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Takeda Sponsored Clinical Trial Agreement

Long-term Safety and Tolerability of TAK-
881 in Subjects with Primary
Immunodeficiency Diseases (PIDD)

Takeda Development Center Americas,
Inc. Clinical Protocol No. TAK-881-3002

THIS SPONSORED CLINICAL TRIAL
AGREEMENT (the “Agreement”) is made as
of the last date of ("Date of Final Signature”)
and effective as set out in Section 26 below,
by and between

ICON Clinical Research Limited, a
clinical research organization having a place
of business at South County Business Park,
Leopardstown, ___Duhlin___18
represented by

I 0oscd on a Power of
Attorney, ("CRO") and

Fakultni nemocnice v Motole, a state-
subsidized organisation, having a place of
business at V Uvalu 84 150 06 Praha 5 ID
Number: 00064203 DIC:  CZ00064203

Represented by
under Power of Attorney, as a
provider of healthcare services (“Provider”).
For purposes of this Agreement, each of CRO
and Institution may be referred to asa “Party”
and together as the “Parties.”

Ireland

Smlouva o klinickém hodnoceni, jehoz
zadavatelem je spolecnost Takeda

Dlouhodoba bezpecnost a snasenlivost
pfipravku TAK-881 u pacientU s
onemocnénim vyvolanym primarnim
imunodeficitem (PIDD)

Takeda Development Center Americas,
Inc. C. klinického protokolu TAK-881-3002

TATO SPONZOROVANA SMLOUVA
O KLINICKEM HODNOCENI (dale jen
~smlouva") se uzavira k poslednimu datu
podpisu (,datum posledniho podpisu") a
nabyva Ucinnosti, jak je uvedeno v oddile 26
nize, mezi

ICON Clinical Research Limited,
organizace pro klinicky vyzkum se sidlem na
adrese  South County Business Park,
Leopardstown, Dublin 18, Irsko, zastoupena

na zakladé pIné moci (,CRO") a
Fakultni nemocnice v Motole, statni
pfispévkova organizace, se sidlem na adrese
V Uvalu 84 150 06 Praha 5 1C0: 00064203 DIC:
CZooo64203  Zastoupend |GG
1a zakladé povéreni,
zdravotnich  sluzeb

jako
(,poskytovatel”). Pro Uclely této smlouvy
mohou byt CRO a poskytovatel oznacovany
jako ,smluvni strana® a spolecné jako
LSmluvni strany*.

Poskytovatel
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RECITALS:

WHEREAS, Takeda Development
Center Americas, Inc. ("Sponsor”) desires to
obtain the services of the Site to conduct a
clinical trial on Sponsor’s investigational drug
identified as TAK-881° (the “Study Drug”);

WHEREAS, Sponsor has designated or
may designate CRO andfor  other
organization(s) (collectively, “Designee(s)”) in
the performance of services for Sponsor, and
the Site shall permit such Designee(s) to
perform any or all of Sponsor’s obligations
under this Agreement. With respect to the
rights and obligations of the Sponsor
hereunder, CRO is acting by virtue of a
Delegation Letter;

WHEREAS,

(the “Investigator” and
together with the Provider, the “Site”) is an
employee of Provider, experienced in the
conduct of clinical research studies in
humans, who shall serve as the principal
investigator for the Study (defined below) as
contemplated in Act No 378/2007 Coll.,, on
pharmaceuticals and on amendments to
some related acts, as amended (“Act on
Pharmaceuticals”), Decree No 226/2008 Coll.,
on good clinical practice and detailed
conditions of clinical trials on medicinal
products, as amended (the “Decree”) and Act
No 372/2011 Coll., on health services and the
terms and conditions of the provision thereof
(“Health Services Act");

UvoD:

VZHLEDEM K TOMU, ZE Takeda
Development Center Americas, Inc.
(,zadavatel") si pieje zajistit sluzby pracovisté
za UCelem provadéni klinického hodnoceni
hodnoceného ptipravku zadavatele
oznaceného jako TAK-881® (,hodnoceny
pfipravek");

VZHLEDEM K TOMU, ZE zadavatel
jmenoval nebo mize jmenovat CRO a/nebo
jinou organizaci (spole¢né jen ,povéfena
osoba / povérené osoby") pfi poskytovani
sluzeb pro zadavatele a pracovisté musi
takovéto osobé/osobam umoznit plnit
jakékoli nebo vsechny zavazky zadavatele
podle této smlouvy. S ohledem na prava a
povinnosti zadavatele podle této smlouvy
jedna CRO na zakladé dopisu o povéreni;

VZHLEDEM K TOMU, ZE
(,zkousejici"“ aspoiecne s

poskytovatelem jako ,pracovisté") je
zaméstnancem poskytovatele se
zkusenostmi s provadénim  klinickych
vyzkumnych studii na lidech a bude

vykonavat funkci hlavniho zkousejiciho ve
studii  (definovano nize) podle zakona
€.378/2007 Sb., o lélivech a o zméné
nékterych souvisejicich zdkond, ve znéni
pozdéjsich predpist (dale jen ,zdkon o
lécivech™), vyhlasky ¢. 226/2008 Sb., o
spravné klinické praxi a blizSich podminkach
klinickych hodnoceni lécivych pfipravkd, ve
znéni  pozdéjsich  predpisU (dale jen
.vyhlaska") a zakona ¢. 372/2022 Sb., o
zdravotnich sluzbach a podminkach jejich
poskytovani (dale jen ,zakon o zdravotnich
sluzbach");
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WHEREAS, the Site has reviewed
sufficient information regarding the Protocol
(defined below) to evaluate its interest in
participating in the Study, and the Site is
equipped to undertake the Study and desires
to perform the Study on the terms and
conditions set forth herein;

NOW, THEREFORE, in consideration
of the mutual covenants and agreements
herein, the Parties, intending to be legally
bound, have entered into this Agreement and
do specifically agree as follows:

1. Study Protocol.

A. The Site will conduct the study
entitled “Multicenter, Prospective, Open-
label, Randomized, Crossover
Study to Evaluate Pharmacokinetics (PK),
Safety, and Tolerability
of TAK-881 in Primary Immunodeficiency
Diseases (PIDD)” (the “Study") at Provider in
accordance with the protocol, incorporated
herein by reference (the “Protocol”). The
Protocol sets forth the clinical research
activities and  responsibilities to  be
undertaken by the Parties. CRO, at the
direction of Sponsor, shall have the right to
amend and/or supplement the Protocol from
time to time in accordance with any/all legal
regulations on written notice to Investigator
andf/or Provider. If any term of this
Agreement regarding the medical or
scientific conduct of the Study conflicts with
any term of the Protocol, the Protocol shall
control. For all other matters, this Agreement
shall control.

B. Provider understands that if
the Investigator determines in his/her best
medical judgment that a deviation from the

VZHLEDEM K TOMU, Ze pracovisté
prezkoumalo dostatek informaci tykajicich se
protokolu  (definovaného  nize), aby
vyhodnotilo svdj zajem o Ucast ve studii, a
pracovisté je vybaveno k provadéni studie a
pfeje si provadét studii za podminek zde
uvedenych;

NA ZAKLADE TOHOTO NYNI, pfi
zvazeni vzajemnych ujednani a dohod zde
uvedenych, smluvni strany — vUmyslu byt
pravné vazany - uzaviely tuto smlouvy,
a konkrétné souhlasi s nasledujicim:

1. Protokol studie.

A. Pracovisté bude provadét studii s
nazvem ,Multicentrickd, prospektivni, oteviena,
randomizovana prekfizend studie pro hodnoceni
farmakokinetiky (PK), bezpednosti a
snasenlivosti pripravku TAK-881 u onemocnéni
vyvolanych primarnim imunodeficitem" (dale jen
~studie®) u poskytovatele v souladu s protokolem,
ktery je do této smlouvy zaclenén odkazem (dale
jen ,protokol®). V protokolu jsou uvedeny aktivity
klinického vyzkumu a povinnosti, které maji
smluvni strany. CRO, Fizena zadavatelem, bude
mit pravo obcas upravovat a/nebo doplnovat
protokol v souladu s jakymikoli/vSemi pravnimi
predpisy po pisemném oznameni zkousejicimu
a/nebo  poskytovateli. Pokud se jakékoli
ustanoveni této smlouvy tykajici se lékarské nebo
védecké stranky provadéni klinického hodnoceni
dostane do stifetu slibovolnym ustanovenim
protokolu, rozhodujici bude protokol. Ve vSech

ostatnich pripadech bude rozhodujici tato
smlouva.

B. Poskytovatel je srozumén s tim, Ze
pokud zkousejici podle svého nejlepsiho

lékarského Usudku rozhodne, ze odchylka od
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Protocol is necessary to eliminate an
apparent immediate hazard to the health or
safety of any subject participating in the
Study, he or she may deviate from the
Protocol; provided, however, that the
Investigator  shall immediately notify
Sponsor in writing of the facts giving rise to
the need for the deviation and the alternate
procedures followed. Except as provided for
in the previous sentence,
Providerunderstands that the Investigator
shall not amend or deviate from the Protocol
without the prior written approval of
Sponsor.

2. Conduct of Study.

A. The Parties shall, and shall
ensure that theiremployees and agents shall,
conduct the Study in compliance with (i) all
generally accepted professional standards,
(ii) Good Clinical Practice Guidelines, (iii) the
ICH Harmonized Tripartite Guidelines for
Good Clinical Practice ("ICH Guidelines”) (iv)
any and all federal, national, state, local or
other jurisdictional laws, rules, regulations,

policies,  guidelines,  guidances, and
governmental  requirements,  including
without limitation, the Act on
Pharmaceuticals, the Decree and all

conditions imposed by the respective Ethics
Committee ("EC") that may be applicable to
the Parties, Study Personnel (defined below),
and/or the Study (collectively, “Applicable
Law").

B. Provider may use sub-
investigators, other employees of Provider,
and contractors to perform Study-related
services under this Agreement (together with
Investigator, “Study Personnel”). Provider
shall ensure that:

protokolu je nezbytnd k vylouceni zjevného
bezprostfedniho  ohrozeni  zdravi  nebo
bezpecnosti jakéhokoli subjektu dcastniciho se
studie, mUZe se odchylit od protokolu; avsak za
pfedpokladu, Ze zkousejici neprodlené pisemné
oznami zadavateli skutecCnosti, které vedly k
potifebé odchyleni se od protokolu, a pouzité
alternativni  postupy. S vyjimkou situaci
uvedenych v predchozi vété se poskytovatel
zavazuje, ze zkousejici nezméni protokol ani se od
néj neodchyli bez predchoziho pisemného
souhlasu zadavatele.

2. Provadéni studie.

A. Smluvni strany budou provadét
studii (a zajisti, aby tak konali i jejich zaméstnanci
a zastupci) v souladu se (i) vSemi obecné
pfijimanymi profesnimi standardy, (i) pokyny
spravné klinické praxe, (iii) tfistrannymi pokyny
Mezinarodni rady pro harmonizaci spravné
klinické praxe (,pokyny ICH"), (iv) jakymikoli a
vsemi federalnimi, narodnimi, statnimi, mistnimi
zakony nebo zdkony jiné jurisdikce, dale pravidly,
predpisy, zasadami, pokyny, poucenimi a vladnimi
pozadavky, mimo jiné vietné zakona o lécivech,
nafizeni soudu a vsech podminek uloZenych
prislusnou etickou komisi (,EK"), které se mohou
tykat  smluvnich  stran, personalu studie
(definovaného nize) a/nebo studie (souhrnné jako
.platné zakony").

B. Poskytovatel mize vyuzit sluzeb
spoluzkousejicich, dalsich zaméstnancl
poskytovatele a dodavateld k provadéni sluzeb
souvisejicich se studii podle této smlouvy
(spolecné jako zkousejici, ,personal studie").
Poskytovatel zajisti nasleduijici:
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i All - Study Personnel
perform their Study responsibilities
and fulfill their obligations under this
Agreement, including adherence to
the Protocol and the Investigator’s
instructions;

ii. All  Study Personnel
have the necessary licenses and
certifications as may be required to
perform their Study responsibilities;

iii. Any Study Personnel
not employed by Provider shall
comply with the same terms that bind
Investigator hereunder.

i. Veskery personal studie
provadi své povinnosti ve studii a plni své
zavazky podle této smlouvy, vdetné
dodrzovani  protokolu a  pokynl
zkousejiciho;

. Veskery personal studie ma
nezbytné licence a osvédceni, které
mohou byt vyzadovany k provadéni jejich
povinnosti ve studii;

iii. Veskery personal studie,
ktery neni zaméstnan u poskytovatele,
bude plnit stejné podminky, kterymi je
podle této smlouvy vazan i zkousejici.

C. Without limitation of the C.
foregoing, Provider further agrees that, in
the performance of the Study, Provider and
Provider’'s employees and agents shall:

Bez omezeni vyse uvedeného
poskytovatel dale souhlasi s tim, Ze pfi
provadéni studie bude pro poskytovatele a
zaméstnance a zastupce poskytovatele platit
nasledujici:

i. provide  to  each
potential subject verbal and written
information about the risks, benefits,
and requirements associated with
Study participation and obtain in
advance from each Study subject a
signed and dated written informed
consent form that has received the
favorable opinion of the EC and prior
approval from the Sponsor and that is
consistent with the Protocol and this
Agreement;

ii. obtain the
authorization (either separately or
included in the informed consent),
signed by or on behalf of Study
subject permitting the transfer of

i. poskytnou kazdému
potencialnimu Ucastnikovi Ustni a pisemné
informace o rizicich, vyhodach a
pozadavcich spojenych s Ucasti ve studii a
predem si od kazdého Ucastnika studie
vyzadaji podepsany a datovany pisemny
informovany  souhlas,  ktery  ziskal
souhlasné stanovisko EK a predchozi
souhlas zadavatele, coz je v souladu
s protokolem a touto smlouvoy;

ii. zajisti  povoleni  (bud
samostatné nebo v ramci informovaného
souhlasu) podepsané subjektem
hodnoceni nebo jeho jménem umozriujici
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health and  other  personal
information pursuant to Applicable
Law;

iii.  require that no subject
in the Study may participate
concurrently in any other clinical
study in which a study drug is given.
Should Provider or Investigator
become aware of any such concurrent
study participation, it shall notify
Sponsor promptly;

iv.  maintain and prepare
records relating to the Study and
subjects participating in the Study as
specified in the Protocol;

v. complete all subject
case report forms (*CRFs") using the
form(s) provided by or on behalf of
Sponsor, as well as complete all other
reports required by the Protocol and
Applicable Law on a timely basis,
whether recorded on paper or in
digital format, review the CRFs to
assure  their  accuracy  and
completeness, assist the
representatives and clinical monitors
of Sponsor in promptly resolving any
discrepancies or errors on CRFs, and,
provided subject confidentiality is
maintained, assist in performing
audits of original subject records,
laboratory reports, or other raw data
sources for the purpose of verifying
data recorded on the CRFs;

vi. ensure that all data,

prenos zdravotnich a jinych osobnich
Udaju v souladu s platnymi zakony;

iii. budou vyZadovat, aby se
zadny subjekt ve studii soubézné nezapojil
do zadné jiné klinické studie, v niz je
podavan hodnoceny pfipravek. Pokud se
poskytovatel nebo zkouSejici dozvi o
jakékoli takové soubézné Ucasti ve studii,
ihned uvédomi zadavatele;

iv.  povedou a budou
vyhotovovat zaznamy tykajici se studie a
subjektd Ucastnicich se studie, jak je
uvedeno v protokoly;

v. budou vyplhovat vsechny
formulafe pro hlaseni pfipadd (Case
Report Form, ,CRF“) pomoci formulaid
poskytnutych zadavatelem nebo jeho
jménem a vcas vyplni vSechna ostatni
hldseni  vyzadovand protokolem a
prislusnym zakonem, a to bez ohledu na
to, zda jsou zaznamenany na papife nebo
v digitalnim formatu, budou kontrolovat
formulate CRF s cilem zajistit jejich
presnost a Uplnost, pomahat zastupcim a
klinickymm  monitordm zadavatele pfi
rychlém teSeni jakychkoli nesrovnalosti
nebo chyb na formulafich CRF a za

predpokladu  zachovani  dUvérnosti
subjektd, pomahat pfi provadéni auditd
pGvodnich zaznam{ subjektu,

laboratornich  zprav  nebo  jinych
zdrojovych nezpracovanych dat za Ucelem
ovéfeni  dat  zaznamenanych  na
formulaFich CRF;

vi.  zajisti, aby vSechna data,

including signatures, supplied to vCetné podpisd, poskytnuta zadavateli
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Sponsor will meet the principles of
ALCOA+ (attributable, complete,
legible, original, accurate,
contemporaneous, permanent,
readily  retrievable),  and further
certify that appropriate controls are
established to mitigate the risks
related to intentional or unintentional
falsification of data and signatures as
required by Applicable Law;

vii. cooperate with
Sponsor and its Designee in all of
their efforts to support and monitor
the  Study, including  without
limitation, allowing Sponsor on-site
access to the facilities where the
Study is being conducted and any and
all records and other documents
associated with the conduct of the
Study as reasonably requested by
Sponsor , providing all requested
documentation in a timely and
organized manner, and keeping
Sponsor fully apprised of the progress
of the Study;

viii. record all adverse
events on the Adverse Events page(s)
of the CRFs and report all adverse
events and serious adverse events in
accordance with Applicable Law and
the Protocol and cooperate with
Sponsor in identifying and resolving
unexpected occurrences involving
the Study Drug or its use in the Study;

ix. retain all records
relating to the Study, for the period of
25 (twenty-five) years as required by
Applicable Law. Sponsor shall inform

spliovala zasady ALCOA+ (pfiraditelné,
Uplné, Citelné, plvodni, presné, soucasné,
trvalé, snadno dohledatelné) a dale
potvrdi, ze prislusné kontroly jsou zfizeny
za UCelem zmiméni rizik souvisejicich
s Umyslnym nebo nedmyslnym falsovanim
dat a podpis0, jak to vyzaduji platné
zakony;

vii. budou spolupracovat se
zadavatelem a jeho povéfenou osobou pfi
veskerém jejich Usili o podporu a
monitorovani studie, , mimo jiné vcietné
toho, ze zadavateli umozni na pracovisti
pristup do prostor, kde se studie provadi, a
veskerych zaznamd a dalSich dokumentd
souvisejicich s provadénim studie, jak je
odUvodnéné pozadovano zadavatelem,
pricemz poskytnou veskerou
pozadovanou dokumentaci véas a
organizovanym zp@sobem a plné budou
zadavatele informovat o pribéhu studie;

viii. budou zaznamenavat
vsechny nezadouci pfihody na strance
Nezadouci ptihody ve formulafich CRF a
hlasit vsechny nezadouci ptihody a
zadvazné nezadouci pfihody v souladu s
platnymi  zdkony a protokolem a
spolupracovat se  zadavatelem  pfi
identifikaci a teSeni neocekavanych
udalosti zahrnujicich hodnoceny pfipravek
nebo jeho pouziti ve studii;

ix. budou uchovéavat vsechny
zdznamy tykajici se studie po dobu 25
(dvaceti péti) let, po dobu vyzadovanou
platnymi zakony.
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Provider about the way the Study
records will be handled at least 6 (six)
months prior to the end of the
retention period. In case Sponsor fails
to inform the Provider within the
specified period, it is understood that
Sponsor agrees to have the Study
records shredded. If Sponsor requires
a longer retention period, the
Provider shall be entitled to demand
reasonable payment;

X.  cooperate with and
support the Sponsor with regard to
the  relevant  applications  or
communications with the relevant
EC;

xi. obtain  the  prior
written approval of CRO and Sponsor
and the favorable opinion of the EC of
the content of any communication
soliciting subjects for the Study
(including any changes), which must
comply with Applicable Law, and of
any further documents related to the
Study and required by the Applicable
Law and/or requested by the EC; and

xii. conduct the Study
solely at Provider's facilities; the
location for the conduct of the Study
may not be changed without Sponsor
‘s prior written consent.

D. The Providerfurther

represents and warrants to Sponsor that:

i. neither the Provider,
nor any of theProvider's employees
or agents performing the Study, (1)
are under any contractual or other

Zadavatel informuje poskytovatele o
zpUsobu nakladani se studijnimi zdznamy
nejméné 6 (Sest) mésicd pred koncem
doby uchovavani. V pfipadé, Ze zadavatel
neinformuje poskytovatele ve stanovené
[hdté, ma se za to, ze zadavatel souhlasise
skartaci studijnich zdznam. Pozaduje-li
zadavatel delsi dobu wuchovani, je
poskytovatel ~ opravnén  pozadovat
pfimérenou platbuy;

x. budou se zadavatelem
spolupracovat a podporovat ho s ohledem
na relevantni pouziti nebo komunikaci s
prislusnou EK;

Xi.  zajisti predchozi pisemny
souhlas CRO a zadavatele a souhlasné
stanovisko EK k obsahu jakékoli
komunikace Zadajici o subjekty do studie
(véetné jakychkoli zmén), kterd musi byt v
souladu s platnymi zakony, a jakékoli dalsi
dokumenty souvisejici se studii a
pozadované rozhodnym pravem a/nebo
pozadované EK; a

xii. budou provadét studii
vyhradné v prostorach poskytovatele;
misto provadéni studie se nesmi zménit
bez predchoziho pisemného souhlasu
zadavatele.

D. Poskytovatel — dale  prohlasuje

a zadavateli zaru€uje nasledujici:

i. poskytovatel ani zadny ze
zaméstnancl nebo zastupcl
poskytovatele provadéjici studii, (1)
nemaji zadné smluvni nebo jiné zavazky
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E.

obligations or restrictions that are
inconsistent with the Provider’s
obligations under this Agreement,
or (2) have a financial or other
interest in Sponsor or the outcome
of the Study that might interfere
with their independent judgment, or
(3) are under investigation by any
regulatory authority, for debarment
or any action in relation to clinical
research, or (4) are presently
debarred, disqualified, or deemed
ineligible  to  conduct clinical
research or to receive
investigational drugs or devices as a
clinical investigator under any
Applicable Law. The Provider will
notify Sponsor immediately (a) if
Provider, the Investigator, or any of
its employees or agents become
debarred, disqualified, or deemed
ineligible by any court or requlatory
agency, or (b) upon any inquiry
concerning or the commencement
of any debarment or disqualification
proceeding regarding any such
person, the Investigator, or
Provider, together with any other
information known to the Site that is
relevant to such proceedings or
actions;

i The Provider shall
properly supervise all persons
performing the Study under its
direction and shall ensure that such
persons comply with the terms of
this Agreement.

In conducting the Study for

nebo omezeni, které jsou v rozporu se
zavazky poskytovatele podle této
smlouvy, ani (2) nemaji financni nebo jiny
zajem v0C¢i zadavateli nebo vysledku
studie, ktery by mohl zasahovat do jejich
nezavislého Usudku, ani (3) nejsou
vySetfovani  jakymkoli  regulaénim
organem z ddvodu vylouceni nebo
jakéhokoli opatfeni souvisejiciho
s klinickym vyzkumem, ani (4) nejsou v
soucasné dobé vylouceni, nebyla jim
zakazana Cinnost ani nejsou povazovani
za nezpUsobilé provadét klinicky vyzkum
nebo pfijimat hodnocené pfipravky nebo
prostredky ~ ve  funkci  klinického
zkousejiciho podle jakéhokoli platného
zdkona. Poskytovatel bude okamzité
informovat zadavatele, (a) pokud bude
poskytovatel, zkousejici nebo kterykoli z
jeho zaméstnancd ¢i zastupcd vyloucen,
bude mu zakdzana cinnost nebo bude
shledan nezpUsobilym jakymkoli soudem
nebo regula¢nim Ufadem, nebo (b)
vprfipadé jakéhokoli Setfeni nebo
zahdjeni jakéhokoli vyluc¢ovaciho nebo
diskvalifikacniho Fizeni tykajiciho se
jakékoli takové osoby, zkousejiciho nebo
poskytovatele, spolu s jakymikoli dalSimi
informacemi znamymi pro pracovisté,
které jsou relevantni pro takové fizeni
nebo kroky;

i Poskytovatel bude Fadné
dohlizet na vSechny osoby provadéjici
studii pod jeho vedenim a zajisti, aby tyto
osoby dodrzovaly podminky této
smlouvy.

E. Pfi provadéni sluzeb podle této smlouvy

Sponsor, the Provider and the Provider's pro zadavatele poskytovatel a jeho zaméstnanci,
employees, agents, and contractors (i) shall

zastupci a dodavatelé (i) nebudou nabizet Uplatuy,
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not offer to make, make, promise, authorize
or accept any payment or give anything of
value, including without limitation bribes,
either directly or indirectly to any public
official, regulatory authority or anyone else
for the purpose of influencing, inducing or
rewarding any act, omission or decision in
order to secure an improper advantage, or
obtain or retain business; and (ii) shall comply
with all applicable anti-corruption and anti-
bribery laws and regulations. Provider shall
notify Sponsor immediately upon becoming
aware of any breach of Provider’s obligations
under this Section.

3. Investigator; Replacement.

A. Provider understands that
Investigator shall provide Sponsor with a
copy of the Investigator’'s current curriculum
vitae.

B. Provider understands that
Investigator shall provide Sponsor with
sufficient accurate financial disclosure

information to permit Sponsor to submit a
complete and accurate certification or
disclosure statement as required by
Applicable Law, and will promptly update the
information if any relevant changes occur
during the course of the Study and for one (1)
year following completion or termination of
the Study. Provider understands that
Investigator consents to the disclosure by
Sponsor of such financial information to the
U.S. Food and Drug Administration ("FDA")
and, if required, other regulatory authorities.
Provider understands that Investigator shall
cooperate with Sponsor to provide any
additional information required by the FDA
and/or such other regulatory authorities in
connection with the Study.

provadét, slibovat, autorizovat i pfijimat
jakoukoli platbu ani nepfedaji nic hodnotného,
mimo jiné vcetné dJplatkd, at ui pfimych Ci
nepfimych, jakémukoli vefejnému Ufednikovi,
regulacnimu Ufadu nebo komukoli jinému s cilem
ovlivnit, vyvolat nebo odménit néjaké konani
nekonani nebo rozhodnuti za Ulelem zajisténi
nezakonné vyhody nebo ziskani ¢i zachovani
podnikani; a (ii) budou dodrzovat veskeré platné
protikorupcni a protiuplatkarské zakony a
pfedpisy.  Poskytovatel bude  zadavatele
informovat neprodlené, jakmile se dozvi o
jakémkoli poruseni zavazkd poskytovatele podle
tohoto bodu.

3. Zkousejici; Vyména Zkousejiciho.

A. Poskytovatel bere na védomi, ze
zkousejici poskytne zadavateli kopii aktudlniho
Zivotopisu zkousejiciho.

B. Poskytovatel je srozumén s tim, ze
zkousejici bude poskytovat zadavateli dostatecné
presné financni informace, které zadavateli
umozni predlozit Uplné a pfesné prohlaseni o
certifikaci nebo zvefejnéni, jak je pozadovano
platnymi zakony, a neprodlené tyto informace
aktualizuje, pokud v probéhu studie a po dobu
jednoho (2) roku od ukonceni nebo predcasného
ukonceni studie dojde kjakymkoli vyznamnym
zménam. Poskytovatel je srozumén s tim, Zze
zkousejici  souhlasi s  predanim  takovych
financnich informaci zadavatelem americkému
U¥adu pro kontrolu potravin a léc¢iv (Food and
Drug Administration, ,FDA") a v pfipadé potieby
dalsim regulacnim organdm. Poskytovatel je
srozumén s tim, ze zkousejici bude spolupracovat
se zadavatelem pfi poskytovani jakychkoli dalSich
informaci pozadovanych Ufadem FDA a/nebo
jinymi regulacnimi organy v souvislosti se studii.
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C. If the Investigator becomes
either unwilling or unable to perform the
duties required by this Agreement, Provider
shall promptly notify Sponsor, and shall
cooperate to find a replacement investigator
acceptable to Sponsor (a “Replacement
Investigator”); provided, however, that the
Site shall continue to be responsible for
fulfilling the obligations of this Agreement
until  a Replacement Investigator s
appointed. If an acceptable Replacement
Investigator is not found within thirty (30)
days (or such longer period as mutually
agreed upon by the Parties), CRO may
terminate this Agreement in accordance with
the terms herein. If a Replacement
Investigator is designated, such Replacement
Investigator shall be bound by all terms of
this Agreement that are applicable to the
Investigator, and the Parties shall amend this
Agreement accordingly.

D. Provider shall ensure that if
Sponsor or CRO requests, Investigator shall
attend and participate in an investigator's
meeting or other initiation meeting. Sponsor
will reimburse Investigator for reasonable
and necessary travel and lodging expenses
incurred to attend such meeting(s). The
receipts for such meeting(s) must be
submitted to Sponsor or Sponsor’s Designee
within sixty (60) days of the date of the
meeting. From time to time Sponsor may
take photographs or create audio and/or,
video recordings in connection with
investigator meetings. Provider shall ensure
that Investigator gives Sponsor (or anyone
acting with Sponsors authority) permission
to make, take or create photographs, video
and/or audio recordings and transcriptions in
connection with such meetings or Study

C. Pokud zkousejici prestane byt
ochoten nebo schopen plnit povinnosti
pozadované touto smlouvou, poskytovatel o tom
neprodlené informuje zadavatele a bude
spolupracovat  na  nalezeni  ndhradniho
zkousejiciho  pfijatelného  pro  zadavatele
(,ndhradni zkousejici*); avSak za predpokladu, ze
pracovisté bude i nadale odpovédné za pinéni
zadvazkd podle této smlouvy, dokud nebude
jmenovan nahradni zkousejici. Pokud nebude
nalezen prijatelny nahradni zkousejici do tficeti
(30) dnd (nebo po delsi dobg, na které se strany
vzajemné dohodnou), CRO mdze vypovédeét tuto
smlouvu v souladu s podminkami zde uvedenymi.
Je-li urcen nahradni zkousSejici, bude tento
nahradni zkousejici vazan vsemi podminkami této
smlouvy, které se na zkousejiciho vztahuji, a
smluvni strany tuto smlouvu odpovidajicim
zpUsobem upravi.

D. Poskytovatel zajisti, ze na zadost
zadavatele nebo CRO se zkousejici dostavi a
Ucastni se schlzky zkousejicich nebo jiné iniciacni
schizky. Zadavatel proplati  zkouSejicimu
prfimérené a nezbytné vydaje na cestu a ubytovani
vynalozené na Ulast na takovém setkani
(setkanich). Stvrzenky k této schlzi (schizim)
predlozte zadavateli nebo jeho povérené osobé do
$edesati (60) dni od data schize. Cas od ¢asu mize
zadavatel pofizovat fotografie nebo vytvaret
audio a/nebo video zaznamy v souvislosti se
schizkami zkousejicich. Poskytovatel zajisti, aby
zkousejici dal zadavateli (nebo komukoli, kdo
jedna v povéreni zadavatele) povoleni potizovat,
ziskavat nebo vytvaret fotografie, video a/nebo
zvukové zaznamy a prepisy vsouvislosti s
takovymi schizkami nebo innostmi souvisejicimi
se studii a pouzivat, ukladat, kopirovat,
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related activities and to use, store, copy,
display, reproduce transmit and publish such
records.
4. Term; Study Initiation;
Completion/Termination

A. This Agreement shall
commence as of the Effective Date and shall
continue until completion of all obligations
herein, including without limitation receipt
by Sponsor of all Study data and resolution of
all corresponding queries in a form
acceptable to Sponsor (“Completion”),
unless otherwise terminated in accordance
with this Agreement.

B. The Provider shall ensure that
Investigator shall deliver a copy of the
favorable opinion of the EC approval letter to
Sponsor. If the favorable opinion of the EC is
not obtained, this Agreement shall be null
and void. The Site shall promptly notify
Sponsor if the favorable opinion of the EC for
the Study is lapsed, suspended, or withdrawn
in whole or in part.

C. The Provider shall ensure that
no subject may be enrolled in the Study
without the Investigator first obtaining an
approved informed consent signed by or on
behalf of each subject and an approved
subject authorization. The Site shall not
request an informed consent from any
subject or allow any subject to participate in
the Study prior to the initiation of the Study
in accordance with the Protocol and the
terms of this Agreement.

zobrazovat, reprodukovat, prenaset a zverfejfiovat
takové zaznamy.

4. Doba trvani; Zahajeni studie; Dokonceni
| Pfedcasné ukonceni

A. Tato smlouva nabyva Udinnosti
dnem Ucinnosti a bude pokracovat az do spInéni
véech zde uvedenych povinnosti, mimo jiné
véetné obdrzeni vSech Udajd ze studie
zadavatelem a vyreSeni vsech odpovidajicich
dotazd ve formé pfijatelné pro zadavatele
(,dokonceni”), pokud nebude vypovézena jinak v
souladu s touto smlouvou.

B. Poskytovatel zajisti, aby zkousejici
dorudil kopii kladného stanoviska schvalovaciho
dopisu EK zadavateli. Pokud nebude zajisténo
souhlasné stanovisko EK, tato smlouva bude
neplatna a neucinna. Pracovisté bude neprodlené
informovat zadavatele, pokud vyprsi souhlasné
stanovisko EK pro studii, pfipadné pokud bude
pozastaveno nebo zcela ¢i ¢astecné odvolano.

C. Poskytovatel zajisti, aby Zzadny
subjekt nemohl byt registrovan do studie, aniz by
zkousejici nejprve ziskal schvaleny informovany
souhlas podepsany kazdym subjektem nebo jeho
jménem a odsouhlaseny souhlas subjektu.
Pracovisté nebude vyzadovat informovany
souhlas od zadného subjektu ani neumozni
zadnému subjektu Ucastnit se studie pred
zahajenim studie v souladu s protokolem a
podminkamitéto smlouvy.
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5. Payment Terms and Budget.

A. In consideration for
performance of the Study, Sponsor will
compensate Provider in accordance with the
payment terms and budget set forth in
Schedule A attached hereto and made a part
hereof (the “Budget”). The estimated value
of financial payment under this Agreement
shall be approximately CZK 158,928. No
other benefits or compensation, beyond
those expressly included in the Budget, or as
otherwise approved by Sponsor in advance in
writing, will be provided by Sponsor to
Provider. Absent a good faith dispute,
payments shall be made by Sponsor or CRO
in accordance with the Budget following
receipt of a detailed invoice from Provider,
which invoice shall be consistent with the
provisions set forth in the Budget. All invoices
will be itemized as set forth in the Budget.
Any expenses, including travel expenses, for
which reimbursement is sought, shall be paid
only if (i) the request for reimbursement for
such expenses is accompanied by original
receipts and (ii) Sponsor has expressly agreed
to reimburse such expenses in writing or in
the Budget. The last payment due will be
made by Sponsor or CRO after the Site
completes all of its obligations hereunder,
and Sponsor or CRO has received all
completed CRFs, all deliverables defined in
the Protocol, and all other data and rights to
which Sponsor or CRO is entitled under this
Agreement. The terms of the Budget may be
modified only upon the prior written consent
of the Parties.

5. Platebni podminky a rozpocet.

A. Jako protiplnéni za provadéni
studie zadavatel vyplati poskytovateli nahradu v
souladu s platebnimi podminkami a rozpoctem
pripojenymi jako Priloha A k této smlouvé a
tvoficim  jeji soulast (dale ,Rozpocet").
Odhadovana hodnota financ¢ni Uhrady podle této
smlouvy Cini pfiblizné 158,928 K& Zadavatel
poskytovateli neposkytne zadné jiné vyhody nebo
kompenzace, které nejsou vyslovné uvedeny v
rozpoCtu nebo jinak predem pisemné schvaleny
zadavatelem. Pokud nedojde ke sporu v dobré
vire, bude platby provadét zadavatel nebo CRO
vsouladu s rozpoCtem po obdrzeni podrobné
faktury od poskytovatele, ktera bude v souladu s
ustanovenimi stanovenymi v rozpoctu. VSechny
faktury budou rozepsany na jednotlivé polozky,
jak je uvedeno v rozpoctu. Jakékoli vydaje, véetné
cestovnich vydajl, u nichz je pozadovana nahrada,
budou proplaceny pouze v pripadg, Ze (i) k zadosti
o nadhradu téchto vydaj0 jsou pfilozeny originaly
Uctenek a (i) zadavatel vyslovné souhlasil s
Uhradou téchto vydajd pisemné nebo jsou
uvedeny v rozpoctu. Posledni splatnou platbu
provede zadavatel nebo CRO poté, co pracovisté
splni vechny své zavazky podle této smlouvy a
zadavatel nebo CRO obdrzi vsechny vyplnéné
formulafe CRF, vSechny dodavky definované
v protokolu a vsechna dalsi data a prava, ke
kterym ma zadavatel nebo CRO opravnéni podle
této smlouvy. Podminky rozpoltu mohou byt
upravovany pouze na zakladé predchoziho
pisemného souhlasu stran.
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B. The Parties acknowledge and
agree that the amounts payable by Sponsor
under this Agreement represent the fair
market value of the covered costs associated
with the Study and no part of any
consideration paid hereunder is a prohibited
payment for the recommending or arranging
for the referral of business or the ordering of
items or services; nor are the payments

intended to induce illegal referrals of
business.
C. For all services required under

the Protocol for which Sponsor has agreed to
provide compensation, Sponsor, through
CRO, will be the sole source of compensation.
With the exception of third party payors (e.g.
insurers), no part of the Study shall be
conducted with funding from any third
parties, including without limitation, any
government or government agency funding,
without the prior written consent of Sponsor.
Neither Provider nor Investigator will seek
reimbursement from any government
healthcare program or third party payor for
amounts paid by or on behalf of Sponsor, or
for any materials that were provided by or on
behalf of Sponsor at no cost to Provider or
Investigator (such as the Study Drug(s)).

D. The Site understands that
Sponsor or CRO will disclose to relevant
governmental authorities the payments
made by or on behalf of Sponsor to the Site
under this Agreement, as well as the purpose
and nature of such payments, to the extent

that Sponsor deems necessary under
Applicable Law.
E. Provider acknowledges that

the CRO has executed separate agreement(s)
with the Investigator and/or any other

B. Smluvni strany berou na védomi a
souhlasi s tim, ze odména vyplacena zadavatelem
dle této smlouvy predstavuje skutecnou trzni
hodnotu vynalozenych nakladd souvisejicich s
touto studii a Ze 74dné ¢ast odmeény vyplacené dle
této smlouvy neni zakazanou platbou za
doporueni nebo zajisténi doporuceni zakazky
nebo objednani zboZi &i sluzeb; ani se nejedna

oplatby uréené knezakonnému doporuceni
zakazek.
C. U vsech sluzeb vyzadovanych

protokolem, u nichz zadavatel souhlasil
s poskytnutim financni odmény, bude zadavatel
(prostfednictvim CRO) vyhradnim zdrojem této
odmeény. S vyjimkou platcd jakozto tfetich stran
(napf. pojistiteld) nebude zadna cast klinického
hodnocenifinancovana z prostfedkd treti strany, a
to mimo jiné véetné financnich prostfedkd od
vlady nebo viadniho Uradu, bez predchoziho
pisemného souhlasu zadavatele. Poskytovatel ani
zkousejici nebudou usilovat o financni nahradu ze
statnich zdravotnickych programd nebo od platcd
tfetich stran za castky vyplacené zadavatelem
nebo jeho jménem ani za material, ktery zkousejici
lékar ziskal od zadavatele nebo jeho jménem pro
poskytovatele nebo zkousejictho bez Uplaty
(naptiklad hodnoceny pfipravek).

D. Pracovisté je srozuméno s tim, Ze
zadavatel nebo CRO bude informovat pfislusné
vlddni  organy o platbach  provedenych

zadavatelem nebo jeho jménem ve prospéch
pracovisté podle této smlouvy, jakoz i o Ucelu a
povaze téchto plateb, a to v rozsahu, ktery
zadavatel povazuje za nezbytny podle platnych
zakond.

E. Poskytovatel bere na védomi, ze
CRO uzavielo samostatnou smlouvu(y) se
zkousejicim a/nebo jinymi ¢leny studijniho tymu
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members of the Study team regarding this
Study, on the basis of which the Investigator
and/or members of the Study team are
remunerated for conducting this Study.

6. Confidentiality.

A. All
without limitation,
electronically  stored or  transmitted
information), materials, and documents
provided to the Site by or on behalf of
Sponsor in connection with the Study,
including without limitation preclinical data
and CRFs, and Study Results shall be
considered  “Confidential  Information.”
Confidential Information also includes
without limitation, the Protocol, the
Investigators’ Drug  Brochure,  Study
correspondence, and Study Results;
provided, however, that the Site may use
and/or publish Study Results in accordance
with the terms of this Agreement. The Site
hereby agrees that it: (i) shall maintain in
strict confidence all of the Confidential
Information, (ii) shall not disclose or
disseminate Confidential Information to any
third party, (iii) shall not use the Confidential
Information for any purpose other than the
performance of the Study, and (iv) shall
safeguard the Confidential Information using
the same degree of care, but no less than a
reasonable degree of care, as the Site uses to
protect its own confidential information.
Such Confidential Information shall remain
the exclusive confidential and proprietary
property of Sponsor and shall be disclosed
only on a need-to-know basis and only to the
Site and the Site's employees and agents.
Provider agrees to ensure that each of the
Site’s employees and agents rendering
services hereunder treat the Confidential

information
verbal,

(including
written, and

tykajici se této studie, na zakladé kterych jsou
zkousejici a/nebo ¢lenové studijniho  tymu
odménovani za provadeéni této studie.

6. Ddvérnost Udaj0.

A. Vsechny informace (mimo jiné
véetné verbalnich, pisemnych a elektronicky
uloZzenych  nebo  prendsenych informaci),
materidly a dokumenty, které zadavatel nebo
osoba jeho jménem  predala  pracovisti
vsouvislosti se studii, mimo jiné vcetné
predklinickych dat a formulard CRF a vysledkd
studie, budou povazovany za ,dOvérné
informace”. DOvérné informace také mimo jiné
zahrnuji  protokol, brozuru o lélivech pro
zkousejici, korespondenci ve studii a vysledky
studie; avsak za predpokladu, Ze pracovisté mize
pouzivat a/nebo zvetejnovat vysledky studie v
souladu s podminkami této smlouvy. Pracovisté se
timto zavazuje k nasledujicimu: (i) bude
zachovavat pfisnou ddvérnost vsech ddvérnych
informaci, (ii) nezverejni ani nebude Sifit ddvérné
informace Zzadné treti strané, (iii) nepouZije
dbvérné informace k jinému vcelu nez k provadéni
studie a (iv) bude chranit ddvérné informace se
stejnou mirou péce, ale ne méné nez s pfimérenou
péci, jakou pouziva stranka k ochrané svych
vlastnich ddvérnych informaci. Takové divérné
informace z0stanou vyhradnim ddvérnym a
chranénym vlastnictvim zadavatele a budou
zpristupnény pouze podle potreby je védét a
pouze pracovisti a jeho zaméstnancim a
zastupcm. Poskytovatel souhlasi s tim, ze zajisti,
aby kazdy jeho zaméstnanec a zdstupce
provadéjici sluzby podle této smlouvy nakladal s
dovérymi informacemi dOvérmé v souladu
s podminkami této smlouvy.
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Information as confidential consistent with
the terms hereof.

The other Party understands that the
Provider, as a state-subsidized organization,
is obliged to provide information pursuant to
Act No. 106/1999 Coll. on free access to
information upon an enquiry by a third party.

B. The foregoing obligations
shall not apply to Confidential Information
that:

i. is or becomes publicly
available through no fault of the Site;

ii. is lawfully disclosed to
the Site by a third party entitled to
disclose such information without
any obligation of confidence;

iii. is already known to the
Site prior to disclosure hereunder, as
shown by the Site’s prior written
records; or

iv. was developed by the
Site without the wuse of any
Confidential Information, as
evidenced by the Site’s prior written
records.

C. In the event that Confidential
Information is required to be disclosed by law
or regulation, the Site shall (i) timely notify
Sponsor and provide Sponsor an opportunity
to object to such disclosure, prior to making
any such disclosure, and (ii) use all reasonable
efforts to limit the disclosure and maintain
the confidentiality of such Confidential
Information to the extent reasonably
possible.

Druha smluvni strana bere na védomi, ze
poskytovatel jakozto statni prispévkova
organizace, je povinna na dotaz tfeti osoby
poskytnout informace podle zdkona ¢. 106/1999
Sb., o svobodném pfistupu k informacim.

B. Vyse uvedené povinnosti se

nevztahuji na ddvérné informace, které:

i jsou nebo se stanou vefejné
dostupnymi bez jakéhokoli zavinéni ze
strany pracovisté;

i. jsou ze zakona zpfistupnény
pracovisti tfeti stranou opravnénou
zpfistupnovat tyto informace bez zavazku
zachovani ddvérnosti;

iii. jsou jiz znamy pracovisti
pfed jejich zpfistupnénim podle této
smlouvy, jak je prokazano predchozimi
pisemnymi zaznamy pracovisté; nebo

iv. byly vyvinuty pracovistém
bez  pouziti  jakychkoli  ddOvérnych
informaci, jak wvyplyvd zpredchozich

pisemnych zaznam0 pracovisté.

v ’

C. V ptipadé, ze zakon nebo nafizeni
vyzaduje zvefejnéni  dlvérnych informaci,
pracovisté (i) véas uvédomi zadavatele a poskytne
zadavateli pfilezitost vznést namitku proti
takovému zvefejnéni, a to pred provedenim
jakéhokoli takového zvefejnéni a (i) vynalozi
veskeré primérené Usili, aby omezilo zvefejnéni a
zachovani  dOvérnosti  takovych  dOvérnych
informaci v pfimérené mozném rozsahu.

-Page 16 of 59-/ Strana 16 ze 59-

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst v.1June2021 / Smlouva o klinickém hodnoceni spolecnosti Takeda (pro Ceskou

republiku) CRO Zdravotnické zarizeni v. 1. Gervna 2021
Protocol Number / TAK-881-3002

Takultni nemocnice v Motole



Docusign Envelope ID: CE31C2E3-706D-43B6-9581-BBCOEE1DA889

D. Upon demand by Sponsor, the
Site shall return all Confidential Information,
including all copies thereof, to Sponsor;
provided, however, that one (1) copy of such
Confidential Information may be retained by
Provider in its confidential files

compliance purposes only.

7. Data Protection. The Parties agree to
the terms and conditions set forth

Schedule B.

8. Use of Study Results. Subject to
Applicable Law, Sponsor shall have the
unrestricted right to use and publish, any
data and information from the Study without
the consent of Investigator or Provider,
provided that Sponsor maintains subject
confidentiality. The Site will not use data
generated during the Study or results of the
Study for any purpose other than care of a
subject, for internal research purposes, or for
publication subject to Article 9, below. For
the avoidance of doubt, internal research
purposes means internal, non-commercial
research activities that are not funded by a
third party (other than a government
agency). The Site shall obtain all legally

required authorizations or

documentation from Study subjects to allow
for disclosures of Study subjects’ data to
Sponsor and its Designee in accordance with

this Agreement.

9. Ownership of Data; Publication.

A. All data, information,
results generated during the course of
conducting the Study, including without
limitation, the completed CRFs and any
reports prepared by the Site (collectively the

D. Na Zadost zadavatele vrati
pracovisté vsechny divérné informace, vcetné
vsech jejich kopii, zadavateli; avSak za
predpokladu, Ze jedna (1) kopie téchto divérnych
informaci m0ze z0stat u poskytovatele v jeho
ddvérnych souborech, vyhradné pro ucely pInéni
predpis0.

7. Ochrana Udaju. Smluvnistrany se dohodly
na podminkach uvedenych v Pfiloze B.

8. Pouziti vysledkd studie. Podle platnych
zakonU bude mit zadavatel neomezené pravo
pouzivat a publikovat veskera data a Udaje ze
studie bez souhlasu  zkousejictho nebo
poskytovatele, pficemz se rozumi, ze zadavatel
zachova ddvérnost subjektu. Pracovisté nepouzije
data vytvorena béhem studie ani vysledky studie k
jinému Ucelu, nez je péce o subjekt i k internim
vyzkumnym ucelOm, pfipadné k publikacim podle
bodu g nize. Aby se prfedeslo pochybnostem,
interni  vyzkumné Ucely znamenaji interni,
neobchodni vyzkumné Ccinnosti, které nejsou
financovany tfeti stranou (s vyjimkou vladni
Ufadu). Pracovisté zajisti vsechny zakonem
vyzadovana povoleni nebo jiné dokumenty od
subjektd hodnoceni, na jejich zakladé bude
probihat zpfistupnéni Udaj0 subjektd hodnoceni
zadavatelia jeho povérené osobé v souladu s touto
smlouvou.

9. Vlastnictvi 0daji; Publikovani.

A. Vsechna data, informace a
vysledky generované v pribéhu provadéni studie,
mimo jiné véetné vyplnénych formuldrd CRF a
jakychkoli zprav, které vyhotovilo pracovisté
(souhrnné ,vysledky studie"), budou vyhradnim
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"Study Results”) shall be the sole property of

Sponsor. The Site shall have the right to
publish or otherwise publicly disclose the
Study Results for its own internal, bona-fide,

academic, non-commercial

purposes, in

accordance with the terms of this article. The
medical records or other Source Documents,

as defined by ICH Guidelines, that support
the Study Results shall remain the property

of Provider.

B. If the Study s

being

conducted as part of a multi-center clinical

trial, the first publication of the results of the
Study shall be in the form of a multi-center
publication authored by investigators in this

Study. However, if a multi-center publication

is not submitted within eighteen (28) months

following Completion or termination of the
Study at all sites, the Site may publish
Provider's Study Results in accordance with

this article.

i. The Site will provide Sponsor
with a copy of any proposed
publication or presentation for review
and comment at least forty-five (45)
days prior to such presentation or
submission for publication. At the
expiration of such forty-five (45) day
period, the Site may proceed with the
presentation or submission for
publication unless Sponsor has
notified Investigator or Provider in
writing  that  such  proposed
publication  andfor  presentation
discloses Confidential Information.
Following such notification, the Site
hereby agrees to make any changes
or deletions prior to publication
necessary to prevent disclosure of
Confidential Information (excluding

vlastnictvim zadavatele. Pracovisté ma pravo
zverejnit nebo jinak zpfistupnit vysledky studie
pro své vlastni interni, bona fide, akademické,
nekomercniucely, v souladu s podminkamitohoto
bodu. Lékafské zaznamy nebo jiné zdrojové
dokumenty, jak jsou definovany v pokynech ICH,
které podporuji vysledky studie, zOstavaji
majetkem poskytovatele.

B. Pokud se studie provadi jako
multicentrické  klinické  hodnoceni,  prvni
publikovani vysledkd studie bude mit podobu
multicentrické publikace, jejiz autory budou
zkousejici této studie. Pokud vsak multicentricka
publikace nebude predlozena do osmnacti (18)
mésicU od dokonceni nebo predcasného ukonceni
studie na vSech pracovistich, pracovisté mize
publikovat vysledky studie poskytovatel v souladu
s timto clankem.

i. Pracovisté preda zadavateli kopii
navrhu publikace <& prezentace k
pfezkoumani a okomentovani nejméné
Ctyricet pét (45) dni pfed touto prezentaci
nebo odeslanim k publikovani. Po uplynuti
této Ctyficetipétidenni (45) lhOty moize
pracovisté pokracCovat s prezentaci nebo
odeslanim k publikaci, pokud zadavatel
neinformoval zkousejiciho nebo
poskytovatele pisemné, Ze timto navrhem
publikace a/nebo prezentace dojde ke
zvefejnéni  dOvérnych informaci. Po
takovém ozndmeni se timto pracoviété
zavazuje ucinit jakékoli zmény nebo
vymazy pred publikovanim, které budou
nezbytné, aby se predeSlo zvefejnéni
ddvérnych informaci (s vyjimkou vysledkd
studie). Kromé toho na zadost zadavatele
pozdrzi pracovisté publikovani nebo
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Study Results). Further, upon the
request of Sponsor, the Site will delay
publication or presentation for an
additional ninety (g90) days to permit
Sponsor to take necessary actions to
protect its intellectual property
interests.

i. The Site will keep the
proposed publication confidential
during the review periods described
herein and will give due consideration
to all comments provided by Sponsor.

iii Except as otherwise mutually
agreed by the Parties, publications
will be submitted to journals that
offer public availability via Open
Access (including publisher
platforms/repositories and  self-
archiving). Open Access refers to the
free at point of entry, online
availability of published research
output with, where available, rights
of re-use according to an end user
license. Sponsor encourages the
publication using the Creative
Commons Attribution 4.0 generic
license (CC-BY 4.0) or equivalent
license whenever possible, with or
without embargo period, over more
restrictive Creative Commons
licenses such as CC-BY-NC, CC-BY-
NC-ND, or others.

iv. Unless otherwise required by
the journal in which the publication
appears, or the forum in which it is
made, authorship will comply with
the International Committee of
Medical Journal Editors (ICMJE)
Recommendation for the Conduct,

prezentaci o dalSich devadesat (9o) dni,
¢imz zadavateli umozni pfijmout nezbytné
kroky k ochrané svého dusevniho
vlastnictvi.

ii. Pracovisté bude udrZovat navrh
publikace v divérnosti béhem obdobi
pfezkumu popsanych v této smlouvé a
dbkladné prihlédne ke vSsem komentardm
ze strany zadavatele.

iii. Pokud se strany  vzdjemné
nedohodnou jinak, budou publikace
predlozeny casopisdm, které nabizeji
vefejnou  dostupnost  prostiednictvim
otevieného pfistupu (Open Access)
(véetné platforem vydavateld/Ulozist a
vlastni archivace). Otevieny pfistup
oznacuje bezplatnou online dostupnost
publikovanych vystupd vyzkumu v misté
vStupu s pravy na opétovné pouziti, pokud
jsou kdispozici, podle licence pro
koncového uZivatele. Zadavatel
doporucuje publikaci s pouzitim generické
licence Creative Commons Attribution 4.0
(CC-BY 4.0) nebo ekvivalentni licence,
kdykoli je to mozné, s obdobim embarga
nebo bez néj, spise nez prisnéjsi licence
Creative Commons, jako je CC-BY-NC, CC-
BY-NC-ND nebo dalsi.

iv. Pokud Ccasopis, ve kterém se
publikace objevuje, nebo férum, na
kterém byla vytvorena, nevyzaduje jinak,
autorstvi bude v souladu s doporucenim
Mezinarodniho vyboru editord lékarskych
CasopisU (International Committee of
Medical Journal Editors, ICMIJE) pro
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Reporting, Editing and Publication of
Scholarly Work in Medical journals.
Participation as an investigator, in
and of itself, does not confer any
rights to authorship of publications.

10.  Release of Information; Use of Name.
Sponsor may disclose the name of the Site
and shall provide a description of this Study
on public websites (www.clinicaltrials.gov
and http:ffwww.sukl.czfmodules/evaluation/
and http://clinicaltrialsregister.euf)
consistent with and as required by Applicable
Law. No Party shall use the name of any other
Party in connection with any advertising or
promotion of any product or service without
the prior written permission of such other
Party; provided, however, that the
limitations contained in this article shall not
apply to any documents that may be
necessary or appropriate for Sponsor or the
Site to provide to a federal, state, or local
governmental agency or in scientific
publications and grant applications. Sponsor
must approve, in writing, press statements
by Investigator or Provider or any of their
respective employees, agents, or contractors
regarding the Study or the Study Drug(s)
before release of the statements.

11.  Independent Contractors. In
conducting the Study, the Site will each be
acting as an independent contractor with
respect to Sponsor and its Designee, and not
as an agent, partner, or employee of Sponsor.
Neither Investigator, Provider, nor any of
their respective employees, agents, or
contractors, shall have any authority to make
agreements with third parties that are
binding on Sponsor.

12.  Study Drug. Biological Samples.

vedeni, podavani zprav, editaci a
publikovani védecké prace v lékarskych
¢asopisech. Uéast z pozice zkousejiciho
sama o sobé neudéluje zadna prava na
avtorstvi publikaci.

10.  Sdélovani informaci; PouZiti nazvu/jména.
Zadavatel mbZe zvefejnit nazev pracoviité a
uvede popis této studie na vefejnych webovych

strankach (www.clinicaltrials.gov a
http:ffwww.sukl.czfmodules/evaluation/ a

http:/fclinicaltrialsregister.euf) v souladu s
platnymi zakony a v souladu s jejich pozadavky.
Zadnd smluvni strana nesmi pouZivat jméno
zadné jiné strany ve spojeni s jakoukoli reklamou
nebo propagaci jakéhokoli produktu nebo sluzby
bez predchoziho pisemného souhlasu takowvé
druhé strany; oviem za pfedpokladu, ze omezeni
obsaZena v tomto ¢lanku se nevztahuji na zadné
dokumenty, které mohou byt pro zadavatele nebo
pracoviété nezbytné nebo vhodné pfi pfedavani
federalni, statni nebo mistni viadni agentufe nebo
ve veédeckych publikacich a Zadostech o grant.
Zadavatel musi pisemné schvalit tiskové zpravy
zkoudejictho nebo poskytovatele nebo jejich
pFislusnych zaméstnanci, zastupcl ¢i dodavateld
tykajici se studie nebo hodnoceného pfipravku
(hodnocenych pfipravkl), a to pred jejich
zvefejnénim.

11.  Nezavisli dodavatelé. Pri provadéni studie
bude pracovisté jednat samostatné jako nezavisly
smluvni dodavatel vii¢i zadavateli a jeho povéfené
osobé, a ne jako zastupce, partner i zaméstnanec
zadavatele, Zkousejici, poskytovatel ani jejich
prislusni zaméstnanci, zastupci ¢ dodavatelé
nebudou opravnéni uzavirat smlouvy se tfetimi
stranami, které by byly zavazujici pro zadavatele.

12.  Hodnoceny pripravek. Biologické vzorky.
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A. CRO or another duly
authorized agent of Sponsor, shall make
commercially reasonable efforts to supply
Provider or Investigator with sufficient
quantities of the Study Drug in a timely
manner, at Sponsor's expense. All
drugs/medication supplied by Sponsor will be
used solely in accordance with the Protocol
and may not be used for any other purposes.
The Site shall comply with all laws and
regulations  governing  the  storage,
disposition or destruction of Study Drug(s)
and any other drug(s)/medication provided
for the Study and any instructions from CRO
that are not inconsistent with such laws and
regulations.

B. The Site will collect, retain,
use and transfer biological samples (blood,
fluid and tissue samples collected from
subjects enrolled in the Study, including any
tangible materials derived from such samples
(collectively, “Biological Samples”)), only in
accordance with the Protocol and the
applicable informed consent and subject
authorization.

C. The Site may collect or reserve
additional quantities of Biological Samples
(“Secondary Biological Samples”) for use in
research not described in the Protocol (*Non-
Protocol Research”), provided that such
collection complies with Applicable Law. The
Site may annotate Secondary Biological
Samples with Study subject demographic
information (e.g., age, gender and clinical
diagnosis). Confidential Information, Study
Results or analyses thereof (such as
information related to administration of, or
response to, or adverse events associated
with, the Study Drug) may be linked to the

A. CRO nebo jiny radné opravnény
zadstupce  zadavatele  vynalozi  obchodné
pfiméfené Usili, aby poskytovateli nebo
zkousejicimu  dodal  dostatecné = mnozstvi

hodnoceného pfipravku véas a na naklady
zadavatele. Vsechny lécivé pfFipravky / vSechna
léciva dodana zadavatelem se budou pouZivat
vyhradné vsouladu sprotokolem a nesmi se
pouzivat pro zadné jiné Ucely. Pracovisté musi
splfiovat vsechny zdkony a predpisy upravujici
skladovani, nakladani nebo ni¢eni hodnoceného
pripravku (pfipravkd) a jakéhokoli jiného léku
(1ékd) / 1ékd poskytnutych pro studii a jakékoli
pokyny od CRO, které nejsou v rozporu s témito
zakony a predpisy.

B. Pracovisté bude shromazdovat,
uchovavat, pouzivat a pfenaset biologické vzorky
(vzorky krve, tekutin a tkani odebrané subjektdm
zatazenym do studie, vetné jakychkoli hmotnych
materiald odvozenych z takovych vzorkd
(souhrnné ,biologické vzorky™)), pouze v souladu s
protokolem a  pfisluSnym  informovanym
souhlasem a souhlasem subjektu.

C. Pracovisté mUze shromazdovat
nebo rezervovat dalsi mnozstvi biologickych
vzorkd (,sekundamni biologické vzorky"“) pro
pouziti ve vyzkumu, ktery neni popsan v protokolu
(wneprotokolovy vyzkum™), za predpokladu, ze
takové shromazdovani je v souladu splatnymi
zdkony. Pracovisté mU0zZe opatfit sekundami
biologické vzorky poznamkami o demografickych
Udajich subjektu hodnoceni (napt. vék, pohlavi a
klinicka diagndza). DOvérné informace, vysledky
studie nebo jejich analyzy (jako jsou informace
souvisejici s podavanim hodnoceného pfipravkuy,
reakci na néj nebo nezadoucimi pfihodami s nim
spojenymi) mohou byt spojeny se sekundarnimi
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Secondary Biological Samples, provided that
the provisions of Article 15 shall apply to such
Non-Protocol Research.

D. Upon Completion or any
termination of this Agreement, the Site shall
deliver or dispose of Biological Samples
according to Sponsor’s instructions and any
relevant provisions in the Protocol and
applicable informed consent and shall
immediately cease to use the Study Drug. All
unused Study Drug shall be promptly
returned to Sponsor or, at Sponsor’s written
request, destroyed by the Site with a
certificate of destruction provided to
Sponsor.

The Study Drug will be
delivered to Hospital Pharmacy, FN Motol, V
Uvalu 84, 150 06 Prague 5 and marked with
the name of the responsible pharmacist (the
“Pharmacy”). The Pharmacy will authorize an
employee appropriately qualified to act as
the delegated pharmacist (the “Delegated
Pharmacist”) to accept and check the Study
Drug (like other deliveries - i.e. for damage
or, in the case of special requirements for
transport, whether such requirements were
observed), to confirm the reception of the
consighment, to secure proper handling of
the Study Drug and any related medication
used in the Study (including placebo), in
accordance with the Protocol, Good
Pharmaceutical Practice and the Applicable
Law during the period the Study Drug is
maintained in the Pharmacy, on the basis of
an ancillary agreement entered into between
CRO and the Pharmacy. The Investigator will
then pick up the Study Drug for the Site
based on a requisition and will be fully
responsible for them. Sponsor is obliged to
notify, no later than 3 working days before

biologickymi vzorky za predpokladu, ze se
ustanoveni ¢lanku 15 vztahuji na takovy
neprotokolovy vyzkum.

D. Po dokonceni nebo jakémkoli
predcasném ukonceni této smlouvy pracovisté
dodd nebo zlikviduje biologické vzorky podle
pokyn0 zadavatele a vsech prislusnych ustanoveni
protokolu a pfislusného informovaného souhlasu
a okamzité prestane pouzivat hodnoceny
pfipravek.  Veskery nepouzity  hodnoceny
pfipravek musi byt neprodlené vracen zadavateli

nebo na pisemnou zadost zadavatele jej
pracovisté  znici, pfi¢emz zniceni potvrdi
zadavateli.

Hodnoceny  pripravek  bude

dorucen na adresu Nemocni¢ni lékarna FN Motol,
V Uvalu 84, 150 06 Praha 5 a oznacen jménem
odpovédného lékarnika. (dale jen ,lékarna").
Lékarna povéfi zaméstnance s prislusnou
kvalifikaci, aby jednal jako povéreny lékarnik (dale
jen ,povéfeny lékarnik"), aby hodnoceny
pfipravek prevzal a zkontroloval (jako jiné zasilky -
tzn. neni-li poskozen, v pfipadé zvlastnich
pozadavk(d na transport, byly-li tyto pozadavky
dodrzeny), aby pfijem zasilky potvrdil, aby zajistil
spravné zachazeni s hodnocenym pfipravkem a
veskerymi souvisejicimiléky pouzivanymi ve studii
(véetné placeba), v souladu s protokolem,
spravnou lékarenskou praxi a platnou legislativou
po dobu, kdy je hodnoceny pfipravek uchovavan v
lékdrné. Nasledné si na zadanku zkousejici
hodnocené 1éc¢ivé pfipravky vyzvedne na centrum
a je za né plné zodpovédny. Zadavatel je povinen
oznamit emailem do 3 pracovnich dn0 pred
dodanim, kdy bude zasilka do lékarny pfedadna
lékdrnou povérenému lékdrnikovi. Likvidaci
nevyuzitych 1ékd si zadavatel zajisti na vlastni
naklady.
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the delivery, when the delivery will be made
to the pharmacy, by email to the Pharmacist
delegated by the Pharmacy. Sponsor shall
ensure the liquidation of unused drugs at its

own costs.

13.  Inspections, Audits, and Study

Monitoring.

A. Regulatory Inspection.

Site shall notify Sponsor and its Designee
promptly of any inquiries, correspondence, or
communications with or from the FDA, the
State Institute for Drug Control or any other
governmental or regulatory authority
relating to the Study. If a requlatory authority
requests permission to or does inspect the
Site's facilities or research records relating to
the Study, the Site will cooperate with the
regulatory authority’s representative(s) and
permit such inspection. The Site shall provide
to Sponsor copies of all materials that the
Site receives, obtains, or generates
connection with any such inspection or in
connection with any communications from

regulatory authorities.

B.  Sponsor Inspection/Audit.

i The Site agrees to
permit representatives of Sponsor
(including monitors, auditors, and
inspectors), upon mutual agreement,
and during normal business hours, to
examine (i) the facilities where the
Study is being conducted, (i) raw
Study Results including original
Source Documents (as defined by
current ICH Guidelines), regardless of
media, if allowed under the terms of
the informed consent, (iii) Electronic

13.  Inspekce, audity a monitorovani studie.

A. Inspekce  regulacnich  Ufadd.
Pracovisté  bude  neprodlené  informovat
zadavatele a jeho povérenou osobu o veskerych
dotazech, korespondenci nebo komunikaci s
ufadem FDA, Statnim ustavem pro kontrolu léciv
nebo jakymkoli jinym vladnim nebo regulacnim
organem v souvislosti se studii. Pokud regulacni
organ pozada o povoleni nebo provede kontrolu
prostor pracovisté nebo vyzkumnych zdznami
tykajicich  se  studie, bude  pracovisté
spolupracovat ~ se  zastupcem  (zastupci)
regulacniho Ufadu a takovou kontrolu povoli.
Pracovisté poskytne zadavateli kopie vsech
material0, které pracovisté obdrzi, ziska nebo
vytvofi v souvislosti s takovou kontrolou nebo v
souvislosti s jakoukoli komunikaci od regulacnich
organd.

B. Inspekce/audit ze strany
zadavatele.

i. Pracoviste souhlasi s tim, Ze
umozni zastupcdm zadavatele (vletné
monitord, auditord a inspektor() po
vzajemné dohodé a béhem bézné pracovni
doby zkontrolovat (i) prostory, kde se
studie provadi, (i) nezpracované vysledky
studie vcetné pOvodnich zdrojovych
dokumentd  (jak  jsou  definovany
aktualnimi smérnicemi ICH), bez ohledu na
média, pokud to umoznuji podminky
informovaného souhlasu, (iii) zafizeni pro
elektronické ziskavani dat (Electronic Data
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Data Capture ("EDC”) equipment
and/or EDC documentation system,
and (d) any other relevant
information (and to make copies)
necessary for Sponsor to confirm that
the Study is being conducted in
conformance with the Protocol and
the data protection requirements of
Schedule B, and in compliance with
Applicable Law..

ii. If any such inspection
discloses any non-compliance with
this Agreement, Sponsor and/or CRO
is entitled to secure compliance or
discontinue shipments of Study
Drug(s) and terminate the Site’s
participation in the Study.

14. Termination Prior To Completion.

A. This Agreement may be

terminated in whole or in part prior to
Completion upon written notice as follows:

i. by any
Party, upon written notice if (1) the
authorization and approval to
conduct the Study is irrevocably
withdrawn by the applicable health
authority or Institution’s EC; or (2) the
Sponsor or Investigator determines
continuation of the Study will
compromise the safety of the Study
subjects and such determination is
based on reasonable medical
judgment;

Capture, dale jen ,EDC") a/nebo
dokumentacni systém EDC a (d) jakékoli
jiné relevantni informace (a pofizovani
kopii) nezbytné pro zadavatele, aby mohl
potvrdit, ze je studie provadéna v souladu
s protokolem a pozadavky na ochranu
Udajo v Pfiloze B a v souladu s platnymi
zakony.

ii. Pokud takova kontrola zjisti
jakékoli  nedodrzeni této  smlouvy,
zadavatel a/nebo CRO jsou opravnéni
zajistit jeji dodrzovani nebo ukondit
dodavani hodnoceného pfipravku /
hodnocenych pfipravkd a ukondit Ucast
pracovisti v této studii.

14. Predcasné ukonceni smlouvy pred jejim
dokondenim.

A. Tuto smlouvu je mozné vypovédét
vcelku nebo zCasti pred jejim dokoncenim na
zakladé pisemného ozndmeni nasledovné:

i. kteroukoli  smluvni
stranou na zakladé pisemného oznameni,
pokud (1) pfislusny zdravotnicky Ufad nebo
EK zdravotnického zafizeni neodvolatelné
odebere opravnéni a souhlas k provedeni
studie; nebo (2) zadavatel nebo zkousejici
urci, ze pokracovani studie ohrozi
bezpecnost subjektd hodnoceni a takové
rozhodnuti je zalozeno na pfiméreném
lékarském Usudku;

ii. by ii. zadavatelem (1) na
Sponsor (1) upon notice if the zakladé oznameni, pokud zkousejici neni
Investigator is unwilling or unable to ochoten nebo schopen pinit funkci
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serve as the principal investigator and
the Parties are not able to agree on a
substitute pursuant to the terms of
this Agreement; (2) upon notice if the
Site fails to perform the Study in
accordance with the terms of the
Protocol  (excluding  permitted
deviations pursuant to the Protocol
and under the terms of this
Agreement), or Applicable Law; or (3)
upon thirty (30) days written notice.

iii. by the Site,
upon thirty (30) days written notice,
in the event of a material breach of
this Agreement by Sponsor and
Sponsor’s failure to remedy such
breach within such thirty (30) day
period.

B. In the event of termination of
this Agreement prior to Completion, the Site
shall, upon notice of termination, make all
reasonable efforts to minimize incurring
further costs. In the event of such early
termination, payments will be made for all
services required by the Protocol that have
been performed up to the effective date of
termination and any reasonable,
documented non-cancelable costs which
were incurred by Provider in connection with
the Study as required under the Protocol and
contemplated in the Budget. If the payments
exceed the amount owed for services
performed under the Protocol, Provider shall
promptly return the excess balance to CRO.

C. Immediately upon receipt or
delivery of notice of termination, the Site
shall (i) comply with post-termination
procedures included in the Protocol, if any,
and (ii) unless otherwise directed by Sponsor,

hlavniho zkouSejicitho a smluvni strany se
nejsou  schopny  dohodnout  na
nahradnikovi v souladu s podminkami této
smlouvy; (2) na zakladé upozornéni, pokud
pracovisté nebude provadét studii v
souladu spodminkami protokolu (s
vyjimkou povolenych odchylek podle
protokolu a podle podminek této smlouvy)
nebo rozhodného prava; nebo (3) po
pisemném oznameni s |hitou tficeti (30)
dni.

iii. pracovistém, po pisemném
oznameni s |hGtou tficet (30) dni, v pfipadé
podstatného poruseni této smlouvy ze
strany zadavatele a v pfipadg, Zze zadavatel
toto poruseni nenapravi ve Ihité tficeti
(30) dnd.

B. V pripadé vypovézeni této smlouvy
pfed dokonéenim vynaloZi pracovisté po
oznameni o vypovédi veskeré pfimérené Usili, aby
minimalizovalo dalsi naklady. V pripadé takové
predcasné vypovédi budou provedeny Uhrady za
vsechny sluzby pozadované protokolem, které
byly provedeny az do data Ucinnosti vypovédi, a za
vsechny pfimérené, dokumentované nezrusitelné
vydaje, které vznikly poskytovateli v souvislosti se
studii a které pozaduje protokol a uvadi rozpocet.
Pokud platby presdhnou &astku, ktera ma byt
splatna za sluzby provedené podle protokoly,
poskytovatel bez prodleni vrati pfeplatek CRO.

C. Okamzité po obdrzeni nebo
doruceni oznameni o vypovédi bude pracovisté (i)
dodrzovat postupy po ukonleni uvedené v
protokolu, pokud existuji, a (ii) pokud zadavatel
nenafidi jinak, prestane registrovat subjekty do
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cease enrolling subjects into the Study and
cease the Study-related treatment of
subjects already enrolled in the Study (unless
the safety of such enrolled subjects could be
compromised thereby).

D. Upon Completion or
termination of this Agreement for any
reason, the Site will furnish to Sponsor all
CRFs, and all Sponsor materials. Confidential
Information and materials will be returned, at
Sponsor’s instruction, to Sponsor, except for
record copies or samples which the Site is
required by law to retain. Within thirty (30)
days of termination of this Agreement or
Completion of the Study (whichever comes
first), Investigator will submit a final written
report of the Study to Sponsor.

E. Neither Sponsor nor CRO shall
be responsible to the Site for any lost profits,
lost opportunities, or other consequential
damages.

15.  Patent Rights and Inventions.

A. It is expressly agreed that no
Party transfers by operation of this
Agreement to any of the other Parties any
right in or license to any patents, copyrights,
or other proprietary right owned as of the
Effective Date of the Agreement or arising
outside of the research conducted under this
Agreement.

B. The Site acknowledges that
the idea for the Study was conceived and
developed by Sponsor and that Sponsor
approached Provider and/or Investigator to
perform the Study. The Site will fully and
promptly disclose in writing to Sponsor any
inventions and developments discovered by

studie a ukonci lécbu souvisejici se studii u
subjektd jiz zafazenych do studie (pokud by tim
nebyla ohroZena bezpecnost takto zarazenych
subjektd).

D. Po dokonceni nebo vypovédi této
smlouvy z jakéhokoli ddvodu poskytne pracovisté
zadavateli vSechny formulafe CRF a vsechny
materialy zadavatele. DUOvérné informace a
materidly budou na pokyn zadavatele vraceny
zadavateli, s vyjimkou zdznam0 nebo vzorky,
které musi pracovisté podle zakona uchovavat. Do
tficeti (30) dn0 od vypovédi této smlouvy nebo
dokonceni studie (podle toho, co nastane dfive)

predlozi  zkouSejici zadavateli  zavérecnou
pisemnou zpravu o studii.
E. Zadavatel ani CRO nebudou

odpovidat pracovisti za jakékoli uslé zisky, uslé
prilezitosti nebo jiné nasledné skody.

15.  Prava na patentovani a vynalezy.

A. Smluvni  strany se  vyslovné
dohodly, Ze na zakladé této smlouvy zadna ze
stran nepfenese na jakoukoli jinou stranu pravo
nebo licenci vidi jakymkoli patentdm, autorskym
pravim ¢i jinym vlastnickym pravdm, ktera jsou ve
vlastnictvi k datu Ucinnosti této smlouvy nebo
vzniknou béhem vyzkumu provadéného podle
této smlouvy.

B. Pracovisté bere na védomi, ze
myslenka na studii vznikla a byla rozvinuta
zadavatelem a Ze zadavatel oslovil poskytovatele
a/nebo zkousejiciho zddvodu provadéni studie.
Pracovisté bude Uplné a neprodlené pisemné
informovat zadavatele o veskerych vynalezech a
vyvinutych inovacich objevenych poskytovatelem
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Provider or Investigator, any sub-investigator
or any of their respective employees, agents,
or contractors in the conduct of the Study or
as a result of using Confidential Information
(collectively “Developments”). Sponsor shall
have sole ownership and rights in any
Developments that relate to the Study
Drug(s), including without limitation, new
uses, processes, derivatives, formulations, or
therapeutic combinations, or markers of
Study Drug(s) efficacy or safety or uses
thereof or which utilize Confidential
Information. The Site shall fully cooperate
with Sponsor to vest rights thereinin Sponsor
and to obtain patents or other legal
protections thereon.

C. If Provider's coordination would
require excessive time and financial burden
due to the exercising of Sponsor’sintellectual
property rights, the Parties undertake to
negotiate an amendment to the Agreement.
An amendment to this Agreement would
provide adequate compensation for the time
and financial burden, which is not
foreseeable at the time the Agreement is
concluded.

16.  Indemnification; Insurance.

A. Sponsor Indemnification.
Sponsor agrees to indemnify, defend and
hold harmless Provider, its trustees, officers,
employees, staff, subcontractors, and agents
(“Provider Indemnitee(s)”) against any third
party claim (each, a “Claim”) arising out of: (i)
the negligence or willful misconduct of
Sponsor (ii) any theory of product liability
concerning the Study Drug, or (iii) any side-
effect or adverse reaction, or harm directly
resulting from use of the Study Drug in the
Study or a procedure administered in

nebo zkouSejicim, libovolnym spoluzkousejicim
nebo jakymikoli jejich pfislusnymi zaméstnanci,
zastupci ¢i dodavateli pfi provadéni studie nebo
vdisledku  pouzivani  dOvérnych informaci
(souhrnné jako ,vyvinuté inovace"). Zadavatel
bude vyhradnim vlastnikem prav vic¢i veskerym
vyvinutym  produktdm, které souviseji s
hodnocenym  pfipravkem |/  hodnocenymi
pripravky, mimo jiné vcetné novych vyuziti,
zpracovani, odvozenych produktl, slozeni nebo
lé¢ebnych  kombinaci, pfipadné ukazateld
Uéinnosti  nebo  bezpecnosti  hodnoceného
pfipravku / hodnocenych ptipravkd, prip. pouziti
téchto ukazateld nebo ukazatell, které vyuzivaji
ddvérné informace. Pracovisté bude piné
spolupracovat se zadavatelem na pfevodu prav
zadavateli a ziskani patentd nebo jiné jejich
zakonné ochrany.

C. Pokud by soucinnost poskytovatele
vzhledem k uplatnéni prav zadavatele z dusevniho
vlastnictvi byla spojena s nadmérnou Casovou a
financni z&tézi, smluvni strany se zavazuji
vyjednat dodatek k této smlouvé. Dodatkem k
této smlouvé by byla stanovena adekvatni
kompenzace za Casovou a financni zatéz, ktera
neni v dobé uzavirani smlouvy predvidatelna.

16.

Odskodnéni; Pojisténi.

A. Zajisténi ze strany zadavatele.
Zadavatel souhlasi s tim, Zze odskodni, bude
obhajovat a chranit poskytovatele, jeho spravce,

Uredniky, zaméstnance, zameéstnance,
subdodavatele a  zastupce  (ddle  jen
,0dskodnovana osoba poskytovatele") proti

jakémukoli naroku treti strany (kazdy jednotlivé
jako ,narok") vyplyvajici z: (i) nedbalosti nebo
umysiného pochybeni zadavatele, (i) jakékoli
teoretické odpovédnosti za produkt v souvislosti s
hodnocenym pfipravkem, nebo (iii) jakéhokoli
vedlejéiho U¢inku nebo nezadouci reakce, nebo
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accordance with the Protocol, or (iv) use of
Study data or the Study Results. The
foregoing indemnity will not apply to the
extent a Claim arises out of: the negligence,
malpractice, or willful misconduct of any
Provider Indemnitee or the failure of any
Provider Indemnitee to adhere to the terms
of this Agreement, the Protocol, or any
written instructions from Sponsor , or to
comply with any Applicable Law or
governmental requirements, it being
understood that (x) the administration of any
substance in accordance with the Protocol
and any written instructions of Sponsor shall
not constitute negligence or malpractice for
purposes of this Agreement, and (y) a
Protocol deviation that is medically
necessary to protect the health or safety of a
Study subject and is consistent with
prevailing standards of medical care shall not
constitute negligence, willful misconduct or
malpractice by the Provider Indemnitees.

B. Provider Indemnification.
Provider agrees to indemnify, defend, and
hold harmless the Sponsor, its directors,
officers, employees, staff, and agents (the
“Sponsor Indemnitees”) against any Claim
arising out of (i) the negligence, omission, or
willful  misconduct of any Provider
Indemnitee or (i) the failure of any Provider
Indemnitee to adhere to the terms of this
Agreement, the Protocol, or any written
instructions from the Sponsor or its designee,
or to comply with any Applicable Law or
governmental requirements.

C. Indemnification  Procedure.
The Party or Parties seeking indemnification
under this article shall (i) give written notice
to the indemnifying Party within five (5)
business days after (1) receiving any Claim or

Ujmy pfimo vyplyvajici z pouziti hodnoceného
pripravku ve studii nebo postupu provadéného v
souladu s protokolem, nebo (iv) pouziti Gdajd ze
studie nebo vysledkl studie. VySe uvedene
odskodnéni se nebude vztahovat na situace, kdy
narok vznikne z: nedbalosti, zanedbani péce nebo
umysiného pochybeni jakékoli odSkodhované
osoby poskytovatele nebo v disledku nedodrzeni
podminek této smlouvy, protokolu nebo
jakychkoli pisemnych pokyn( zadavatele, nebo
nesplnéni jakéhokoli platného zadkona nebo
vladnich pozadavkl, pficemz se rozumi, ze (X)
podavani jakékoli latky v souladu s protokolem a
jakymikoli pisemnymi pokyny zadavatele nebude
pro Uclely této smlouvy predstavovat nedbalost
nebo zanedbani péce, a (y) odchylka od protokolu,
ktera je z Iékarského hlediska nezbytna k ochrané
zdravi nebo bezpecnosti subjektu hodnoceniajev
souladu s prevladajicimi standardy lékarské péce,
nebude predstavovat nedbalost, zanedbani péce

nebo  Umysiné  pochybeni  ze  strany
odskodiiovanych osob poskytovatele.
B. Zajisténi ze strany poskytovatele.

Poskytovatel souhlasi s tim, Ze odskodni, bude
obhajovat a ochranit zadavatele, jeho feditele,
Uredniky, zaméstnance, personal a zastupce (dale
jen ,odskodrované osoby zadavatele") proti
jakémukoli naroku vyplyvajicimu z (i) nedbalosti,
opomenuti nebo zanedbani péce jakékoli
odskodniované osoby poskytovatele, nebo (ii)
nedodrzeni podminek této smlouvy, protokolu
nebo jakychkoli pisemnych pokyn0 zadavatele
nebo jim povérené osoby, nebo nedodrzeni

jakéhokoli platného zdkona nebo vladnich
pozadavkd.
C. Postup pfi zajisténi. Smluvni strana

nebo strany pozadujici odSkodnéni podle tohoto
¢lanku (i) podaji odSkodnujici strané pisemné
oznameni do péti (5) pracovnich dnl poté, co (1)
zjisti jakykoli narok nebo (2) zjisti jakykoli
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(2) learning of any potential Claim; (ii) permit
the indemnifying Party to assume the
defense and/or disposition of any such Claim
or related litigation, provided that counsel
selected by such indemnifying Party is
reasonably acceptable to the Party or Parties
seeking indemnification; and (iii) cooperate
with the indemnifying Party in all reasonable
respects with regard to the defense of such
Claim, with reasonable out-of-pocket costs
of the Party or Parties seeking
indemnification to be reimbursed by the
indemnifying Party. The indemnifying Party
under this article shall not enter into any
settlement agreement with a claimant
without the prior written permission of the
Party or Parties seeking indemnification,
which permission shall not be unreasonably
withheld. The indemnified Party shall have
the right to select and obtain representation
by separate legal counsel, provided that such
indemnified Party shall bear all costs and
expense related to such separate
representation.

D. Insurance.

i. Sponsor will provide
clinical trial insurance of liability for
damages for the Investigator and
the Sponsorin accordance with § 52,
par. 3, letter f) Act on
Pharmaceuticals. This policy duly
covers, to the extent required by
that legislation, compensable death
of subject or compensation of the
subject in case of injury resulting
from and sustained in course of
performance of the Study.

ii. Providerrepresents
and warrants that it has and will
maintain appropriate insurance, in

potencialni narok; (ii) povoli odskodnujici strang,
aby prevzala obhajobu a/nebo vedeni jakéhokoli
takového naroku nebo souvisejiciho soudniho
sporu, za predpokladu, ze pravni zéstupce zvoleny
takovou odskodnujici stranou je pfimérené
pfijatelny pro smluvni stranu nebo strany
pozadujici odSkodnéni; a (iii) bude spolupracovat s
odskodnujici  stranou ve vsech pfiméfenych
ohledech v souvislosti sobhajobou takového
naroku, pficemz odsSkodnujici strana proplati
pfiméfené drobné hotovostni vydaje smluvni
strany nebo stran, které pozaduji nahradu skody.
Odskodnuijici strana podle tohoto ¢lanku neuzavie
zadnou dohodu o vyporadani se zalobcem bez
predchoziho pisemného souhlasu smluvni strany
nebo stran pozadujicich odskodnéni, pricemz
tento souhlas nebude bezdOvodné odepiran.
Odskodnovana strana ma pravo vybrat si a zajistit
si zastoupeni od samostatného pravniho zastupce
za predpokladu, Ze tato odskodnéna strana
ponese veskeré naklady a vydaje souvisejici s
takovym samostatnym zastupovanim.

D. Pojisténi.

i. Zadavatel zajisti pojisténi
odpovédnosti za  Skody v klinickém
hodnoceni za zkousejiciho a zadavatele v
souladu s par. 52, odst. 3, pism. f) zakona o
lécCivech. Toto pojisténi nalezité pokryva, v
rozsahu pozadovaném touto legislativou,
Umrti subjektu s narokem na odskodné
nebo odskodnéni subjektu v pripadé
zdravotni  Ujmy vyplyvajici a utrpéné
v pribéhu provadéni studie.

ii. Poskytovatel prohlasuje a
zarucuje, ze ma uzaviené a bude udrzovat
odpovidajici pojisténi v souladu s par. 45,
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accordance with § 45 par. 2 ltr. n) of
the Health Services Act, with
respect to liability it may have while
providing medical care. This
insurance coverage is in correlation
with the applicable laws and does
not include liability insurance with
respect to conducting a Study.
According to § 45 par. 2 Itr. n) of the
Health Services Act, this insurance
coverage must be valid for the
entire length of the Provider's
provision of medical care.
17.  Subject Injury.
A. Sponsor, through CRO, shall
reimburse Provider for all reasonable and
customary costs incurred by the Provider and
associated with the diagnosis of an adverse
event involving the Study Drug(s) or a
Protocol procedure.

B. Sponsor, through CRO, shall
reimburse Provider all reasonable and
customary costs incurred for treatment of an
injury to a subject, including diagnostics, and
hospitalization, injured as a direct result of
administration of the Study Drug or
undergoing a Study-related procedure in
accordance with the Protocol. Sponsor shall
not provide payment for costs to the extent
that they are attributable to:

odst. 2, pism. n) zakona o zdravotnich
sluzbach, sohledem na odpovédnost,
kterou m0ze mit pfi poskytovani lékarské
péce. Toto pojistné kryti je v souladu s
platnymi zdkony a nezahrnuje pojisténi
odpovédnosti s ohledem na provadéni
studie. Podle par. 45, odst. 2, pism. n)
zakona o zdravotnich sluzbach musi byt
toto pojistné kryti platné po celou dobu
poskytovani lékafské péce ze strany
poskytovatele.

17.  Ujma subjektu hodnoceni.

A. Zadavatel prostfednictvim CRO
proplati poskytovateli vSechny prfimérené a
obvyklé naklady, které poskytovateli vzniknou a
které jsou spojeny s diagnézou nezadouci pfihody
zahrnujici  hodnoceny pfipravek (hodnocené
pripravky) nebo postup podle protokolu.

B. Zadavatel prostfednictvim CRO
proplati poskytovateli vSechny pfimérené a
obvyklé naklady vynalozené na lécbu Ujmy
subjektu hodnoceni, vcetné diagnostiky, a
hospitalizace, ke které doslo v pfimém disledku
podani hodnoceného ptipravku nebo podstoupeni
postupu souvisejictho se studii vsouladu s
protokolem. Zadavatel nebude poskytovat Uhrady
naklady, které vznikly v dUsledku:
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i. the failure of the Site,
or any Site personnel, to adhere to
the terms of the Protocol or any of
Sponsor's  written  instructions
relative to the use of the Study
Drug, or to comply with applicable
FDA or other governmental
requirements, unless such failure is
consistent with generally accepted
standards of clinical research and
medical practice relating to the
benefit, safety, and well-being of
the Study subjects or is otherwise
reasonably necessary for the safety
of such a subject, all as determined
in good faith by the Investigator;

ii. any negligence or
wrongful act or omission, or willful
malfeasance, of the Site or any
other Site personnel providing
services on behalf of the Site
hereunder; or

iii. the subject’s primary
disease or any concurrent disease
not caused by the administration of
the Study Drug in accordance with
the Protocol.

C. The Providerrepresents and

warrants that it will not bill the subject’s
insurer for any costs paid by Sponsor for
treatment of an injury as described above.
Sponsor will not pay for any costs already
covered by a third party.

18.

Complete Agreement;

Amendment; Notice. This Agreement
represents the entire understanding between
the Parties, and supersedes all other

i. nedodrzovani
podminek protokolu nebo jakychkoli
pisemnych pokynd zadavatele tykajicich
se pouziti hodnoceného pfipravku nebo
nedodrzovani platnych predpisd Uradu
FDA nebo jinych vladnich pozadavkd ze
strany pracovisté nebo jakéhokoli jeho
pracovnika, pokud takové nedodrzovani
neni v souladu s obecné uznavanymi
standardy klinického vyzkumu a lékarské
praxe  tykajicimi  se  prospéchuy,
bezpelnosti a blaha subjektd hodnoceni
nebo neni jinak pfiméfené nutné pro
bezpeclnost takového subjektu, jak vdobré
vife rozhod| zkousejici;

i. jakéhokoli
zanedbani nebo protipravniho jednani Ci
opomenuti ¢ Umyslného  pochybeni
pracovisté nebo  jakéhokoli  jiného
pracovnika pracovisté, ktery poskytuje
sluzby jménem pracovisté podle této
smlouvy; nebo

iii. primarniho
onemocnéni subjektu hodnoceni nebo
jiného soucasného onemocnéni, které
nebylo zpUsobeno podanim hodnoceného
pripravku v souladu s protokolem.

C. Poskytovatel prohlasuje a zarucuje,
ze nebude pojistiteli subjektu hodnoceni Uctovat
zadné naklady hrazené zadavatelem za lécbu
Ujmy, jak je popsano vyse. Zadavatel nebude
proplacet zadné naklady, které jiz byly proplaceny
tfeti stranou.

18. Uplnd dohoda; Doplfiujici ustanoveni;
Oznamovani. Tato smlouva predstavuje Uplné
ujednani smluvnich stran anahrazuje vsechny
predchozi dohody (pfimé <& nepfimé) meszi
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agreements, express or implied, between the
Parties concerning the subject matter hereof.
This Agreement may not be amended or
modified in any manner except by a written
document signed by authorized
representatives of the Parties. Any notice to
be given hereunder shall be given by personal
delivery, by recognized express courier, or by
registered or certified mail, return receipt
requested. Such notice shall be addressed to
a Party at the address set forth below, except
as set forth in Schedule A. Any Party may
change its address for notice by giving
written notice of such change to the other
Parties.

To CRO/Designee [ Je-li adresatem CRO / povérend osoba:

smluvnimi stranami tykajici se predmétu této
smlouvy. Tuto smlouvu nelze upravovat ani
pozménovat jinak nez pisemnym dokumentem
podepsanym opravnénymi zastupci smluvnich
stran. Jakékoli oznameni, které ma byt provedeno
podle této smlouvy, bude realizovano osobnim
dorucenim, uréenym expresnim kuryrem nebo
doporucenou nebo ovérenou postou s vyzadanym
potvrzenim o doruceni. Takové oznameni bude
adresovano smluvni strané na adresu uvedenou
nize, svyjimkou pFipadd uvedenych v Pfiloze A.
Kterakoli strana mdze zménit svou adresu pro
oznameni zaslanim pisemného oznameni o
takové zméné ostatnim stranam.

Insert CRO/Designee Entity

Name / Vlozte nazev subjektu CRO [ povéiené osoby

Insert Entity Address / Vlozte adresu subjektu
ICON Clinical Research Limited

4130 Parklake Ave

Suite 400

Raleiah. NC 27612 USA

To Provider / Je-li adresatem poskytovatel: Fakultni nemocnice v Motole, V Uvalu 84 150 06
Prahas

Oddéleni klinickych studii, Usek naméstka pro LPP, V

19. Binding Effect; Survival of Terms.
This Agreement shall be binding upon and
inure to the benefit of the Parties and their
respective successors and permitted assigns.
The rights and obligations of the Parties
which by intent or meaning have validity
beyond termination of this Agreement

Uvalu 84, 150 06 Praha s

Zavazujici povaha smlouvy; Pretrvani

19.
platnosti ustanoveni. Tato smlouva nabyva
platnosti ve prospéch smluvnich stran, jejich
pfislusnych nastupcd a pfipustnych nabyvatel0 a
je pro né zavazna. Prava a povinnosti smluvnich
stran, které maji podle zdméru nebo smyslu
platnost i po ukonceni této smlouvy (mimo jiné
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(including without limitation, rights with
respect to ownership, patents,
confidentiality, and indemnification) shall
survive Completion or any termination of this
Agreement.

20.  Governing Law. This Agreement and
all matters arising out of or relating to this
Agreement shall be governed by, and
construed and enforced in accordance with,
the laws of the Czech Republic without
regard to the conflicts of law provisions
thereof. This is without prejudice to
obligations of the parties with regard to FDA
pursuant to applicable U.S. laws. Any
disputes arising out of or in connection with
this Agreement shall be settled by the
competent courts of the Czech Republic.

21. Assignment. Any assignment of this
Agreement or any rights or obligations
hereunder by Provider to a third party shall
require the prior written consent of CRO and
Sponsor. Any assignment by CRO to any third
party other than Sponsor or its affiliate shall
require the prior written consent of Sponsor,
but shall not require the approval of Provider
or Investigator. Provider and CRO hereby
acknowledge that Sponsor may assign to
itself or a third party responsibility for any or
all of Sponsor's or CRO's rights and
obligations hereunder by written notice to
the Site and CRO.

22.  Subcontracting. With Sponsor’s prior
written consent, Provider may subcontract
the performance of certain of its activities
under this Agreement to qualified third
parties or use premises or facilities other than
Provider to perform certain activities under
this Agreement, provided that (i) the
performance of activities by such third

véetné prav tykajicich se vlastnictvi, patentd,
ddvérnosti a odskodnéni), pretrvajii po dokonceni
nebo vypovéditéto smlouvy.

20. Rozhodné pravo. Tato smlouva a vSechny
zalezitosti vyplyvajici z této smlouvy nebo s ni
souvisejici se budou fidit a vykladat podle zakond
Ceské republiky s vylou¢enim koliznich predpisd.
Tim nejsou dotceny povinnosti stran s ohledem na
FDA podle platnych zakond USA. Ptipadné spory
vzniklé z této Smlouvy nebo v souvislosti s ni
budou feseny p¥islusnymi soudy Ceské republiky.

21. Postoupeni. Postoupeni této smlouvy nebo
jakychkoli prav i zavazk( zde uvedenych
poskytovatelem tfeti strané probéhne s
predchozim pisemnym souhlasem CRO a
zadavatele. Jakékoli postoupeni ze strany CRO na
tfeti stranu jinou nez zadavatele nebo jeho
pridruzeny subjekt bude vyzadovat predchozi
pisemny souhlas zadavatele, ale nebude pfitom
nutny souhlas poskytovatele nebo zkousejiciho.
Poskytovatel a CRO timto potvrzuji, ze zadavatel
mze sam na sebe nebo na tfeti stranu prevést
odpovédnost za jakakoli nebo veskera prava a
zavazky zadavatele nebo CRO podle této smlouvy
na zakladé pisemného oznameni pracovistia CRO.

22.  Subdodavky. S predchozim pisemnym
souhlasem zadavatele mdze poskytovatel zadat
vykon nékterych svych <dinnosti podle této
smlouvy kvalifikovanym tretim strandm nebo
pouzit prostory nebo zafizeni jina nez
poskytovatelova k provadéni urcitych cinnosti
podle této smlouvy, za predpokladu, Ze (i)
provadéni ¢innosti témito tretimi stranami nebo v
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parties or at such facilities will comply with all
applicable obligations of this Agreement,
including holding such third parties or
facilities to terms at least as stringent as
those to which the Site is bound hereunder
with regard to the conduct of the Study,
including without limitation, Study Drug(s)
use, record retention, confidentiality, data
and publications obligations, inventions,
personal data, and publicity, (ii) Provider
remains liable for performance at such
facilities or by such third parties’, and (iii)
neither Investigator nor any sub-investigator
has any direct or indirect financial interest in
any such third parties or facilities.

23.  Counterparts. This Agreement is
executed in two (2) counterparts of which the
Provider and CRO shall each receive one.
Each counterpart shall be deemed an
original, and all of which, when taken
together, will constitute one and the same
instrument. Delivery of an executed
counterpart of a signature page of this
Agreement by facsimile transmission, by
electronic mail in “portable document
format” (“.pdf” format), or by any other
electronic means intended to preserve the
original graphic and pictorial appearance of a
document, or by a combination of such
means, shall be as effective as delivery of a
manually executed counterpart of this
Agreement.

24.  Force Majeure. If the performance of
this Agreement by Provider or Sponsor is
prevented, restricted, interfered with, or
delayed (either totally or in part) by reason of
any cause beyond the reasonable control of
the Parties (such as acts of God, explosion,
disease, weather, war, terrorism,
insurrection, civil strike, riots, or power

takovych prostorach bude vsouladu se vsemi
pfisluSnymi zavazky této smlouvy, v€etné toho, ze
takové treti strany nebo prostory budou
dodrzovat podminky alespon tak pfisné, jako jsou
podminky, kterymi je pracovisté vazano podle
této smlouvy, pokud jde o provadéni studie, mimo
jiné vcetné uzivani hodnoceného pfipravku
(hodnocenych pfipravkd), uchovavani zaznam,
zachovani dOvérnosti, povinnosti tykajici se dat a
publikaci, vynélezd, osobnich Udajb a publicity, (ii)
poskytovatel zlstane odpovédny za provadéni
¢innosti v takovych prostorach nebo takovymi
tretimi stranami a (iii) zadny zkousejici ani zadny
spoluzkousejici nema primy ¢i nepfimy financni
podil v takovych tfetich stranach nebo prostorach.

23.  Stejnopisy. Tato smlouva je podepsana ve
dvou (2) stejnopisech, z nichz poskytovatel a CRO
obdrzi po jednom. Kazdy stejnopis bude
povazovan za originadl a vsechny dohromady
budou predstavovat jeden a tentyz dokument.
Doruceni podepsaného stejnopisu podpisové
stranky této smlouvy faxovym prenosem,
elektronickou postou v ,prenosném formatu
dokumentu" (format ,.pdf') nebo jinymi
elektronickymi prostfedky uréenymi k zachovani
pOvodniho grafického a obrazového vzhledu
dokumentu nebo kombinaci téchto prostredkd
bude stejné Gcinna jako doruceni rucné
podepsaného stejnopisu této smlouvy.

24.  Vyssi moc. Pokud je plnéni této smlouvy
ze strany poskytovatele nebo zadavatele branéno,
omezeno, narusovano nebo opozdovano (bud
zcela nebo castecné) z ddvodu jakékoli priciny
mimo pfimérenou kontrolu smluvnich stran (jako
jsou zasahy vyssi moci, vybuch, nemoc, pocasi,
valka, terorismus, povstani, obcanska stavka,
nepokoje nebo vypadek proudu), bude takto
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failure), the Party so affected shall, upon
giving written notice to the other Party, be
excused from such performance to the extent
of such prevention, restriction, interference,
or delay, provided that the affected Party
shall use its best efforts to avoid or remove
such causes of non-performance and shall
continue performance with the utmost
dispatch whenever such causes are removed.
For purposes of this article, a lack of funds
shall not be considered a cause beyond the
reasonable control of the Parties.

25.  Discrepancies. In the case of any
discrepancy between the Czech and the
English versions of the Agreement, the Czech
version shall prevail.

26.  Publication in accordance with Act
no. 340/2015 Coll. on Contract Register.
Provider, Sponsor and CRO hereby
acknowledge that details of this Agreement
are required to be published pursuant to Act
no. 340/2015 Sb., on the official register:
https://smlouvy.gov.cz/ (*“Agreements
Register”).

The Parties agree that no business secrets or
personal information shall be disclosed or
made public as part of such publication. For
the purposes of this Agreement, such
business secrets include but are not limited
to: payment information attached as
Schedule A, the minimum enroliment goal,
expected number of Study subjects enrolled
and the expected duration of the Study. As a
result, the Parties have agreed a version of
this Agreement for publication, in which all
business secrets and personal information
have been redacted. Modified Agreement for
publication in the official register will be
supplied to the Provider by CRO. The Parties

postizend strana po pisemném oznameni druhé
strané zproSténa provadéni smlouvy béhem
tohoto branéni, omezeni, naruseni, popr.
opozdéni za predpokladu, Ze dotlena strana
vynalozi veskeré uUsilii aby predesla nebo
odstranila takové pfi¢iny neplnéni, a bude
pokracovat v plnéni s maximalnim nasazenim,

jakmile budou tyto priciny odstranény. Pro Ulely
tohoto ¢lanku nebude nedostatek finanénich

prostfedkd  povazovan za pfi¢inu  mimo
pfimérenou kontrolu smluvnich stran.
25.  Nesrovnalosti. V pripadé jakychkoli

nesrovnalosti mezi Ceskou a anglickou verzi
smlouvy je rozhodujici Ceskad verze.

26.  Zvefejnéni vsouladu se zakonem ¢.
340/2015 Sb. o rejstfiku smluv. Poskytovatel,
zadavatel a CRO timto berou na védomi, Ze detaily
této smlouvy musi byt zvefejnény vsouladu se
zdkonem ¢. 340/2015 Sb., o oficidlnim rejstfiku:
https://smlouvy.gov.cz/ (dale jen ,rejstfik smiuv").

Smiluvni strany souhlasi s tim, Ze v ramci takového
zvefejnéni nebudou zvefejnéna ani vyzrazena
zadna obchodni tajemstvi ani osobni informace.
Pro Ucely této smlouvy takova obchodni tajemstvi
zahrnuji mimo jiné: platebni Udaje uvedené v
Priloze A, minimalni cil naboru, oCekavany pocet
registrovanych subjektd hodnoceni a ocekavanou
dobu trvani studie. Z toho dlvodu se smluvni
strany dohodly na verzi této smlouvy ke
zvefejnéni, ve které byla odstranéna vsechna
obchodni tajemstvi a osobni Udaje. Upravenou
smlouvu pro zvérejnéni v rejstriku smluv doda
poskytovateli CRO. Smluvni strany se dohodly, ze
poskytovatel provede zvefejnéni dohodnuté
formy v registru smluv do 5 pracovnich dnl od
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agree that the Provider shall effect the
publication of the Agreed Form on the
Agreements Register within 5 working days
of the Date of Final Signature of this
Agreement. Providerwill inform, without
undue delay, CRO / Sponsor of publishing the
Agreement in the Agreements Register by
designating the following email address:
I - s the email
address to which a notification of publication
in the Agreements register shall be sent.
Should the Provider fail to publish the Agreed
Form of this Agreement within 5 working
days from the Date of Final Signature, the
Sponsor or the CRO may publish the Agreed
Form. The Parties agree that this Agreement
shall not come into effect until the Agreed
Form has been published in accordance with
this clause (“Effective Date”). In any event,
CRO reserve the right not to provide Study
Drug until this Agreement is published in
accordance with this clause.

In the event that there is a challenge to the
validity of the Agreed Form, once it has been
published, the Parties shall notify each other
as soon as reasonably practicable upon
becoming aware of such challenge and shall
work together to agree a revised version of
the Agreed Form for publication.

In no event shall the Provider publish this
Agreement in any form other than the
Agreed Form, unless agreed in advance in
writing with CRO and Sponsor.

27.  List of Incorporated Schedules.
A. Budget and Payment Schedule
B. Data Protection Schedule

data konecného podpisu  této  smlouvy.
Poskytovatel bude bez zbytecného odkladu
informovat CRO [ zadavatele o zvefejnéni smlouvy
v registru smluv e-mailem na nasleduiici e-
mailovou adresu:

kam bude zaslan e-mail s ozndmenim o zvefejnéni
smlouvy v rejstfiku smluv. Pokud poskytovatel
nezverejni dohodnutou formu této smlouvy do 5
pracovnich dn0 od data konecného podpisu,
dohodnutou formu mohou zvefejnit zadavatel
nebo CRO. Smluvni strany se dohodly, ze tato
smlouva nenabyde Udinnosti, dokud nebude
dohodnuta forma zvefejnéna v souladu s timto
clankem (,datum Ucinnosti*). V kazdém pripadé si
CRO vyhrazuje pravo neposkytnout hodnoceny
pripravek, dokud nebude tato smlouva zvefejnéna
v souladu s timto ¢lankem.

V prtipadé, ze dojde ke zpochybnéni platnosti
dohodnuté formy, jakmile bude zvefejnéna,
smluvni strany se o tom budou vzijemné
informovat,  jakmile to bude rozumné
proveditelné a jakmile se o takovém zpochybnéni
dozvédi, a budou spolupracovat na dohodé o
revidované verzi dohodnuté formy ke zverejnéni.

Poskytovatel v zadném pfipadé nezvefejni tuto
smlouvu v jiné nez podobé nez v dohodnuté
formé, pokud to predem pisemné neodsouhlasi
CRO a zadavatel.

27.  Seznam pfipojenych pfiloh.
A. Rozpocet a rozpis plateb
B. Pfiloha o ochrané Udajd
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IN WITNESS WHEREOF, the Parties have NA DUKAZ CEHOZ podepisuji smluvni strany

caused this Agreement to be executed by tuto smlouvu prostrednictvim svych radné
their duly authorized representatives asthe  povérenych zastupcl k datu Ucinnosti
Effective Date defined above. uvedenému vyse.

Fakultni nemocnice v Motole

By / Podepsal(a):
(Signature) / (Podpis)
Name /[ Jméno:

Title / Pozice:

ICON Clinical Research Limited

By / Podepsal(a):
(Signature) / (Podpis)

Name / Jméno:

, the undersigned as Investigator, confirm that | have properly
familiarized myself with the contents of this Agreement and confirm that | have assumed the
duties of the Principal Investigator according to this Agreement, the contractual arrangements
with the Sponsor and the relevant legislation governing the conduct of clinical trials of
pharmaceuticals. Furthermore, | undertake not to disclose any information related to the Study
in question without the prior written consent of the Sponsor, to maintain the confidentiality of
all information provided, to consider it confidential and to refrain from any other use of such
information and results than for the purposes of this Study. As Investigator, | agree that the
Sponsor (and possibly also the CRO) will collect, use, process and disclose my personal data,
including my name, qualifications and experience in clinical trials, my financial data related,
among other things, to the remuneration received and financial compensation and other
personal data for administrative purposes in connection with the Study, or to be provided to
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ethics committees and state authorities, and | undertake to obtain this consent from the sub-
Investigators and other members of the Study team as well.

Nize podepsana _jako zkousejici potvrzuji, Zze jsem se fadné
seznamil s obsahem této smlouvy a potvrzuji, Ze jsem na sebe prevzal povinnosti hlavniho
zkousejiciho dle této smlouvy, smluvnich ujednani se zadavatelem a pfislusnych pravnich
predpisd upravujicich provadéni klinickych hodnoceni [é¢iv. Déle se zavazuji nezverejiovat
informace tykajici se pfedmétného klinického hodnoceni bez predchoziho pisemného souhlasu
zadavatele, zachovavat mlcenlivost o vSech poskytnutych informacich, povaZovat tyto za
dOvérné a zdrzet se jakéhokoliv jiného uziti téchto informaci a vysledkd nez pro Ucely tohoto
klinického hodnoceni. Jako zkousejici souhlasim s tim, Ze zadavatel (a popft. i CRO) bude/budou
shromazdovat, pouzivat, zpracovavat a zvefejfiovat mé osobni Udaje, vCetné jména, kvalifikace
a zkusenosti v klinickém hodnoceni, mé financni Udaje vztahujici se mimo jiné k obdrzené
odméné a financ¢ni nahradé a dalsi osobni Udaje k administrativnim Uceldm v souvislosti s
klinickym hodnocenim, popF. k poskytnuti etickym komisim a statnim Gfadim a zavazuji se
zajistit tento souhlas i od spoluzkousejicich a ostatnich ¢lend studijniho tymu.

In Prague, on/V Praze dne
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Schedule A

Priloha A

BUDGET & PAYMENT SCHEDULE

ROZPOCET A ROZVRH PLATEB

Protocol No. TAK-881-3002
CRO Study Number: 0021/1089
Provider: Fakultni nemocnice v Motole

Principal InvestiP

Contracting Party: ICON Clinical Research, LLC

Protokol ¢. TAK-881-3002
Cislo studie CRO: 0021/1089
Poskytovatel: Fakultni nemocnice v Motole

Smluvni strana: ICON Clinical Research, LLC
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Schedule B

Priloha B

DATA PROTECTION SCHEDULE

PRILOHA 0 OCHRANE UDAJU

Data Protection Requirements

The following terms between Sponsor and
Provider reflect what is agreed between them,
both acting as Data Controllers, to facilitate the
processing and sharing of Personal Data. The
terms define the data protection principles that
Sponsor and Provider shall adhere to and their
responsibilities to each other.

1. Definitions

The terms “Controller”, *Data Subject”,
“Personal Data”, “Processor”,
“Processing” and “Supervisory
Authority” shall have the same meaning
as in the applicable Data Protection Law.
For avoidance of doubt, applicable Data
Protection Law means all Applicable Law
in relation to data protection, privacy,
interception  and  monitoring  of
communications, or requirements
relating to the Processing of Personal
Data, including but not limited to the
General Data Protection Regulation EU
2016/679.

“Security Incident” shall mean any actual
or reasonably suspected accidental,
unlawful ~ or  unauthorised loss,
destruction, alteration, access, use,
disclosure of, damage or corruption to
Personal Data Processed under this
Agreement.

Pozadavky na ochranu Udajb

Nasledujici podminky mezi zadavatelem a
poskytovatelem odrazeji jejich vzajemnou
dohodu, pficemz oba vystupuji jako spravci
Udaju, aby se usnadnilo zpracovani a
predavani osobnich  Udajd. Vtéchto
podminkach jsou upraveny zasady ochrany
Udajo, které musi zadavatel a poskytovatel
dodrzovat, a jejich vzajemné povinnosti.

1. Vymezeni pojmU

Pojmy ,spravce", ,subjekt Udajd",
»,0sobni Udaje“, ,zpracovatel®,
.Zpracovani® a ,dozorovy urad“
maji stejny vyznam jako v platném
zakoné o ochrané osobnich Udajo.
Aby se predeslo pochybnostem,
platnym zakonem o ochrané
osobnich Udajl se rozumi veskeré
platné zakony tykajici se ochrany
udajd, soukromi, zjistovani obsahu a
sledovani komunikace nebo
pozadavk{ souvisejicich se
zpracovanim osobnich Udaji, mimo
jiné vcetné obecného nafizeni o
ochrané osobnich Udaji EU 2016/
679.

»Bezpecnostni incident® bude
znamenat jakoukoli skute¢nou nebo
dbvodné predpokladanou
nahodnou, nezakonnou nebo
neopravnénou  ztratu,  zniceni,
zmeénu, pristup, pouziti, zverejnéni,
poskozeni nebo zkresleni osobnich
Udajl zpracovavanych podle této
smlouvy.
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2. Identification of the Controllers

2.1.

2.2.

Sponsor is the Controller for key-
coded Personal Data of Study
subjects collected and transferred
by the Provider in accordance with
the Protocol and the informed
consent form, as approved by the
EC and Sponsor; and Personal Data
of Study Personnel collected in
accordance with this Agreement.

Provider and/or Investigator is/are
responsible for the collection (and
where applicable, the coding) of
Personal Data under the Study and
act(s) as Controller for medical
records possessed by Provider with
respect to source data andfor
Personal Data disclosed by Data
Subjects in the course of treatment
and Personal Data collected or
generated in the course of the
Study for the purpose of exercising
independent medical judgment in
line with the Agreement and
Protocol.

3. Warranties. Fair and Lawful Processing

3.1.

Sponsor and Provider shall at all
times comply with their respective
obligations under all applicable
Data Protection Law in connection
with this Agreement.

2. Identifikace spravcu

2.1.

2.2.

Zadavatel je  spravcem
zakddovanych osobnich Udajo
subjektd hodnoceni
shromazdénych a
predavanych poskytovatelem
vsouladu s protokolem a
formuldtem informovaného
souhlasu, které byly schvaleny
EK a zadavatelem; a osobnich
Udajd  personalu  studie
shromazdénych v souladu
s touto smlouvou.

Poskytovatel a/nebo
zkousejici je/jsou odpovédni
za shromazdovani (a pripadné
za kddovani) osobnich 0dajo
vramci studie a pUsobi jako
spravce lékarskych zaznamd,
které jsou ve vlastnictvi
poskytovatele sohledem na
zdrojové Udaje a/nebo osobni
Udaje zvefejnéné subjekty
Udaj0 v probéhu lécby a
osobni Udaje shromazdéné
nebo vytvofené v pribéhu
studie za ulelem vykonu
nezavislého lékarského
usudku v souladu se smlouvou
a protokolem.

3. Zaruky. Spravedlivé a zakonné

zpracovani
3.1.
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3.2.

33

3.4

Sponsor and Provider shall not
process Personal Data for any other
purpose than those established
under this Agreement, unless
authorized or required to do so by
Applicable Law, as required to
establish or defend legal claims, as
authorized by the other, or for
obtaining appropriate consent from
the Data Subject.

Investigator/Providerrepresents
and warrants that it will provide an
appropriate data privacy notice and
obtain appropriate consent (if
legally required) from the Data
Subjects and that such notice (and
consent if appropriate) is in
accordance with language
approved by Sponsor and EC and
allows for the desired uses of such
Personal ~ Data  under  this
Agreement. Should Sponsor or
Provider learn that it has provided
Personal =~ Data  under this
Agreement that may not be shared
pursuant to a consent or notice, it is
responsible for promptly notifying
the other so that the affected
Personal ~ Data  under this
Agreement can be deleted, as
required.

Sponsor and Provider shall ensure
that the access to the Personal Data
under this Agreement is limited to
its personnel who need to have
access to it for the performance of
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33

3.4.

Zadavatel a poskytovatel
nebudou zpracovavat osobni
Udaje pro zadny jiny Ucel nez
pro Ulely stanovené touto
smlouvou, pokud k tomu
nejsou opravnéni nebo to od
nich nevyzaduji platné zakony
Vv rdmci zahajeni nebo
obhajoby pravnich narokd, s
povérenim od druhé strany,
nebo pro ziskani pfislusného
souhlasu od subjektu Udajo.

Zkousejici [ poskytovatel
prohlasuje a zaruluje, Ze
poskytne pfislusné oznameni
o ochrané osobnich Udaj0 a
ziska prislusny souhlas (pokud
to zadkon vyzaduje) od
subjektd Udaji a ze takové
oznameni (a pfipadné souhlas)
je v souladu se znénim, které
schvalil zadavatel a EK a
umoziuje pozadované pouziti
takovych  osobnich  0dajl
podle této smlouvy. Pokud se
zadavatel nebo poskytovatel
dozvi, Zze poskytli osobni Udaje
podle této smlouvy, které
nelze na zakladé souhlasu
nebo ozndmeni predavat,
odpovidaji za to, ze budou
neprodlené informovat
druhou stranu, aby dotcené
osobni Udaje podle této
smlouvy mohly byt podle
potieby vymazany.

Zadavatel a poskytovatel
zajisti, aby byl pfistup k
osobnim Udajom podle této
smlouvy omezen na jeho
zaméstnance, ktefi k nim

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst v.1June2021 / Smlouva o klinickém hodnoceni spolecnosti Takeda (pro Ceskou
republiku) CRO Zdravotnické zaFizeni v. 1. dervna 2021
Protocol Number / TAK-881-3002

Fakultni nemocnice v Motole



Docusign Envelope ID: CE31C2E3-706D-43B6-9581-BBCOEE1DA889

4.

5.

3.5

the  obligations  under  this
Agreement, and that such
personnel  are  subject  to
confidentiality obligations.

Sponsor and Provider shall each
apply appropriate technical and
organisational security measures
reflective of current good industry
practice and technologjical
development to protect Personal
Data under this Agreement against
any Security Incident.

Data Subject Rights

4.1,

4.2.

Sponsor and Provideragree that the
responsibility for responding to
Data Subject rights requests from
Study subjects falls on the Provider,
and that it will forward any Data
Subject Requests it is unable to
address itself to Sponsor.

Sponsor and Provideragree to
cooperate and provide reasonable
assistance as is necessary to each
other to comply with applicable
Data Protection Law, comply with
Data Subject Requests and respond
to any other queries or complaints
from Data Subjects.

Data Retention

Sponsor and Provideragree that they
shall not Process the Personal Data under
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potrebuji mit pFistup v ramci
plnéni povinnosti podle této
smlouvy, a aby se na takovy
personal vztahovala
povinnost mlicenlivosti.

3.5. Zadavatel a poskytovatel
uplatni pfislusna technicka a
organizacni bezpecnostni
opatfeni odrazejici soucasnou
dobrou prOmyslovou praxi a
technologicky vyvoj k ochrané
osobnich Udaji podle této
smlouvy proti  jakémukoli
bezpecénostnimu incidentu.

Prava subjektd udajo

4.1. Zadavatel a poskytovatel
souhlasis tim, ze odpovédnost
za  zodpovézeni  zadosti
subjektd Udajo v souvislosti s
pravy ze strany subjekt0
hodnoceni lezi na
poskytovateli a Ze jakeékoli
pozadavky subjektd udajg,
které nebude moci vyresit
samo, preda zadavateli.

4.2. Zadavatel a poskytovatel
souhlasi s tim, Ze budou
spolupracovat a vzajemné si
poskytovat pfimérenou
pomoc, ktera je nezbytnd k
dodrzeni platnych zakond o
ochrané  osobnich  0dajl,
vyhovéni pozadavkdm
subjektd udajo a odpovidani
na jakékoli dalsi dotazy nebo
stiznosti subjekt udajd.

Uchovani udajo

Zadavatel a poskytovatel souhlasi s

tim, Ze nebudou zpracovavat osobni
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this Agreement for longer than necessary
to fulfil the responsibilities described in
this Agreement, as outlined by the
Protocol and the applicable informed
consent form, and as required by
Applicable Law.

Transfers

Each of Sponsor and Provider may
transfer the Personal Data under this
Agreement to its third parties to the
extent such third parties have a legitimate
need to process the Personal Data under
this Agreement, provided that such
transfers are subject to appropriate
contractual restrictions and are made in
accordance  with  Applicable Data
Protection Law. The Sponsor and
Institution shall not disclose or transfer
Personal Data outside the European
Economic Area without affording
adequate protections for Personal Data in
accordance  with  applicable Data
Protection Law.

Security Incidents

7.1. In the event Provider suffers a
Security Incident affecting the
Personal Data related to the Study
under this Agreement,
Providershall ensure it complies
with Data Protection Law, including
any obligations to notify the
Supervisory  Authority,  Data
Subjects, or other regulatory bodies
as required by Data Protection Law.

udaje podle této smlouvy po dobu
delsi, nez je nutné ke splnéni
povinnosti  popsanych v  této
smlouvé, jak je uvedeno v protokolu
a na prislusném  formulafi
informovaného souhlasu a jak to
vyzaduji platné zakony.

Pfedavani

Zadavatel a poskytovatel, kazdy
sam za sebe, mohou predavat
osobni Udaje podle této smlouvy
svym tfetim stranam, pokud tyto
tfeti strany maji legitimni potfebu
zpracovavat osobni Udaje podle této
smlouvy, za predpokladu, ze takové
predavani  podléha  pfisluSnym
smluvnim omezenim a je provadéno
vsouladu s platnymi zakony o
ochrané osobnich Udajd. Zadavatel
a zdravotnické zafizeni nezvefejnf
ani nebudou preddvat osobni Udaje
mimo  Evropsky  hospodafsky
prostor, aniz by  poskytli
odpovidajici  ochranu  osobnich
udajl v souladu s platnymi zakony o
ochrané udajo.

Bezpecnostni incidenty

7.1. V pfipadé, ze poskytovatel
zaznamena bezpelnostni
incident s dopadem na osobni
Udaje souvisejici se studii
podle této smlouvy,
poskytovatel zajisti, ze bude
dodrzen zdkon o ochrané
Udajo, vcetné  jakychkoli
povinnosti informovat
dozorovy Ufad, subjekty Udajd
nebo jiné regulacni organy, jak
to vyzaduje zakon na ochranu
osobnich Udaj
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7.2. To the extent the Provider suffers a
Security Incident that has animpact
on the Personal Data related to the
Study under this Agreement,
Provider shall promptly notify
Sponsor of such Security Incident
and, in any event, within 48 hours of
discovery of a Security Incident.

Compliance

Upon request from Sponsor, Provider
shall make available all relevant
information necessary to demonstrate
compliance with Data Protection Law,
including but not limited to a copy of any
independent auditor's report which
relates directly to Provider’s performance
under this Agreement (to be made not
more than once annually).

Personal Data of Study Personnel

Prior to and during the course of the
Study, the Sponsor may request the
collection of Personal Data of the Study
Personnel. Provider agrees to assist
Sponsor with obtaining any consents, or
providing any notice, as may be required
by Applicable Law.

7.2. Pokud poskytovatel
zaznamena bezpelnostni
incident, ktery ma dopad na
osobni Udaje souvisejici se
studii podle této smlouvy,
bude poskytovatel o takovém
bezpecnostnim incidentu
neprodlené informovat
zadavatele, v kazdém pfipadé
do 48 hodin od zjisténi
bezpecnostniho incidentu.

Dodrzovani pokynt

Na zadost zadavatele poskytovatel
zpfistupni  vSechny  relevantni
informace nezbytné k prokazani
souladu se zakonem o ochrané
udajb, mimo jiné vcetné kopie
jakékoli zpravy nezavislého
auditora, ktera se primo tyka
provadéni cinnosti poskytovatelem
podle této smlouvy (nemusi byt
vyhotovena castéji nez jednou
ro¢né).

Osobni Udaje personalu studie
Pfed zahajenim a v pribéhu studie
mUze  zadavatel pozadat o
shromazdovani  osobnich  Udajd
persondlu  studie. Poskytovatel
souhlasi s tim, ze bude zadavateli
poskytovat soucinnost pfi ziskavani
jakychkoli souhlasi nebo
poskytovani jakéhokoli oznameni,
jak to mohou vyzadovat platné
zakony.
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