANCE 14.1  Zadavatel odSkodni zdravotnické zafizeni

14.1  Sponsor shall indemnify Institution pursuant podle podminek samostatného prohlaseni o
to the terms and conditions of a separate odskodnéni ~ mezi  zadavatelem  a
letter of indemnification between Sponsor zdravotnickym  zafizenim.  Spole¢nost
and Institution,. Medpace shall not have any Medpace nebude mit zadnou povinnost
obligation to indemnify Principal odskodnit zadného hlavniho zkousejiciho,
Investigator(s), Institution and/or their zdravotnicke zafizeni a/nebo jejich zastupce,
agents, employees and representatives. zaméstnance anl zmocnénce.

14.2  Medpace and Sponsor shall not be liable for | 142 Spole¢nost Medpace a zadavatel nebudou
incidental, special, indirect or consequential pravné¢ odpovédni za nahodné, zvlastni,
damages to persons or property including but nepfimé ani nasledné Skody vzniklé osobam
not limited to the right to be paid for loss of ¢i na majetku, mezi nézZ mimo jiné pati
time, loss of services, loss of production, lost pravo na udhradu ztraceného casu, ztraty
profits, lost business, lost savings or other sluzeb, ztraty —vyroby, uslé¢ho  zisku,
economic or business loss or claims of any ztracenych obchodnich pfilezitosti a Uspor
kind whatsoever, arising out of or as a nebo jinych ekonomickych a obchodnich
consequence of the services performed or ztrat  ¢i  narokG  jakéhokoli  druhu
otherwise under this Agreement, even if vyplyvajicich nebo vznikajicich nasledkem
advised of the possibility of such damages. provadéni sluzeb ¢i jinym zpisobem dle této

smlouvy, a to i v pfipadé, Ze budou o
moznosti vzniku takovych skod informovani.

14.3  Institution declares that it has, according to § S, e
45 paragraph 2 letter n) of Act No. 372/2011 14.3 Zdravotnlcke,zarlzemIprohlztsuje, ze ma dle
Coll., on health services, as amended, an §45 odst.2’p|sm.vn)’zakona C‘V37,2/201}.V8,b"
insurance contract for liability insurance for 0 zdravotnich sluZbach, ve znéni pozdéjtich
damage caused during the provision of health predpist, uzavfenu pojistnou smlouvu na
care. Institution shall maintain such coverage pojisténi odpovédnosti za Skodu zpiisobenou
for the duration of this Agreement and for pfi  poskytovani ~ zdravotni - péce.
two years thereafter. Proof of said insurance Zdravo'_[plck’e zarizeni J€ povinno uqr?OYat
shall be supplied to Medpace upon request. toto popstng lfr}’t' pg celou dobu tr,vam teto

smlouvy, a jesté dalsi dva roky poté. Doklad
0 zminéném pojisténi je tfeba na vyzadani
ptedlozit spole¢nosti Medpace.

15 DEBARMENT 15 ZAKAZ CINNOSTI

Zdravotnické zatizeni timto prohlasuje a zaruduje Se,
ze ani ono, ani hlavni zkousejici ani studijni personal,
nikdo z jeho vedeni, ani zadni jini zam&stnanci ani
nezavisli dodavatelé ¢i zastupci, ktefi budou jakkoli
zapojeni do studie, nebyli Zddnym regulaénim organem
vylou€eni z <¢innosti a ze hlavnimu zkousejicimu
nebyla zakézdna ¢&innost zkousejiciho I1ékafe Vv
klinickych hodnocenich Gfadem FDA podle § 312.70
zadkoniku 21 C.F.R. ani jinym podobnym zahrani¢nim

zdkonem. Zdravotnické zafizeni a/nebo hlavni
zkousejici okamzit¢ pisemné¢ uvédomi spolecnost
Medpace, pokud se dozvi o jakémkoli takovém

vylougeni z &innosti, hrozb& vylouceni z ¢innosti nebo
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or disqualification. Medpace may, upon its receipt of
such notice or otherwise becoming aware of any
debarment, threat of debarment disqualification, threat
of disqualification or other matter that could result in
any such debarment or disqualification, terminate this
Agreement in accordance with the Term and
Termination Section.

0 zadkazu ¢innosti, hrozbé zakazu ¢innosti, usvédéeni ¢i
0 jiné zalezitosti, jejimz dasledkem by mohly byt
jakékoli takové wvylouCeni z ¢&innosti nebo zékaz
¢innosti. Spole¢nost Medpace mize po obdrZeni
takového oznameni, nebo pokud se jinak dozvi
0 jakémkoli vylouéeni z Cinnosti, hrozbé& vylouéeni z
¢innosti, zakazu ¢innosti, hrozb& zdkazu ¢innosti nebo
0 jiné zalezitosti, jejimz dasledkem by mohlo byt
jakékoli takové wvylouCeni z ¢&innosti nebo zékaz
¢innosti, ukondit tuto smlouvu v souladu s oddilem
Platnost smlouvy a jeji ukonéeni.

16 ANTI-BRIBERY/ANTI-

CORRUPTION

In carrying out its responsibilities under this
Agreement, neither Party nor it nor any of its
respective representatives will pay, offer or promise
to pay, or authorize the payment of, any money, or
give or promise to give, or authorize the giving of,
any services or anything else of value, either directly
or through a third party, to any official or employee
of any governmental authority or instrumentality, or
of a public international organization, or of any
agency or subdivision thereof corruptly for the
purpose of improperly (i) influencing any act or
decision of that person in his official capacity,
including a decision to fail to perform his functions
with such governmental agency or instrumentality or
such public international organization or such
political party, (ii) inducing such person to use his
influence with such governmental agency or
instrumentality or such public international
organization or such political party to affect or
influence any act or decision thereof or (iii) securing
any improper advantage; provided however, the
foregoing representation shall not apply to any
facilitating or expediting payment to a foreign
official, political party, or party official, the purpose
of which is to expedite or to secure the performance
of a routine governmental action by a foreign
official, political party, or party official.

USTANOVENI PROTI UPLATKUM
A KORUPCI

Pii plnéni svych povinnosti podle této smlouvy
Zadna strana ani zadny ze zastupct stran nezaplati,
nenabidne ani neslibi, Ze zaplati, ani neschvali
zaplaceni jakékoli penézni &astky, ani neposkytne
nebo neslibi, ze poskytne, ani neschvali poskytnuti
jakékoli sluzby nebo ¢ehokoli jiného hodnotného, a
to ani pfimo, ani prostfednictvim tfeti strany,
Zadnému zastupci nebo zaméstnanci jakéhokoli
organu statni spravy nebo vykonného organu nebo
vetejné mezinarodni organizace nebo jakéhokoli
ufadu ¢&i jejich oddéleni za ucelem uplaceni a
nemistného (i)  ovliviiovani  jedndni  nebo
rozhodovani takové osoby v jeji ufedni funkci,
véetné rozhodnuti, Zze bude chybné vykonavat své
funkce pro takovy vladni afad nebo vykonny orgéan
nebo vetejnou mezindrodni organizaci nebo
politickou stranu, (ii) zpasobeni, ze tato o0soba
vyuzije svého vlivu ve vladnim tfadu nebo
vykonném organu nebo ve vefejné mezinarodni
organizaci nebo v politické strané k ovlivnéni jejich
jednani nebo rozhodovani, nebo (iii) zajisténi
jakékoli nepattiéné vyhody; avsak za piedpokladu,
Ze predchazejici prohlaseni se nebude vztahovat na
jakoukoli usnadnujici nebo urychlovaci platbu pro
ciziho tfednika, politickou stranu nebo funkcionare
strany, jejimz tucelem je urychlit nebo zajistit
provedeni bézné Gfedni Cinnosti cizim ufednikem,
politickou stranou nebo funkcionafem strany.

16

17 ASSIGNMENT AND

DELEGATION

This Agreement shall be binding upon and for the
benefit of the Parties hereto, and their successors and
permitted assigns. This Agreement, and all rights,

POSTOUPENIi A DELEGOVANI

Tato smlouva bude zavazna pro smluvni strany této
smlouvy, jejich néstupce a povolené nabyvatele
a Vv jejich prospéch. Tato smlouva a vSechna prava,
povinnosti a zdvazky z ni vyplyvajici nesmi byt

17
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duties and obligations hereunder, may not be
assigned or delegated by Institution without the prior
express written consent of Medpace. Any attempt
made by Institution to assign or delegate this
Agreement in violation of this section shall be of no
force or effect. Institution acknowledges that
Medpace shall have the right to assign or delegate
this Agreement or any portion thereof without the
consent of Institution.

zdravotnickym zafizenim postoupeny ani pievedeny
bez ptedchoziho vyslovného pisemného souhlasu
spoleénosti Medpace. Zadny pokus zdravotnického
zafizeni postoupit nebo prevést tuto smlouvu v
rozporu s timto ¢lankem nebude platny ani ucinny.
Zdravotnické zafizeni bere na védomi, Ze spole¢nost
Medpace je opravnéna postoupit nebo pievést tuto
smlouvu nebo jakoukoli jeji ¢ast bez souhlasu
zdravotnického zatizeni.

18 INDEPENDENT CONTRACTOR

The relationship of the Parties is that of independent
contractors, and no employment or agency
relationship shall be construed to exist between the
Parties. Neither Medpace nor Sponsor shall be
responsible for any employee benefits, pensions,
workers’ compensation, withholding or
employment-related taxes relating to Institution,

NEZAVISLY SMLUVNi PARTNER

Vztah smluvnich stran je vztahem nezavislych
smluvnich partneru a nebude vykladan jako jakykoli
zaméstnanecky ¢i agenturni vztah mezi smluvnimi
stranami. Spoleénost Medpace ani zadavatel
neponesou odpovédnost za jakékoli zaméstnanecké
vyhody, penze, odmény pracovniki, srazky z platu ¢i
zaméstnanecké dané tykajici se zdravotnického

18

The Protocol may be amended only at the direction
of Sponsor, subject to subsequent approval of the
Ethics Committee. No financial adjustments shall be
made because of such modifications unless the
Parties hereto amend this Agreement accordingly.

Principal Investigator or Study Personnel. zafizeni, hlavniho zkousejiciho ¢&i  studijniho
personalu.
19 CHANGES TO THE PROTOCOL 19 ZMENY PROTOKOLU

Protokol muze byt doplnén pouze z nafizeni
zadavatele a zména podléhad naslednému schvaleni
etické komise. Finan¢ni podminky se z divodu
takovych GOprav ménit nebudou, pokud smluvni
strany tuto smlouvu piislusnym zptasobem nedoplni.

20

20.1

MISCELLANEOUS

This Agreement represents the entire
understanding of the Parties and supersedes
all prior negotiations, understandings or
agreements (oral or written) between the
Parties concerning the subject matter hereof.
In the event of any inconsistency between
this Agreement and the Protocol, the terms of
this Agreement shall govern. If a provision
of this Agreement is or becomes (i) illegal
under any applicable law or regulation, (ii)
invalid or (iii) otherwise unenforceable, such
illegality, invalidity or unenforceability shall
not affect the validity or enforceability of
any other term or provision of this
Agreement. All waivers of the terms of this

DALSIi USTANOVENI

Tato smlouva ptedstavuje Uplnou dohodu
smluvnich stran a nahrazuje veskera
ptedchozi jednani mezi smluvnimi stranami,
dohody nebo Umluvy (Gstni ¢&i pisemné)
tykajici se ptedmétu této smlouvy. V ptipadé
jakychkoli rozpori mezi touto smlouvou a
protokolem  rozhoduji  podminky této
smlouvy. Jestlize né&které ustanoveni této
smlouvy je nebo se stane (i) nezdkonnym
podle jakéhokoli platného zékona ¢i
predpisu, (ii) neplatnym nebo (iii) jinak
nevymahatelnym, takova nezékonnost,
neplatnost nebo nevymahatelnost nebude mit
vliv na platnost ¢i vymahatelnost kterékoli
jiné z podminek ¢i ustanoveni této smlouvy.

20

20.1

Smlouva o provedeni klinického hodnoceni | Verze ¢.1
IONIS PHARMACEUTICALS, INC. | ISIS 678354-CSé

22-June-2023 | Strana 21 of 23

DUVERNE




Agreement shall be in writing. Failure to
insist upon compliance with any of the terms
and conditions of this Agreement shall not
constitute a general waiver or relinquishment
of any such terms or conditions, but the same
shall remain at all times in full force and

effect.

20.2 This Agreement shall be governed by and
construed in accordance with the laws of
Czech Republic.

20.3 This Agreement, and any subsequent

amendment(s), will be executed in 3 (three)
counterparts and each Party will receive 1
(one) counterpart, one counterpart is for the
Principal Investigator.

Veskera upusténi od podminek této smlouvy
musi byt ucinéna pisemné. Nevymahani
dodrzovani kterékoli z podminek této
smlouvy neptedstavuje vSeobecné upusténi
od nebo zieknuti se jakychkoli takovych
podminek; tyto naopak vzdy zistavaji plné
platné a ucinné.

20.2 Tato smlouva se fidi pravnim fadem a bude
vykladana v souladu se z&kony Ceské
republiky.

20.3 Tato smlouva a jakékoli jeji nasledné

dodatky se vzdy vyhotovi ve 3 (tfech)
stejnopisech a kazda strana obdrzi po 1
(jednom) stejnopisu, jeden stejnopis obdrzi
také hlavni zkousejici.

2] SPONSOR AS THIRD-PARTY
BENEFICIARY

The Parties to this Agreement recognize and agree
that Sponsor takes the benefit of this Agreement as a
third-party beneficiary and agree that Sponsor may
enforce such rights either directly itself or indirectly
through Medpace.

21 ZADAVATEL JAKO OBMYSLENA
TRETI STRANA

Smluvni strany uznavaji a souhlasi, ze zadavateli
naleZi prospéch z této smlouvy jakozto obmyslené
tieti strané, a souhlasi, ze zadavatel je opravnén
vyméhat tato prdva sam pitimo nebo nepiimo
prostiednictvim spole¢nosti Medpace.

IN WITNESS WHEREOF, the Parties hereto have
executed this Agreement by proper persons
thereunto duly authorized and that this Agreement
shall be effective as of the Effective Date.

NA DUKAZ CEHOZ smluvni  strany
prostiednictvim k tomu fadné opravnénych o0sob
uzaviely tuto smlouvu, kterd vstoupi v platnost k
datu ucinnosti.

Signature page to follow
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For Medpace, Inc., on its own behalf and as payment
agent of Sponsor / Za spoleé&nost Medpace, Inc., jejim
jménem a jakozto platce zastupujici zadavatele

By (signature) / Podepsal(a) (podpis)

Name (print or type) / Jméno (hUlkovym pismem
nebo strojopisem)

Senior Associate Director

Title / Funkce

Date / Datum

Institution / Zdravotnické zafizeni

By (signature) / Podepsal(a) (podpis)

Name (print or type) / Jméno (hdlkovym pismem
nebo strojopisem)

Title / Funkce

Date / Datum

The undersigned I

as Principal Investigator confirmed that he properly
reviewed the above Agreement and the relevant
documentation regarding this Study and undertakes
to ensure compliance with the obligations arising
from those. The Principal Investigator further
undertakes (i) not to disclose information relating to
the Study, without the prior written consent of the
Sponsor, (ii) to keep confidential all information
provided, (iii) to consider these as confidential and
(iv) to refrain from any other use of the information
and results than for the purposes of this Study as
expressly permitted by the above Agreement. As
Principal Investigator, | agree that the Sponsor and
Medpace may collect, use, process, disclose and
transfer my personal information, including names,
qualifications and experience in the Study, my
financial data, inter alia, to reward and receive
financial compensation and other personal data for
administrative purposes in connection with the
conduct of the Study and/or to provide to ethics
committees and government agencies and |
undertake to ensure that consent from Sub-
investigators and other members of the Study team
are obtained.

Nize podepsana |
jako hlavni zkouSejici potvrzuje, ze se Fadné
seznamila s obsahem této smlouvy a potvrzuje, ze na
sebe pfevzala povinnosti hlavniho zkouSejiciho dle
této smlouvy, smluvnich ujednani se zadavatelem a
pfislusnych  pravnich  pfedpisi  upravujicich
provadéni klinickych hodnoceni 1é¢iv. Hlavni
zkouSejici se dale zavazuje (i) nezvefejiiovat
informace tykajici se predmétného klinického
hodnoceni bez piedchoziho pisemného souhlasu
zadavatele, (ii) zachovavat mlcenlivost o vSech
poskytnutych informacich, (iii) povazovat tyto za
davérné a (iv) zdrzet se jakéhokoliv jiného uziti
téchto informaci a vysledkd nez pro ucely tohoto
klinického hodnoceni vyslovné povolenych touto
smlouvou. Jako hlavni zkouSejici souhlasim s tim, Ze
zadavatel a spole¢nost Medpace bude/budou
shromazd’ovat, pouzivat, zpracovavat, zvefejiiovat a
pivadét mé osobni (daje, véetné jména, kvalifikace a
zkusenosti v klinickém hodnoceni, mé finan¢ni idaje
vztahujici se mimo jiné k obdrzené odméné a
finanéni nahradé a dalsi osobni udaje k
administrativnim uéelim v souvislosti s klinickym
hodnocenim a/nebo k poskytnuti etickym komisim a
statnim Gfadiim a zavazuji se zajistit tento souhlas i
od spoluzkousejicich a ostatnich clend studijniho
tymu.

By signature / Podpis

Date / Datum
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