Takeda Sponsored
Clinical Trial Agreement

“A Phase 3, Prospective, Randomized, Open-
label, Adaptive Group Sequential,
Multicenter Trial with Blinded Endpoint
Assessment to Evaluate the Efficacy and
Safety of TAK-330 for the Reversal of Direct
Oral Factor Xa Inhibitor-induced
Anticoagulation in Patients Requiring Urgent
Surgery/Invasive Procedure”

Takeda Development Center Americas,
Inc., Clinical Protocol No. TAK-330-3001

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

IQVIA RDS Czech Republic s.r.o, a clinical
research organization having a place of
business at Pernerova 691/42, 186 oo Praha
8 ("CRO"),

Fakultni nemocnice Kralovské Vinohrady,
having a place of business at Srobarova
1150/50, 100 34 Praha 10 Identification
number: 00064173, Tax identification
number: CZoo064173, founded by decision of

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst (Inv)
v.1June2021

TAK-330-3001

doc. MUDr.Zdenék Subrt, PhD./Fakultni nemocnice Kralovské
Vinohrady

Smlouva o provadeéni klinického
hodnoceni, jehoz zadavatelem je
spolecnost Takeda

«Prospektivni, randomizované, otevrenég,
multicentrické klinické hodnoceni faze 3
s adaptivnim skupinovym sekvencnim
usporadanim a zaslepenym hodnocenim
cilovych parametr( posuzujici G¢innost
a bezpecnost pripravku TAK-330
podavaného k reverzi antikoagulacniho
ucinku vyvolaného pfimym peroralnim
inhibitorem faktoru Xa u pacient{
podstupujicich urgentni chirurgicky/invazivni
zakrok"

Takeda Development Center Americas,
Inc., klinicky protokol ¢. TAK-330-3001

TATO SMLOUVA O PROVADENI
KLINICKEHO HODNOCENI (dale jen
.Smlouva") uzaviena kdatu posledniho

podpisu (dale jen ,Datum platnosti") nabyva
ucinnosti tak, jak je stanoveno v clanku 26
nize, mezi spole¢nosti

IQVIA RDS Czech Repubilic, s.r.o., klinickou
vyzkumnou organizaci se sidlem na adrese
Pernerova 691/42, 186 oo Praha 8 (dale jen
~CROY),

Fakultni nemocnici Kralovské Vinohrady, se
sidlem Srobarova 1150/50, 100 34 Praha 10,
Identifikacni  Cislo: 00064173, Darnové
identifikacni  Cislo: CZooo64173, zfizena
rozhodnutim Ministerstva zdravotnictvi ze
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the Ministry of Health issued on 2gth May
2012 No. MZDR 17266-lll/2012 which
modifies the decision of Minister of Health
issued on 25th November 1990 No. OP-054-
25.11.90 amended by modification provided
in Measure of Ministry of Health issued on
31th May 2016 No. MZDR 33222/2016 — 2/
OPR, represented by MUDr. Jan Votava,
MBA, Director, Reference symbol: KH
12/2024, Internal cost center No.: 31037,
(“Institution”), and

doc.MUDr.Zdenék Subrt, PhD., born on
, with permanent address at __
. I

(the “Investigator”,
Investigator together with the Institution as
the “Site”). For purposes of this Agreement,
each of CRO and the Investigator and
Institution may be referred to as a “Party” and
together as the “Parties.”

RECITALS:

WHEREAS, Takeda Development Center
Americas, Inc., 95 Hayden Ave,

Lexington, MA 02421, USA (“"Sponsor”)
desires to obtain the services of the Site to
conduct a clinical trial on Sponsor's
investigational drug identified as TAK-330
PROTHROMPLEX TOTAL (Human
prothrombin complex [Factors IlI, VII, IX,
and X]) (the “Study Drug"”);

WHEREAS, Sponsor has designated or may
designate CRO and/or other organization(s)
(collectively, “Designee(s)"”) in the
performance of services for Sponsor, and the
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dne 29.5.2012 C.j.. MZDR 17266-lll/2012,
kterym se méni a dopliuje rozhodnuti
ministra zdravotnictvi ze dne 25.11.1990 C.j.
OP-054-25.11.90 ve znéni zmén provedenych
Opatrenim Ministerstva  zdravotnictvi
vydaného pod ¢.j.: MZDR 33222/2016 — 2/
OPR ze dne 31. kvétna 2016, zastoupena
MUDr. Janem Votavou, MBA, reditelem, Cislo
jednaci: 12/2024, interni nakladové stredisko:
31037 (dale jen ,Zdravotnické zafizeni") a

doc.MUDr.Zdetikem Subrtem, PhD., datum
narozem’dn.crvale bytem bytem
na_adrese , I
B cile jen , Zkougejici®. Zdravotnické
zafizeni a Zkousejici spolecné dale jen ,Misto
provadéni klinického hodnoceni"). Pro uUcely
této Smlouvy mohou byt CRO, Zdravotnické
zafizeni a Zkousejici oznacovani jednotlivé
jako ,Smluvni strana“ aspolecné jako
~Smluvni strany".

UVODNIi USTANOVENI:

Spolecnost Takeda Development Center
Americas, Inc., 95 Hayden Ave,

Lexington, MA 02421, USA (,Zadavatel") si
preje ziskat sluzby Mista provadéni klinického
hodnoceni za Ucelem provedeni klinického

hodnoceni Zadavatelova zkoumaného
pripravku oznaCovaného jako TAK-330
PROTHROMPLEX TOTAL (lidsky

protrombinovy komplex [Faktory II, VII, IX
a X]) (,Hodnoceny pfipravek");

Zadavatel povéfil nebo pripadné povéri CRO
a/nebo  dalsi organizaci  (organizace)
(spole¢né ,Povérend osoba (Povérené
osoby)") provadénim sluzeb pro Zadavatele
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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 is an
employee of Institution, 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 463/2021 Coll.,
on detailed conditions for conducting clinical
trials of medicinal products for human use
(the “Decree”) and Act No 372/2011 Coll., on
health services and the terms and conditions
of the provision thereof (“Health Services
Act”);

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.
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a Misto provadéni klinického hodnoceni
umozni teto Povérené osobé (osobam)
vykonavat veskeré povinnosti Zadavatele
vyplyvajici ztéto Smlouvy. Co se tyce prav
a povinnosti Zadavatele z této Smlouvy, CRO
jedna na zakladé Zmocnujiciho prohlaseni;

Zkousejici je zaméstnancem
Zdravotnického zafizeni, ktery ma praxi
v provadéni vyzkumnych klinickych

hodnoceni u lidskych subjektd a ktery bude
vtéto Studii pUsobit jako hlavni zkouSejici
(definovany nize) vsouladu se zakonem (.
378/2007 Sb., olélivech aozménach
nékterych souvisejicich zakonl, ve znéni
pozdéjSich predpisG (dale jen ,Zakon
o lé¢ivech”), vyhlaskou ¢. 463/2021 Sb,,
o blizsich podminkach provadéni klinického
hodnoceni humannich éCivych pfipravkd, ve
znéni  pozdéjSich  predpisG (dale jen
»Vyhlaska"), a dale vsouladu se zdkonem ¢.
372/2011 Sb., ozdravotnich  sluzbach
a podminkach jejich poskytovani (,Zakon
o zdravotnich sluzbach”);

Misto provadéni klinického hodnoceni
prezkoumalo dostate¢né mnozstvi informaci
tykajicich se Protokolu (definovaného nize) za
ucelem vyhodnoceni svého zajmu o Ucast na
Studii, aze Misto provadéni klinického
hodnoceni je vybaveno ktomu, aby mohlo
Studii provadét, a Ze si preje Studii provadét
za podminek stanovenych touto Smlouvou;

Po zvazeni vzajemnych zavazkd
a dohod uvedenych v této Smlouvé uzavrely
Smluvni strany sumyslem vstoupit do
zavazného pravniho vztahu tuto Smlouvu
a vyslovné se dohodly takto:

1. Protokol klinického hodnoceni.
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A. The Site will conduct the study
entitted “A Phase 3, Prospective,
Randomized, Open-label, Adaptive Group
Sequential, Multicenter Trial with Blinded
Endpoint Assessment to Evaluate the
Efficacy and Safety of TAK-330 for the
Reversal of Direct Oral Factor Xa Inhibitor-
induced Anticoagulation in Patients
Requiring Urgent Surgery/Invasive
Procedure” (the "“Study”) at Institution 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
and/or Institution. 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. If the Investigator determines in
his/her best medical judgment that a
deviation from the 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
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A. Misto provadéni klinického hodnoceni
bude provadét studii s nazvem ,Prospektivni,
randomizované, otevrené, multicentrické
klinické hodnoceni faze 3 s adaptivnim
skupinovym sekvencnim usporadanim a
zaslepenym hodnocenim cilovych parametrd
k vyhodnoceni ucinnosti a bezpecnosti
pripravku TAK-330 podavaného k reverzi
antikoagulacniho  dcinku  vyvolaného
primym peroralnim inhibitorem faktoru Xa v
pacientd podstupujicich urgentni chirurgicky
/ invazivni zakrok (dale jen ,Studie") ve
Zdravotnickém zarizeni v souladu
s protokolem, jenz je soucasti této Smlouvy
(dale jen ,Protokol“). Protokol uvadi ¢innosti
apovinnosti v klinickém vyzkumu, které
budou Smluvni strany provadét a které na
sebe berou. CRO bude mit na pokyn
Zadavatele pravo Protokol upravovat a/nebo
doplfiovat vsouladu sveskerymi pravnimi
predpisy atyto Upravy a/nebo doplnéni
pisemné oznami Zkousejicimu a/nebo
Zdravotnickému zafizeni. Ocitne-li se néktera
z podminek této Smlouvy ohledné lékarskych
nebo védeckych postupl pfi provadéni Studie
v rozporu s jakoukoli podminkou Protokolu,
urcujici je to, co je uvedeno v Protokolu. Ve
vSech ostatnich ohledech bude rozhoduijici
tato Smlouva.

B. Pokud ZkouSejici na zakladé svého
nejlepsiho lékarského Usudku rozhodne, Ze
odchylka od Protokolu je nutna, aby se
zabranilo  zjevnému bezprostfednimu
ohrozeni bezpecnosti nékterého ze subjektl
Ucastnicich se Studie, mUze se od Protokolu
odchylit, ovSem za podminky, ze bude
Zadavatele neprodlené pisemné informovat
o skutecnostech, které potrebu odchylky
zapricinily, a o alternativnich postupech, jez
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and the alternate procedures followed.
Except as provided for in the previous
sentence, 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
their employees 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 Guideline 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 state
authority that may be applicable to the
Parties, Study Personnel (defined below),
and/or the Study (collectively, “Applicable
Law").

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

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;
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nasledné pouzil. Kromé pripadd uvedenych
v predchozi vété nesmi Zkousejici Protokol
upravovat ani se od néj odchylovat bez

predchoziho pisemného souhlasu
Zadavatele.
2. Provadéni Studie.

A. Smluvni strany budou Studii provadét
vsouladu s (i) vSemi obecné pfijimanymi
profesionalnimi  standardy, (i) pravidly
spravné klinické praxe; (iii) harmonizovanou
trojstrannou smérnici pro spravnou klinickou
praxi prijaté Mezindrodni konferenci pro
harmonizaci (ICH) (dale jen ,Pravidla ICH");
(iv) s veskerymi  federalnimi,  narodnimi,
statnimi, mistnimi i dalSimi zakony, pravidly,
predpisy, postupy, metodikou, smérnicemi
avladnimi pozadavky, zejména Zakonem
o lécivech, Vyhlaskou a vesSkerymi
podminkami stanovenymi pfislusnou statni
autoritou, které mohou platit pro Smluvni
strany, Studijni personal (definovany nize)
a/nebo Studii (spolecné ,Platné zakony"“)
a zajisti, aby tak dinili ijejich zaméstnanci
a zastupci.

B. Zdravotnické zarizeni a/nebo
Zkousejici mohou  k provadéni  sluzeb
souvisejicich se Studii na zakladé této
Smlouvy vyuzivat spoluzkousejici, dalsi
zaméstnance  Zdravotnického  zafizeni
a dodavatele (spolecné se Zkousejicim, dale
»Studijni  personal). Zkousejici  zajisti,
Ze/aby:

i. vSichni ¢lenové Studijniho personalu
plnili své povinnosti ve Studii a své zavazky
z této Smlouvy vcetné dodrzovani Protokolu
a pokynd Zkousejiciho;
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ii. All  Study Personnel have the
necessary licenses and certifications as may
be required to perform their Study
responsibilities;

Any Study Personnel who is not an employee
of the Institution shall comply with the same
terms that bind Investigator hereunder, if
applicable.

C. Without limitation of the foregoing,
Institution further agrees that, in the
performance of the Study, Investigator shall:

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
provided by the Sponsor/CRO that is
consistent with the Protocol and this
Agreement;

ii. obtain the authorization, signed by or
on behalf of Study subject permitting the
transfer of 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 Institution or Investigator become

aware of any such concurrent study
participation, it shall notify Sponsor
promptly;
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ii. vSichni ¢lenové Studijniho personalu
méli potrebné licence a certifikace, jez
mohou byt k pInéni jejich povinnosti ve Studii
vyzadovany;

iii. kterykoli ¢len Studijniho personaly,
ktery neni zaméstnancem Zdravotnického
zafizeni, splioval stejné podminky, které
podle této Smlouvy zavazuji Zkousejiciho, je-
li to aplikovatelné.

C. Aniz by byla omezena vyse uvedena
ustanoveni, Zdravotnické zarizeni dale
souhlasi stim, Ze pfi provadéni Studie

Zkousejici:
i. bude poskytovat kazdému
potencidlnimu subjektu Ustni a pisemné

informace o rizicich, pfinosech a pozadavcich
spojenych sucasti ve Studii apredem od
kazdého subjektu Studie ziskd podepsany
adatem opatfeny pisemny  formular
zadavatelem/CRO poskytnutého
souhlasu, ktery bude v souladu s Protokolem
a touto Smlouvou;

ii. ziska svoleni podepsané kazdym
subjektem nebo jeho jménem umoznujici
predavani zdravotnich adalSich osobnich
Udaju v souladu s Platnymi zdkony;

iii. bude vyzadovat, aby se zadny
subjekt Studie nemohl soucasné uUcastnit
jiného klinického hodnoceni, vnémz je
podavan hodnoceny pripravek. Pokud by se
Zdravotnické zafizeni a Zkousejici o takové
soucasné Ucasti v jiné studii dozvédéli, museji
bez  zbyte¢ného  prodleni  uvédomit
Zadavatele;
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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, including
signatures, supplied to Sponsor will meet the
principles of  ALCOA+  (attributable,
complete, legible, original, accurate,
contemporaneous,  permanent,  readily
retrievable),  andfurther 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. after prior agreement 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
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iv. bude uchovavat avypracovavat
zaznamy tykajici se Studie a subjektd, které
se Studie Udcastni, tak, jak to stanovuje
Protokol;

V. bude vyplhovat vSechny zaznamy
subjektu Studie (,CRF") pomoci formulare
(formulard) poskytnutych Zadavatelem nebo
jeho jménem iveskeré dalSi zpravy
pozadované Protokolem nebo Platnymi
zakony, pofizované v tisténé nebo digitalni
podobé, kontrolovat CRF, aby zajistili jejich
spravnost a Uplnost, pomahat zastupcim
a klinickym  monitordbm Zadavatele pfi
rychlém reSeni veskerych nesrovnalosti nebo
chyb vCRF apfi zachovani ddvérnosti
subjektu pomahat sprovadénim auditd
pUvodnich zaznami subjektu, laboratornich
zprav nebo jinych zdroj0 nezpracovanych
udajb  za  Ulelem  ovéfeni  Udajl
zaznamenanych v CRF;

Vi. zajisti, aby veskeré uUdaje vcetné
podpisU predavané Zadavateli splnovaly
principy ALCOA+ (pfisouditelné, Uplné,
Citelné, plOvodni, spravné, soucasné, trvalé,
snadno vyhledatelné), a dale prokazi, ze je
zavedena nalezitd kontrola ke zmirnéni rizik
souvisejicich s umyslnym nebo neumysinym
padélanim udajl a podpisy, jak to vyzaduji
Platné zakony;

vii. po  predchozi dohodé  bude
spolupracovat se Zadavatelem ajeho
zastupcem ve vsech cinnostech na podporu
asledovani Studie, zejména tim, ze
Zadavateli umozni pfistup na pracovisté

v zafizenich, kde se Studie provadi,

a k veskerym zaznamdm a dalsim

dokumentdm  spojenym s provadénim
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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
eventsinaccordance 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 required by Applicable Law,
and prior to the Institution or Investigator’s
disposition of any Study records, the
Institution shall provide prior written notice to
Sponsor, and upon Sponsor ’s request and at
Sponsor's reasonable expense, shall either
retain such Study records for the period
specified by Sponsor or send such records to
Sponsor, as designated by Sponsor;

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

Xi. obtain the prior written approval of
CRO and Sponsor 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
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Studie, které budou dlvodné pozadovany
Zadavatelem, a poskytovat veskerou
pozadovanou dokumentaci v€asné
a prehledné, aby byl Zadavatel stale plné
obeznamen s pribéhem Studie;

viii.  bude zaznamenavat vsechny
nezadouci prihody na strankach formulare
CRF tykajicich se nezadoucich prihod a hlasit
vSechny nezddouci prihody azdvazné
nezadouci prfihody vsouladu sPlatnymi
zakony, casti smérnicemi GCP a s Protokolem
a spolupracovat se Zadavatelem pfi zjistovani
a feSeni neocCekavanych udalosti tykajicich se
Hodnoceného pfipravku a jeho pouzivani ve
Studii;

iX. bude uchovavat vSechny zaznamy
tykajici se Studie po dobu vyzadovanou
Platnymi zakony; nez Zdravotnické zafizeni
nebo Zkousejici jakékoli Studijni zaznamy
zlikviduje, oznami to Zdravotnické zafizeni
pisemné Zadavateli ana zakladé
Zadavatelovy Zadosti ana jeho pfimérené
naklady tyto Studijni zaznamy uchova po
dobu stanovenou Zadavatelem, nebo je
Zadavateli zasle, podle toho, co si Zadavatel
urci;

X. bude spolupracovat se Zadavatelem
a poskytne mu pomoc ohledné zadosti nebo
pri komunikaci s pfisluSnou statni autoritou;

Xi. opatfi si predchozi pisemny souhlas
CRO aZadavatele kobsahu jakéhokoli
oznameni kndaboru subjektd do Studie

(v€etné pripadnych zmén), jez museji byt
vsouladu s Platnymi zakony, akveskerym
dalsim dokumentdm souvisejicim se Studii
a vyzadovanym Platnymi zdkony; a
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Xii. conduct the Study solely at
Institution’s facilities; the location for the
conduct of the Study may not be changed
without Sponsor ’s prior written consent.

xiii. shall properly supervise all persons
conducting the Study under his direction and
ensure that they comply with the terms of this
Agreement.

Without prejudice to Institution’s and
Principal Investigator’s liability for such
individuals,  Institution and  Principal

Investigator warrant that investigational staff
are authorized to sign the Payment Letter for
separate payments to investigational staff as
attached as Annex C to this Agreement and
that such in no way interferes with their
existing obligations towards Institution and
Principal Investigator. The Institution and
Principal Investigator ~ declare  that
investigational staff by signing the Letter
Agreement (i) does not breach any internal
policies, statutes or internal regulations at the
investigational staff member’s place of
employment, (ii) does not infringe any
applicable laws and regulations or goes
against his/her obligations in compliance with
the applicable laws in force and effect, and (iii)
does not constitute any conflict of interests
between performance of obligations
resulting from this Agreement and any
functions or responsibilities held by him/her,
or with any agreements Institution, Principal
Investigator or such investigational staff
member may have with third parties.

D. The Institution further represents and
warrants to Sponsor that:
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Xii. bude Studii provadét vyhradné ve
Zdravotnickém zafizeni; misto provadéni
Studie se nesmi zménit bez predchoziho
pisemného souhlasu Zadavatele.

xiii. bude fadnym zpUsobem dohlizet na
vSechny osoby provadéjici Studii pod jeho
vedenim a zajisti, aby dodrzovaly podminky
této Smlouvy.

Aniz by tim byla dotcena odpovédnost
Zdravotnického zafizeni a ZkouSejiciho za
takové osoby, Zdravotnické zafizeni a
Zkousejici zaruCuji, ze Studijni personal je
opravnén podepsat dokument Platebni dopis
pro samostatné platby clenovi Studijniho
personalu ve znéni, ktery je prilohou C této
Smlouvy a Zze tato v zadném pripadé
nenarusuje jejich stavajici povinnosti vici
Zdravotnickému zafizeni a ZkouSejicimu.
Zdravotnické zafizeni a ZkouSejici prohlasuji,
Ze Studijni personal podpisem Platebniho
dopisu (i) neporusuje zadné interni zasady,
stanovy nebo interni predpisy v misté
zaméstnani clena Studijniho personalu, (ii)
neporusuje zadné platné zakony a predpisy
ani neplni své povinnosti v rozporu s platnymi
a ucinnymi zakony a (iii) nepredstavuje zadny
sttet zajm0 mezi plnénim  povinnosti
vyplyvajicich z této Smlouvy a jakymikoli
funkcemi nebo povinnostmi, které ma, ani
neniv rozporu s jakymikoliv smlouvami, které
ma Zdravotnické zafizeni, ZkouSejici nebo
takovy ¢len Studijniho personalu uzavrené se
tretimi stranami.

D. Zdravotnické zatizeni dale prohlasuje
a zavazuje se Zadavateli, ze:
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i. neither the Institution, nor any of the
Institution’s employees or agents performing
the Study, (1) are under any contractual or
other obligations or restrictions that are
inconsistent with the Institution’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 Institution will
notify Sponsor without undue delay (a) if
Institution, the Investigator, or any of its
employees or agents become debarred,
disqualified, or deemed ineligible by any
court or regulatory agency, or (b) upon any
inquiry concerning or the commencement of
any debarment or disqualification proceeding
regarding any such person, the Investigator,
or Institution, together with any other
information known to the Site that is relevant
to such proceedings or actions;

E. In conducting the Study for Sponsor,
the Institution and the Institution’s
employees, agents, and contractors (i) shall
not offer to make, make, promise, authorize
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i. Zdravotnické zafizeni ani zadny z jeho
zaméstnancd nebo zastupcl, ktefi Studii
provadéji, (1) nepodléhaji Zadnym smluvnim
nebo jinym zavazkdm ¢&i omezenim, jez jsou
vrozporu spovinnostmi  Zdravotnického
zafizeni na zakladé této Smlouvy, ani (2)
nemaji financni nebo jiny zajem u Zadavatele
nebo na vysledku Studie, ktery by mohl branit
jejich nezavislému usudku, ani (3) ze zadnym
kontrolnim  Ufadem, nebylo zahijeno
vySetfovani, jehoz vysledkem mize byt
prohlaseni nezpUsobilosti k vykonu cinnosti
nebo  jakakoli  opatfeni v souvislosti
s klinickym vyzkumem, nebo (4) nejsou
vsouCasné dobé zbaveni pfislusného
opravnéni, diskvalifikovani nebo prohlaseni
nezpuUsobilymi k provadéni  klinického
vyzkumu ¢i pfijimani hodnocenych pfipravk{
nebo prostredkd jako klinicti zkousejici lékari
podle  veskerych  Platnych  zakond.
Zdravotnické zafizeni Zadavatele bez
zbytecného prodleni uvédomi, jestlize (a)
Zdravotnické zafizeni, Zkousejici nebo
kterykoli zjeho zaméstnancl ¢i zastupcd
budou zbaveni prislusného opravnéni,
diskvalifikovani nebo prohlaseni
nezpUsobilymi kterymkoli soudem nebo
kontrolnim uUradem, nebo (b) po obdrzeni
oznameni tykajiciho se zahajeni jakéhokoliv
takového vylucovaciho fizeni tykajiciho se
kterékoli ztéchto osob, Zkousejiciho nebo
Zdravotnického zafizeni spolu s veskerymi
informacemi ohledné vylucovaciho fizeni
nebo postupU zbaveni opravnéni, jez budou

Mistu provadéni klinického hodnoceni
znamy;
E. PFi provadéni Studie pro Zadavatele

Zdravotnické zafizeni ani jeho zaméstnanci,
zastupci asmluvni dodavatelé (i) nebudou
nabizet, poskytovat, slibovat, schvalovat ani
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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. Institution or
Investigator shall notify Sponsor immediately
upon becoming aware of any breach of
Institution’s and/or Investigator’s obligations
under this Section.

3. Investigator; Replacement.

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

B. 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. 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.  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.
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prijimat zadné platby ani poskytovat cokoli
hodnotného, zejména Uplatky, pfimo ani
nepfimo zadnému verejnému Ciniteli,
kontrolnimu uradu ani nikomu jinému s cilem
ovlivnit, vyvolat nebo poskytnout odménu za
jakykoli Ukon, opomenuti jednat nebo
rozhodnuti za Ucelem ziskani neopravnéné
vyhody nebo ziskani ¢i udrzeni si obchodni
prilezitosti a (ii) budou dodrzovat vsechny
prislusné zakony a predpisy proti korupci
a Uplatkarstvi. Zdravotnické zafizeni nebo
ZkouSejici  jsou  povinni  Zadavatele
neprodlené informovat, jakmile se dozvédi
o jakémkoli poruseni svych zavazkd podle
tohoto Clanku.

3. Nahrada zkousejiciho.

A. Zkousejici predlozi Zadavateli kopii
svého aktualniho Zivotopisu.

B. Zkousejici  poskytne  Zadavateli
dostatecné a spravné informace o financnich
vztazich, aby Zadavateli umoznil podani
Uplné aspravné certifikace nebo prohlaseni
o zpristupnéni informaci vyzadované podle
Platnych ~ zakond  ainformace  bude
neprodlené aktualizovat, pokud béhem
Studie apo dobu jednoho (1) roku od
dokonceni nebo ukonceni Studie dojde
k néjakym vyznamnym zménam. Zkousejici
souhlasi s tim, aby Zadavatel poskytoval tyto
financ¢ni informace americkému Urfadu pro
kontrolu potravin aléliv (dale jen ,FDA")
avpripadé potreby dalsim kontrolnim
uraddm. Zkousejici bude se Zadavatelem
spolupracovat pfi poskytovani veskerych
dalSich informacich pozadovanych ze strany
FDA a/nebo dalSich kontrolnich Urady
v souvislosti se Studi.
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C. If the Investigator becomes either
unwilling or unable to perform the duties
required by this Agreement, Institution 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 is 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 by
an amendment.

D. 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. Investigator hereby
gives Sponsor (or anyone acting with
Sponsors authority) permission to make, take
or create photographs, video and/or audio
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C. V pripadé, Ze Zkousejici nebude
ochoten nebo se stane nezpdsobilym plnit
povinnosti vyzadované touto Smlouvou,
Zdravotnické zarizeni o této skutecnosti bez
zbytecného prodleni vyrozumi Zadavatele
abude snim spolupracovat na nalezeni
nahradniho Zkousejiciho pfijatelného pro
Zadavatele (,Nahradni zkousejici"), avsak
stim, Zze Misto provadéni klinického
hodnoceni bude nadale vazano vsemi
zavazky apodminkami plynoucimi ztéto
Smlouvy do  jmenovani  Nahradniho
zkousejiciho.  Pokud pfijatelny Nahradni
zkousejici nebude nalezen do tficeti (30) dnd
(nebo do uplynuti delsi doby vzajemné
odsouhlasené Smluvnimi stranami), muUze
CRO tuto Smlouvu v souladu s podminkami,
jez Smlouva stanovuje, ukoncit. V pripadé
jmenovani Nahradniho zkousejiciho bude
Nahradni zkousejici vazan vsemi podminkami
této Smlouvy, které plati pro Zkousejiciho,

aSmluvni strany patficnym zpUsobem
Smlouvu upravi formou dodatku.
D. Pokud oto Zadavatel nebo CRO

pozadaji, Zkousejici se bude Ucastnit schizky
zkousejicich nebo jiné zahajovaci akce.
Zadavatel  vsouvislosti stim  proplati
Zkousejicimu opravnéné vzniklé a pfimérené
cestovni vydaje aubytovani. Stvrzenky
dokladajici  naklady spojené stémito
schizkami museji byt predlozeny Zadavateli
nebo jim povérenému zastupci ve |h0té
Sedesati (60) dnU ode dne konani predmétné
schizky. Zadavatel mo0ze prilezitostné
vsouvislosti se schizkami zkousejicich
porizovat fotografie nebo zvukové a/nebo
videozdznamy. ZkouSejici timto dava
Zadavateli (nebo  osobam  jednajicim
z povéreni Zadavatele) povoleni k porizovani

-Page 12 of 58-



recordings and transcriptions in connection
with such meetings or Study 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. Sponsor shall deliver to the

Investigator and Institution a copy of the
favorable opinion of the state authority. If the
favorable opinion of the state authority is not
obtained, this Agreement shall be null and
void. Sponsor shall promptly notify Site if the
favorable opinion of the state authority for
the Study is lapsed, suspended, or withdrawn
in whole or in part.

C. 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. Investigator
shall not request an informed consent from
any subject or allow any subject to participate
inthe Study prior to the initiation of the Study
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nebo vytvareni fotografii, videozaznami

a/nebo  zvukovych zaznam0 a prepisU
v souvislosti s takovymi schizkami nebo
scinnostmi  souvisejicimi  se  Studii
a k pouzivani, ukladani, kopirovani,
zobrazovani, reprodukci prenosu
a zverejiovani takovych zaznamg.
4. Termin zahajeni Studie;
dokoncenifukonceni

A. Tato Smlouva vstoupi

v ucinnost k Datu ucinnosti a bude trvat az do
dokonceni vSech povinnosti, jez z ni vyplyvaji,
zejména do obdrzeni vSech Studijnich dat
Zadavatelem ado vyreSeni  vsSech
odpovidajicich dotaz0 formou pfijatelnou pro
Zadavatele (,Dokonceni"), pokud nebude

Smlouva ukonéena zjinych ddvodd na
zakladé jejich podminek.
B. Zadavatel predlozi

Zkousejicimu a Zdravotnického zafizeni kopii
souhlasného stanoviska statni autority.
Pokud souhlasné stanovisko statni autority
ziskano nebude, tato Smlouva bude neplatna
od samého pocatku. Zadavatel bez
zbyte¢ného odkladu  vyrozumi  Misto
provadéni klinického hodnoceni, jestlize
souhlasné stanovisko statni autority zcela
nebo zcasti zanikne, bude pozastaveno nebo
zruseno.

C. Do Studie nesmi byt zarazen
zadny subjekt, aniz by Zkousejici nejprve
neziskal schvaleny informovany souhlas
podepsany kazdym subjektem nebo jeho
jménem aschvalené svoleni subjektu.
Zkousejici nebude od zadného subjektu
pozadovat informovany souhlas, ani
neumozni zadnému subjektu Ucastnit se
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in accordance with the Protocol and the terms
of this Agreement.

D. The Site acknowledges that Sponsor
and CRO reserve the right to limit entry or
enrollment of subjects at any time.

5. Payment Terms and Budget.
A. In consideration for performance of
the Study, Sponsor will compensate

Institution in accordance with the payment
terms and budget set forth in Schedule A
attached hereto and made a part hereof (the
“Institution Budget”). The estimated value of
financial payment under this Agreement shall
be approximately CZK 451535. No other
benefits or compensation, beyond those
expressly included in the Institution Budget,
or as otherwise approved by Sponsor in
advance in writing, will be provided by
Sponsor to Institution. Payments shall be
made by Sponsor or CRO in accordance with
the Institution Budget following receipt of a
detailed invoice from Institution, which
invoice shall be consistent with the provisions
set forth in the Institution Budget. All
invoices will be itemized as set forth in the
Institution Budget. Institution shall receive
the invoice documentation from the CRO.
Any expenses, including travel expenses of
Study Subjects, for which reimbursement is
sought, shall be paid by Sponsor in
accordance with Schedule A. 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
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Studie dfive, nez bude Studie zahajena
vsouladu sProtokolem apodminkami této
Smlouvy.

D. Misto provadéni klinického hodnoceni
bere na védomi, Ze Zadavatel a CRO si
vyhrazuji pravo kdykoli omezit vstup nebo
zarazeni subjektd.

5. Platebni podminky a rozpocet.

A. Na zdkladé provadéni  Studie
Zadavatel odméni Zdravotnické zafizeni
v souladu s platebnimi podminkami
arozpoCtem pripojenym jako Priloha A
tvorici  soucast  Smlouvy  (,Rozpocet
Zdravotnického zarizeni"). Odhadovana
hodnota finan¢niho plnéni na zakladé této
Smlouvy bude pfiblizné 451535 KC.
Zadavatel nebude Zdravotnickému zafizeni
poskytovat zadné dalsi vyhody ani odmény
kromé téch, které jsou vyslovné zahrnuty do
Rozpoctu Zdravotnické zafizeni nebo jinak
predem pisemné schvaleny Zadavatelem.
Zadavatel nebo CRO uhradi platby v souladu
s RozpoCtem Zdravotnického zafizeni po
obdrzeni podrobné faktury od
Zdravotnického zafizeni, pficemz tato
faktura musi byt vsouladu sustanovenimi
stanovenymi v Rozpoctu Zdravotnického
zarizeni. VsSechny faktury budou rozepsany
do polozek, jak je stanoveno v Rozpoctu
Zdravotnického zafizeni. Podklady pro
vystaveni faktury obdrzi Zdravotnické
zafizeni od CRO. Veskeré vydaje vcetné
cestovnich vydajd subjektd Studie, za néz se
pozaduje  nahrada, budou uhrazeny
Zadavatelem v souladu s platebni Pfilohou A.
Posledni platba splatna na zakladé Studie
bude provedena Zadavatelem nebo CRO
poté, co Misto provadéni splni vSsechny své
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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.

B. In consideration for performance of
the Study, Sponsor will compensate
Investigator in accordance with the payment
terms and budget set forth in Schedule A
attached hereto and made a part hereof (the
“Investigator Budget”). No other benefits or
compensation, beyond those expressly
included in the Investigator Budget, or as
otherwise approved by Sponsor in advance in
writing, will be provided by Sponsor to
Institution. Allinvoices will be itemized as set
forth in the Institution Budget. Any expenses,
including travel expenses of Study Personnel,
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.

The budget and compensation due to
investigational staff for their participation in
the Clinical Trial is contained in the Annex A
to this Agreement. Institution and Principal
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zavazky ztéto Smlouvy aZadavatel nebo
CRO obdrzi vSechny vypInéné CRF, veskera
plnéni definovana v Protokolu a vSechny dalsi
Udaje a prava, na néz ma Zadavatel nebo CRO
podle této Smlouvy narok.  Podminky
Rozpoctu mohou byt upraveny jen
s predchozim pisemnym souhlasem
Smluvnich stran.

B. Na  zdkladé provadéni  Studie
Zadavatel odméni ZkousSejiciho a Studijni
personal v souladu s platebnimi podminkami

arozpoltem pripojenym jako Pfiloha A
tvorici  soucast  Smlouvy  (,Rozpocet
Zkousejiciho"). Zadavatel nebude
Zkousejicimu a  Studijnimu  personalu

poskytovat zadné dalsi vyhody ani odmény
kromé téch, které jsou vyslovné zahrnuty do
Rozpoctu Zkousejiciho nebo jinak predem
pisemné schvaleny Zadavatelem. Veskeré
vydaje vletné cestovnich vydajd Studijniho
personalu, za néz se pozaduje nahrada,
budou uhrazeny pouze pokud (i) bude zadost
o Uhradu téchto vydajd dolozena originaly
UCtenek a (ii) Zadavatel pisemné vyslovné
souhlasil s Uhradou téchto vydajd v Rozpoctu.
Posledni platba splatnd na zakladé Studie
bude provedena Zadavatelem nebo CRO
poté, co Misto provadéni spini vsechny své
zavazky ztéto Smlouvy aZadavatel nebo
CRO obdrzi vSechny vyplnéné CRF, veskerd
plnéni definovana v Protokolu a vSechny dalsi
Udaje a prava, na néz ma Zadavatel nebo CRO
podle této Smlouvy narok.  Podminky
Rozpo¢tu mohou byt upraveny jen
s predchozim pisemnym souhlasem
Smluvnich stran.

Rozpocet a odména splatnd c¢lendm
Studijniho personalu za zapojeni do Studie
jsou uvedeny v priloze A této Smlouvy.
Zdravotnické zafizeni a Zkousejici vyslovné
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Investigator explicitly agree to payments
being made directly to investigational staff.
Payment Letters will not contain quotes at
the time of their execution. As the Clinical
Trial progresses, Principal Investigator will
have to send to CRO the quotes
corresponding to the work actually
performed by each study team member;
upon CRQO's approval of such quotes, CRO will
perform the payments directly to each study
team member. Study team members listed in
Annex E will confirm the quantities, that has
been designated by Principal Investigator and
will be paid to them through CRO by signing
the proforma statement sent by the CRO to
that study team member.

C. 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.

D. 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 Institution nor Investigator will seek
reimbursement from any government
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souhlasi s tim, ze platby budou vyplaceny
pfimo ¢lendm Studijniho personalu.

Platebni dopisy nebudou pfi vyhotoveni
obsahovat zadné castky. V prdbéhu Studie
bude ZkouSejici muset CRO pisemné
informovat o jednotlivych castkach odmény
odpovidajicich skutecné odvedené praci
kazdého z ¢lend Studijniho personalu; poté co
CRO castky schvali, provede CRO platby
pfimo kazdému ¢lenovi Studijniho personalu.
Clenové Studijniho personalu, ktefi jsou
uvedeni v pfiloze E, potvrdi ¢astku, ktera jim
byla urc¢ena Zkousejicim a bude jim vyplacena
prostfednictvim CRO, a to podepsanim
proforma vypisu zaslaného CRO danému
¢lenovi Studijniho personalu.

C. Smluvni strany proto berou na védomi
asouhlasi stim, Zze castky vyplacené
Zadavatelem na zakladé této Smlouvy
predstavuji realnou trzni hodnotu hrazenych
nakladd spojenych se Studii azadna cast
jakékoli Uhrady vyplacené na zakladé této
Smlouvy neni zakdzanou platbou za
doporuceni nebo zprostfedkovani obchodu
nebo objednani zbozi nebo sluzeb a platby

nejsou urCeny ke snizeni ilegalnich
zprostiedkovani obchod0.
D. Za veskeré sluzby pozadované podle

Protokolu, za néz se Zadavatel zavazal
poskytnout Uhradu, bude provadét platby
vyhradné Zadavatel prostrednictvim CRO.
Svyjimkou platcd z tad tretich stran
(napf. pojistoven) nebude bez predchoziho
pisemného souhlasu Zadavatele zadna cast
Studie provadéna za financovani od
jakychkoli tfetich stran, mimo jiné od statnich
instituci nebo Uradd. Zdravotnické zafizeni
ani  Zkousejici nebudou zadat o Uhradu
z jakéhokoli statniho programu zdravotni
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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 Institution or
Investigator (such as the Study Drug(s)).

E. Institution and Investigator
understand that Sponsor or CRO will disclose
to relevant governmental authorities the
payments made by or on behalf of Sponsor to
the Institution and Investigator under this
Agreement, as well as the purpose and nature
of such payments, to the extent that Sponsor
deems necessary under Applicable Law.

6. Confidentiality.

A. All information (including without
limitation, verbal, written, and 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
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péce nebo od platce treti strany za castky
vyplacené Zadavatelem nebo jménem
Zadavatele nebo za jakékoli materidly
poskytované Zdravotnickému zafizeni nebo
Zkousejicimu zdarma Zadavatelem nebo
jménem Zadavatele (napriklad Hodnoceny
pripravek).

E. Zdravotnické zafizeni a Zkousejici
rozumi a berou na védomi, ze Zadavatel nebo
CRO budou pfrislusSnym statnim uraddm
sdélovat, jaké castky byly Zadavatelem nebo
jeho jménem Zdravotnickému zafizeni a
Zkousejicimu podle této Smlouvy vyplaceny,
jakozi ucel a povahutéchto plateb, v rozsahu,
ktery bude Zadavatel povazovat podle
Platnych zakond za nezbytny.

6. DuUvérnost.

A. Veskeré informace (zejména Ustni,
pisemné a elektronicky uchovavané nebo
predavané informace), materialy
a dokumenty poskytnuté Mistu provadéni
klinického hodnoceni Zadavatelem nebo jeho
jménem v souvislosti se Studii, zejména
preklinické udaje a CRF avysledky Studie
budou povazovany za ,DUvérné informace".
K ddvérnym informacim patfi zejména
Protokol, Prirucka zkousejiciho

k hodnocenému pripravku, Studijni
korespondence avysledky Studie, avsak
stim, ze Misto provadéni klinického

hodnoceni mUze pouzivat a/nebo zverejriovat
vysledky Studie v souladu s podminkami této
Smlouvy. Misto provadéni klinického
hodnoceni se timto zavazuje, ze: (i) bude
zachovavat  prisnou  dOvérnost  vsech
Ddvérnych informaci, (ii) nebude sdélovat ani
Sirit DOvérné informace Zadné treti stranég, (iii)
nebude DOvérné informace pouzivat
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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.
The Site agrees to ensure that each of the
Site’s employees and agents rendering
services hereunder treat the Confidential
Information as confidential consistent with
the terms hereof.

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 use of any Confidential
Information, as evidenced by the Site’s prior
written records.
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kzadnému jinému Ucelu nez k provadéni
Studie a(iv) zabezpeci DUvérné informace
nejméné stejnou mérou, jako normalné
chrani azabezpeluje své vlastni ddvérné
informace. Tyto Ddvérné informace
zUstanou vyhradnim ddvérnym a chranénym
vlastnictvim Zadavatele a budou sdélovany
pouze na zakladé zasady potfebnych znalosti
apouze pro Misto provadéni klinického
hodnoceni ajeho zaméstnance a zastupce.
Misto provadéni klinického hodnoceni se
zavazuje, ze zajisti, aby kazdy zjeho
zaméstnancu a zastupcl poskytujicich sluzby
podle této Smlouvy zachazel sDUOvérnymi

informacemi jako sdOvérnymi v souladu
s podminkami této Smlouvy.
B. Vyse uvedené povinnosti se nebudou

vztahovat na DUvérné informace, které:

i jsou nebo se stanou verejné
znamymi bez zavinéni Mista provadéni
klinického hodnoceni;

ii. jsou legalné zpfistupnény
Mistu provadéni treti stranou opravnénou
takové informace zpfistupnit bez zavazku
mlcenlivosti;

iii. jsou jiz Mistu provadéni
klinického hodnoceni  znamy  pred
zpfistupnénim na zakladé této Smlouvy, jak

vvvvvv

provadéni klinického hodnoceni;

iv. byly Mistem provadéni
vypracovany  bez  pouziti  jakychkoli
Ddvérnych informaci, jak prokazuji drivéjsi
pisemné doklady Mista provadéni;
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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.

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
Institution in its confidential files for
compliance purposes only.

7. Data Protection. The Parties agree
to the terms and conditions of data privacy

set forth in a separate data privacy
agreement.
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 Institution,
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
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C. V pripadé, ze zpfistupnéni DOvérnych
informaci bude vyzadovano zakonem nebo
predpisem, Misto provadéni klinického
hodnoceni (i) véas vyrozumi Zadavatele
a poskytne mu prilezitost vznést proti tomuto
zpristupnéni namitky pred tim, nez se toto
zpristupnéni uskutecni, a (ii) vynalozi veskeré
primérené Usili na omezeni zpfistupnéni
azachovani divérnosti téchto Didvérnych
informaci v pfimérené mozném rozsahu.

D. Na vyzadani Zadavatele vrati Misto
provadéni klinického hodnoceni vsechny
DOvérné informace vcetné jejich kopii
Zadavateli, avsak stim, ze jednu (1) kopii
téchto DOvérnych informaci si bude moci
ponechat Zdravotnické zafizeni ve svych
dovérnych slozkach vyhradné za Ucelem
vyhovéni zakonnym povinnostem.

7. Ochrana udajo. Smluvni strany
souhlasi s podminkami ochrany osobnich
Udajo uvedenymi vsamostatné dohodé o
ochrané osobnich Udaju.

8. Pouziti VysledkU Studie. PFi
dodrzeni Platnych zdkon0d bude mit
Zadavatel neomezené pravo vyuzivat

a zverejnovat veskeré Udaje ainformace ze
Studie, a to i bez souhlasu Zkousejiciho nebo
Zdravotnického zafizeni, s tim, ze Zadavatel
zachova ddvérnost Udajl subjektld. Misto
provadéni klinického hodnoceni nebude
Udaje ziskané béhem Studie ani vysledky
Studie pouzivat kjinym 0Uceldm nez k pédi
o subjekty akinternim vyzkumnym Gceldm
nebo k publikaci na zékladé Clanku g nize.

Aby se predesSlo pochybnostem, interni
vyzkumné  Ulely  znamenaji  interni,
nekomercni  cinnosti, které  nejsou

financovany treti stranou (kromé statnich
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required authorizations or other
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, and
results generated during the course of
conducting the Study, including without
limitation, the completed CRFs and any
reports prepared by the Site (collectively the
"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
Institution.

B. If the Study is 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 (18) months
following Completion or termination of the
Study at all sites, the Site may publish Study
Results obtained by the Site in accordance
with this article.

i. The Site will provide Sponsor with a
copy of any proposed publication or

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst (Inv)
v.1June2021

TAK-330-3001

doc. MUDr.Zdenék Subrt, PhD./Fakultni nemocnice Kralovské
Vinohrady

organg). Misto provadéni klinického
hodnoceni od subjektd Studie ziska veskera
zakonem pozadovana opravnéni nebo jinou
dokumentaci, aby bylo mozné zpfistupnit
Udaje subjektd Studie Zadavateli ajeho
zastupci v souladu s touto Smlouvou

9. Vlastnictvi 0daju, Publikace.

A. Veskeré udaje, informace
a vysledky ziskané béhem provadéni Studie,
zejména vyplnéné CRF aveskeré zpravy
vypracované Mistem provadéni klinického
hodnoceni (spole¢né ,Vysledky studie")
budou bez zbytecného prodleni poskytovany
Zadavateli.  Misto provadéni klinického
hodnoceni bude mit pravo publikovat nebo
jinak verejné zpristupnit Vysledky studie pro
své vlastni interni, bona fide, akademické,
nekomercni UCely vsouladu spodminkami
tohoto ¢lanku. Zdravotni zaznamy nebo jiné
Zdrojové dokumenty tak, jak jsou definovany
smérnicemi ICH, jez jsou podkladem pro
Vysledky studie, z0stanou vlastnictvim
Zdravotnického zafizeni.

B. Pokud je Studie provadéna
Vv ramci multicentrického klinického
hodnoceni, bude prvni zverfejnéni vysledkd
Studie uskutecnéno formou multicentrické
publikace, jejimiz autory budou zkousejici ve
Studii. Pokud vsak nebude multicentricka
publikace predlozena do osmnacti (18)
mésicU od dokonceni ¢i ukonceni Studie ve
vsech centrech, mdize Misto provadéni
klinického hodnoceni zverejnit vysledky
Studie ziskané Mistem provadéni klinického
hodnoceni v souladu s timto ¢lankem.

i. Misto provadéni klinického hodnoceni
bude Zadavateli predkladat k posouzeni
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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 Institution in writing
that such proposed publication and/or
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 Study Results).
Further, upon the request of Sponsor, the Site
will delay publication or presentation for an
additional ninety (90) days to permit Sponsor
to take necessary actions to protect its
intellectual property interests.

ii. 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
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a pripominkovani v kopii veskeré materialy
navrhované kpublikaci nebo prezentaci
nejméné Ctyficet pét (45) dn pred takovou
prezentaci nebo odevzdanim k publikovani.
Po uplynuti této Ihity Ctyficeti péti (45) dn0
muUze Misto provadéni klinického hodnoceni

pristoupit k prezentaci nebo odevzdani
téchto materiald k publikovani, ledaze
Zadavatel Zkousejicimu nebo
Zdravotnickému zafizeni pisemné oznami, ze
touto  navrhovanou publikaci  a/nebo
prezentaci dojde kprozrazeni DUvérnych
informaci. Misto provadéni  klinického

hodnoceni se timto zavazuje, ze po tomto
oznameni provede jesté pred publikaci
veskeré Upravy Ci vypusténi, aby prozrazeni
Ddvérnych informaci (kromé Vysledk{ studie)
zabranilo. Misto provadéni  klinického
hodnoceni dale na zadost Zadavatele odlozi
publikaci nebo prezentaci az o devadesat (90)
dn0, aby Zadavateli umoznilo pfijmout
opatfeni nezbytna kochrané jeho prav
dusevniho vlastnictvi.

ii. Misto provadéni klinického hodnoceni
zachova béhem doby posuzovani popsané
vtéto Smlouvé dOvérnost navrhované
publikace apatficné zohledni vSechny
pripominky Zadavatele.

iii. Pokud se Smluvni strany nedohodnou

jinak, budou publikace  predkladany
Casopisim,  které  nabizeji  vefejnou
dostupnost prostrednictvim principu

otevieného pristupu (Open Access) (vCetné
vydavatelskych platforem/ulozist
a autoarchivace). Otevreny pfistup znamena
online dostupnost publikovanych vysledkd
vyzkumu, které jsou v misté vstupu zdarma,
atam, kde je to mozné, poskytuji pravo na
dalSi uziti vsouladu slicenci koncového
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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,
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
Institution and Investigator and shall provide
a description of this Study on public websites
(e.g., www.clinicaltrials.gov) 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
Institution or any of their respective
employees, agents, or contractors regarding
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uzivatele. Zadavatel doporucuje publikovani
pomoci obecné pouzitelné licence Creative
Commons Attribution 4.0 (CC-BY 4.0) nebo
obdobné licence, pokud je to mozné,
s obdobim embarga nebo bez néj, spiSe nez
prostfednictvim  restriktivnéjSich  licenci
Creative Commons, napfiklad CC-BY-NC, CC-
BY-NC-ND, nebo dalsich.

iv. Pokud nebude mit ¢asopis, v némz se
publikace objevi, nebo foérum, kde bude
predstavena, jiné pozadavky, budou se
otazky autorstvi fidit podle Doporuceni pro
provadéni, hlaseni, editaci a publikaci
rukopis0 v odbornych Casopisech
Mezinarodnim vyboru pro editord Iékarskych
CasopisU (ICMJE). Samotna ucast vroli
zkousejiciho nikomu sama o sobé neudéluje
pravo na autorstvi publikaci.

10. Sdélovani Udaj0, pouziti jména.
Zadavatel smi zverejnit nazev
Zdravotnického zarizeni a  jméno

Zkousejiciho auvést popis této Studie na
verejné pristupnych webovych strankach
(napf. www.clinicaltrials.gov), pokud to bude
vsouladu spozadavky Platnych zakond.
Zadna Smluvni strana nesmi pouZit
jméno/nazev druhé Smluvni  strany
v souvislosti sreklamou nebo propagaci
jakéhokoli  produktu ¢i  sluzby  bez
predchoziho pisemného souhlasu pfislusné
druhé Smluvni strany; omezeni obsazena
vtomto clanku vsak neplati pro zadné
dokumenty, u nichz mdze byt pro Zadavatele
nebo Misto provadéni klinického hodnoceni
nezbytné ¢i vhodné je predlozit federalnimu,
statnimu nebo mistnimu Uradu nebo je uvést
vramci védeckych publikaci a pfi zadostech
ogrant. Zadavatel je povinen schvalovat
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the Study or the Study Drug(s) before release
of the statements.

11.  Independent Contractors. In
conducting the Study, the Institution and
Investigator 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, Institution, 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.

A. CRO or another duly authorized agent
of Sponsor, shall make reasonable efforts to
supply Institution 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.
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pisemné tiskové zpravy Zkousejiciho nebo

Zdravotnického zafizeni Ci jejich
zaméstnancU, zastupcd nebo smluvnich
dodavateld  tykajici se Studie nebo

Hodnoceného pripravku (pfipravkd) jesté
pred tim, nez budou tyto zpravy zverejnény.

11. Nezavislost smluvnich stran. Pri
provadéni Studie bude Zdravotnické zaftizeni
a Zkousejici vOc¢i Zadavateli a jeho zastupci
vystupovat jako nezavisly smluvni dodavatel,
a nikoli jako zastupce, partner ¢i zaméstnanec
Zadavatele. Zkousejici, Zdravotnické zafizeni
ani zadny zjejich zaméstnancl, zastupcl
nebo smluvnich dodavateld nebudou
opravnéni uzavirat s tretimi stranami zadné

dohody, které by byly pro Zadavatele
zavazné.
12 Hodnoceny pripravek. Biologickeé
vzorky.

A. CRO nebo jiny fadné opravnény
zastupce Zadavatele vynalozi pfimérené Usili,
aby  Zdravotnickému  zafizeni  nebo
Zkousejicimu  vcas dodali  dostatecné
mnozstvi hodnoceného pripravku na naklady
Zadavatele. Veskeré léky/lécivé pripravky
dodavané Zadavatelem budou pouzivany
vyhradné v souladu s Protokolem anesméji
byt pouzivany k zadnym jinym 0celdm. Misto
provadéni  klinického hodnoceni bude
postupovat v souladu se vsemi zakonnymi

a podzakonnymi  predpisy  upravujicimi
manipulaci  sHodnocenym  pripravkem
(pripravky) avsemi dalsimi léky/léCivymi

pripravky dodavanymi pro potfeby Studie
nebo jejich likvidaci a dale v souladu s pokyny
CRO, které témto zakonnym a podzakonnym
predpisim neodporuiji.
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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
Secondary Biological Samples, provided that
the provisions of Article 15 shall apply to such
Non-Protocol Research. Study Subject must
consent to the collection of Secondary
Biological Samples by signing an informed
consent.

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
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B. Misto provadéni klinického hodnoceni
bude biologické vzorky (vzorky krve, tekutin
a tkani odebirané subjektim zarazenym do
Studie, vcetné pripadnych znich ziskanych
hmotnych  materiald, spolecné  dale
.Biologické vzorky") odebirat, uchovavat,
pouzivat adale predavat pouze v souladu
s Protokolem a pfislusnym Informovanym
souhlasem a po souhlasu subjektu.

C. Misto provadéni klinického hodnoceni
mUze odebirat nebo si ponechavat dodatecna
mnozstvi Biologickych vzorkd
(,Sekundarnich biologickych vzorkd") pro
pouziti, které neni popsano v pfislusném
Protokolu (,Vyzkum mimo ramec
protokolu"), za predpokladu, ze takové
odbéry jsou vsouladu sPlatnymi zakony.
Misto provadéni klinického hodnoceni mdze
Sekundarni  biologické  vzorky  opatfit
poznamkami o demografickych  Udajich
subjektu studie (napf. vék, pohlavi a klinicka
diagnoza). DUvérné informace, Vysledky
studie nebo jejich analyzy (napfiklad
informace tykajici se podavani Hodnoceného
pripravku nebo reakce na néj ¢i nezadoucich
UCinkd spojenych s Hodnocenym pripravkem)
mohou byt propojeny se Sekundarnimi
biologickymi vzorky za predpokladu, Ze se
ustanoveni Clanku 15 budou na takovy
Vyzkum mimo ramec Protokolu vztahovat. S
odebranim  Sekundarnich  biologickych
vzorkd musi vyslovit souhlas subjekt Studie v
ramci podpisu informovaného souhlasu.

D. Po Dokonceni nebo jakémkoli
ukonceni této Smlouvy Misto provadéni
klinického hodnoceni preda nebo zlikviduje
Biologické vzorky podle pokynl Zadavatele
a veskerych relevantnich ustanoveni
Protokolu a prislusného formulare

-Page 24 of 58-



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 Institution at Sponsor’s
expense with a certificate of destruction
provided to Sponsor.

The Institution will authorize an employee
appropriately qualified to act as the
delegated pharmacist (the "“Delegated
Pharmacist”) to secure proper handling of the
Study Drug and any related medication used
in the Study (including placebo), in
accordance with Protocol, Good
Pharmaceutical Practice and the Decree
during the period the Study Drug is
maintained in the pharmacy. Procedures for
handling the Study Drug will be
communicated by a CRO monitor to the
Delegated Pharmacist.

Audits,

13. Inspections, and Study

Monitoring.

A. Regulatory Inspection. The 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 regulatory authority
requests permission to or does inspect the
Institution’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 in connection with any such
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informovaného  souhlasu  aneprodlené
prestane uzivat Hodnoceny pfipravek.
Veskery nespotrebovany Hodnoceny

pripravek bude bez zbytecného prodleni
vracen Zadavateli nebo bude na pisemnou
zadost a na naklady Zadavatele zlikvidovan
Zdravotnickym zafizenim, které Zadavateli
predlozi potvrzeni o likvidaci.

Zdravotnické  zafizeni zmocni  radné
kvalifikovaného zaméstnance ktomu, aby
jednal jako povéreny lékarnik (,Povéreny

lékarnik"), ktery zajisti radné nakladani
sHodnocenym  pripravkem  avesSkerymi
souvisejicimi 1éCivy uzivanymi ve Studii

(vCetné placeba) vsouladu sProtokolem,
Spravnou lékarenskou praxi as Vyhlaskou
béhem doby, kdy bude Hodnoceny pfipravek
uchovavan v lékarné. Postupy pro nakladani
s Hodnocenym pripravkem sdéli Povérenému
lékarnikovi monitor CRO.

13. Kontroly, audity a monitorovani
Studie.

A. Kontroly  provadéné  kontrolnimi
Urady. Misto provadéni klinického hodnoceni
bez  zbytecného  prodleni  vyrozumi
Zadavatele ajeho zastupce o veskerych

dotazech, korespondenci a sdélenich, které
v souvislosti se Studii obdrzi od FDA, Statniho
Ustavu pro kontrolu IéCiv nebo kterychkoli
jinych statnich nebo kontrolnich Ufadd nebo
které jim bude predkladat. Jestlize si
kontrolni Ufad vyzada svoleni ke kontrole,

nebo provadi kontrolu v prostorach
Zdravotnického zafizeni nebo zaznam0
ovyzkumu tykajicich se Studie, Misto

provadéni klinického hodnoceni bude se
zastupcem (zdstupci) kontrolniho uradu
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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
reasonable notice and during normal business
hours, to examine (i) the facilities where the
Study is being conducted, (ii) 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
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 separate data protection
agreement, 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.
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spolupracovat a tuto kontrolu umozni. Misto
provadéni klinického hodnoceni poskytne
Zadavateli kopie vsech materiald, které Misto
provadéni klinického hodnoceni obdrzi nebo
si obstara v souvislosti stakovou kontrolou
nebo vsouvislosti s jakoukoli komunikaci
nebo korespondenci od kontrolnich Uradd.

B. Kontroly/audity
Zadavatelem.

provadéné

i. Misto provadéni se =zavazuje, ze
umozni Zadavateli (véetné monitorg,
auditor( a kontrolord) v rdmci bézné pracovni
doby apoté, co na to bylo vdostatecném

predstihu  upozornéno, kontrolovat (i)
prostory, vnichz se Studie provadi, (ii)
nezpracované Vysledky studie vcetné
originald Zdrojovych dokumentd

(definovanych aktualnimi smérnicemi ICH)
bez ohledu na formu jejich ulozeni, pokud to
umoznuji podminky informovaného
souhlasu, (iii) vybaveni pro elektronicky
zaznam dat (,EDC") a/nebo pro systém
dokumentace EDC a(iv) jakékoli dalSi
relevantni informace (a pofizovat jejich
kopie) nezbytné pro Zadavatele k ujisténi, ze
Studie se provadi vsouladu sProtokolem
a pozadavky na ochranu osobnich udajd
uvedenymi v samostatné dohodé o ochrané
osobnich  Udajd avsouladu sPlatnymi
zakony.

ii. Pokud takova kontrola  odhali
nedodrzovani Smlouvy, budou Zadavatel
a/nebo CRO opravnéni zajistit soulad se
Smlouvou nebo prerusit ~ dodavky
Hodnoceného pripravku (pfipravkd) a ukondit
Ucast Mista provadéni klinického hodnoceni
ve Studii.
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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 state authority; 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;

ii. by Sponsor (1) upon notice if
the Investigator is unwilling or unable to 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

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst (Inv)
v.1June2021

TAK-330-3001

doc. MUDr.Zdenék Subrt, PhD./Fakultni nemocnice Kralovské
Vinohrady

14. Ukonceni Smlouvy pred dokoncenim
jejiho pInéni.

A. Tato Smlouva mize byt pisemnou
vypovédi Uplné nebo ¢astecné ukoncena jesté
pred Dokoncenim nize uvedenymi zpdsoby:

i. kteroukoli Smluvni stranou na
zakladé pisemné vypovédi, jestlize (1)
povoleni provadét Studii bude ze strany statni
autority trvale a nevratné odebrano nebo (2)
Zadavatel nebo ZkouSejici  zjisti, zZe
pokracovani Studie by ohrozilo bezpecnost
subjektd Studie, a toto zjisténi bude vychazet
z dOvodného lékarského Usudku;

ii. Zadavatelem (1) na zakladé
vypovédi, jestlize ZkouSejici nebude ochoten
¢i schopen pUsobit jako hlavni zkousejici
aSmluvni strany se nebudou schopny
dohodnout na jeho nahradé vsouladu
s podminkami této Smlouvy, (2) na zakladé
vypovédi, jestlize Misto provadéni klinického
hodnoceni nebude Studii provadét v souladu
s podminkami Protokolu (s vyjimkou
pripustnych odchylek v souladu s Protokolem
studie as podminkami této Smlouvy) nebo
s Platnymi zakony, nebo (3) do tficeti (30) dnd
od pisemné vypovédi.

iii. Mistem provadéni ve |h(té
triceti (30) dni na zakladé pisemné vypovédi
v pripadé zavazného poruseni této Smlouvy
Zadavatelem, kdy Zadavatel takové poruseni
v této Ihté triceti (30) dni nenapravi.

B. V pripadé ukonceni platnosti této
Smlouvy pred Dokoncenim udini Misto
provadéni po doruceni vypovédi vsechna
pfimérend opatreni komezeni dalSich
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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 Institution or Investigator 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,
Institution and Investigator 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, 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.
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nakladd na minimum. V pfipadé takového
predcasného ukonceni bude provedena
Uhrada za vsechny sluzby vyzadované
Protokolem, které byly poskytnuty az do data
ucinnosti  ukonceni, adale primérené
dolozené neodvolatelné naklady vzniklé
Zdravotnickému zafizeni a ZkouSejicimu
v souvislosti se Studii v souladu s Protokolem
azanesené do Rozpoctu. Pokud platby
prevysi castku, kterd ma byt uhrazena za
sluzby  poskytnuté  podle  Protokolu,
Zdravotnické zafizeni a Zkousejici rozdil bez
zbytecného prodleni vrati CRO.

C. Misto provadéni klinického hodnoceni
se zavazuje, ze neprodlené po prijeti nebo
doruceni vypovédi (i) dodrzi veskeré postupy
po ukonceni Smlouvy pripadné obsazené
v Protokolu, a (ii) nedostane-li od Zadavatele
jiné pokyny, ukondi studijni [é¢bu subjekty jiz
zafazenych do Studie (s vyjimkou pripadg,
kdy by tim mohla byt ohrozena bezpecnost
téchto zatazenych subjektd).

D. Po Dokonceni nebo ukonceni této
Smlouvy zjakéhokoli ddvodu preda Misto
provadéni klinického hodnoceni Zadavateli
vSechny CRF avSechny Zadavatelovy
materialy. DUvérné informace a materidly
budou na zakladé jeho pokynd vraceny
Zadavateli svyjimkou kopii zd&znamd nebo
vzork®, které si musi Misto provadéni
klinického hodnoceni ze zakona ponechat.
Do tficeti (30) dn0 od ukonceni platnosti této
Smlouvy nebo od Dokonceni Studie (podle
toho, co nastane dfive) predlozi ZkouSejici
zavéreCnou pisemnou  zpravu o Studii
Zadavateli.
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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 wunder this
Agreement.
B. The Site acknowledges that the idea

for the Study was conceived and developed
by Sponsor and that Sponsor approached
Institution and/or Investigator to perform the
Study. The Site will fully and promptly
disclose in writing to Sponsor any inventions
and developments discovered by Institution
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 therein in Sponsor
and to obtain patents or other legal
protections thereon.
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E. Zadavatel ani  CRO neponesou
odpovédnost za usly zisk, ztratu prilezitosti
ani jiné nasledné Skody, které tim Mistu
provadéni klinického hodnoceni pripadné
vzniknou.

15.  Patentova prava a Vynalezy.
A. Je vyslovné ujednano, Zze zadna
Smluvni strana vramci pUsobnosti této

Smlouvy neprevadi na jiné Smluvni strany
zadné pravo ani licenci k jakymkoli patentim,
autorska prava ani jina vlastnicka prava
vlastnéna kDatu ucinnosti této Smlouvy

nebo vznikla mimo ramec vyzkumu
provadéného podle této Smlouvy.
B. Misto provadéni klinického hodnoceni

Uznava, ze autorem a realizatorem myslenky
provést Studii je Zadavatel, a ze se s zadosti
o provedeni této Studie na Zdravotnické

zafizeni  a/nebo  ZkouSejiciho  obratil
Zadavatel. Misto provadéni klinického
hodnoceni bude Zadavatele neprodlené

pisemné informovat o jakémkoli takovém
vynalezu nebo objevu, ktery Zdravotnické

zafizeni  nebo  Zkousejici, pripadny
spoluzkousejici nebo kterykoli  zjejich
zaméstnancU, zastupcd nebo smluvnich

dodavatel0 vyvine pfi provadéni Studie nebo
diky pouzivani DOvérnych informaci (dale
spolecné ,Vysledky vyvoje"). Zadavatel bude
vyluénym vlastnikem abude mit vyhradni
prava kveskerym Vysledkdm vyvoje, které
souviseji s Hodnocenym pripravkem
(Hodnocenymi pfipravky) nebo vyuzivaji
Ddvérné informace; takové Vysledky vyvoje
zahrnuji zejména nové druhy pouziti, procesy,

derivaty, slozeni nebo  terapeutické

kombinace nebo ukazatele UCinnosti

Hodnoceného  pripravku  (hodnocenych
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16. Indemnification; Insurance.

The terms of the Sponsor's indemnification
are described and confirmed by the Sponsor
in a separate "letter of indemnity" (LOI)
document.

A. Institution Indemnification.
Institution 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 proven negligence,
omission, or willful misconduct of any
Institution Indemnitee or (ii) the failure of any
Institution 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.

B. Indemnification Procedure. The Party
or Parties seeking indemnification under this
article shall (i) give written notice to the
indemnifying Party without undue delay,
preferably within five (5) business days after
(1) receiving any Claim or (2) learning of any
potential Claim; (ii) permit the indemnifying
Party to assume the defense and/or
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pripravkd), Udaje ojeho bezpecnosti nebo
pouziti. Misto provadéni klinického
hodnoceni bude plné spolupracovat se
Zadavatelem pri prevedeni prav k Vysledkdm
vyvoje na Zadavatele aziskani jejich
patentové nebo jiné zakonné ochrany.

16.  Odskodnéni, pojisténi.

Podminky odskodnéni ze strany Zadavatele
jsou popsany a stvrzeny Zadavatelem

v samostatném dokumentu Lzaruka
odskodnéni* (LOI).

A. Odskodnéni ze strany Zdravotnického
zafizeni. Zdravotnické zafizeni se zavazuje
poskytnout  Zadavateli c¢lendm  jeho
predstavenstva, vedoucim pracovnikdm,
zaméstnancdm  a zastupcim  (,Prijemcim
odskodnéni  uZadavatele") odskodnéni
aprevzit za né odpovédnost za Naroky
vyplyvajici  z (i) prokazaného nedbalého
jednani, opomenuti nebo zuUmysiného
poruSeni povinnosti kteréhokoli Pfijemce
odskodnéni ve Zdravotnickém zafizeni nebo
(i) nedodrzenim podminek této Smlouvy,
Protokolu nebo pisemnych pokynd od
Zadavatele nebo jeho =zastupce, nebo
nedodrzenim  Platnych  zdkon0  nebo
pozadavk( statnich ufadd ze strany
kteréhokoli ~ Pfijemce  odskodnéni ve
Zdravotnickém zafizeni.

B. Postup odskodnéni. Smluvni strana
nebo Smluvni strany odskodnované na
zakladé tohoto clanku museji (i) pisemné
uvédomit odskodnujici Smluvni stranu bez
zbytecného prodleni, idedlné do péti (5)
pracovnich dn0, od (1) obdrzeni jakéhokoli
Naroku nebo (2) okamziku, kdy se dozvédi
o jakémkoli potencialnim Naroku; (ii) umoznit
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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.

C. Insurance.

i. Sponsor will provide insurance of
liability for damages caused by the conduct of
Study for the Investigator and the Sponsor in
accordance with § 58, par. 2Act 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. Institution represents and warrants
that it has and will maintain appropriate
insurance, in accordance with § 45 par. 2 Itr. n)
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odskodnujici Smluvni strané prevzit obhajobu
a/nebo vyfizeni takového naroku nebo
souvisejiciho soudniho fizeni za predpokladuy,
Ze pravni zastupce vybrany odskodnujici
Smluvni stranou je pro Smluvni stranu nebo
Smluvni  strany usilujici o odSkodnéni
pfimérené pfrijatelny, a (iii) spolupracovat
s odskodnujici Smluvni stranou ve vSech
primérenych ohledech, pokud jde o obhajobu
vOci Naroku, kdy primérené naklady vzniklé
Smluvni strané nebo Smluvnim stranam
usilujicim o odSkodnéni uhradi odskodnujici
Smluvni strana. Odskodnujici Smluvni strana
podle tohoto <¢lanku nesmi s osobou
uplatiujici Narok uzavfit zadnou dohodu
ourovnani bez predchoziho pisemného
souhlasu Smluvni strany nebo Smluvnich
stran usilujicich o odSkodnéni, pricemz toto
povoleni  nelze  bezddvodné  odepfit.
Odskodnovanad Smluvni strana bude mit
pravo zvolit si samostatného pravniho
zastupce anechat se jim zastupovat, avsak
stim, Ze veskeré naklady a vydaje na takové
samostatné pravni zastoupeni ponese tato
odskodrovana Smluvni strana.

C. Pojisténi.

i. Zadavatel uzavie pro Zkousejiciho
a Zadavatele pojisténi odpovédnosti za Skody
zpUsobené provadénim Studie v souladu s §
58, odst. 2 Zakona olécivech. V rozsahu
pozadovaném zakonem musi byt pojistnou
smlouvou  zajisténo  také  odskodnéni
v pfipadé smrti subjektu Studie av pripadé
Skody vzniklé na zdravi subjektu v disledku
provadéni Studie.

ii. Zdravotnické  zafizeni  prohlasuje
azarucuje se, ze uzavielo abude udrzovat
odpovidajici pojisténi v souladu s § 45 odst. 2,
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of the Health Services Act, with respect to
liability it may have while providing medical
care. Thisinsurance coverage isin 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
Institution’s provision of medical care.

17.  Subject Injury.

A. Sponsor,  through  CRO, shall
reimburse Institution for all reasonable and
customary costs incurred by the Institution
and associated with the diagnosis of an
adverse event involving the Study Drug(s) or
a Protocol procedure.

B. Sponsor,  through  CRO, shall
reimburse Institution all reasonable and
customary costs incurred for treatment of a
bodily injury to a subject 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:
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pism. n) Zakona o zdravotnich sluzbach, jez
kryje  odpovédnost, kterou mize pfi
poskytovani zdravotni péce nést. Toto
pojistné kryti je v souladu s Platnymi zakony
anezahrnuje pojisténi odpovédnosti za
provadéni Studie. Podle § 45 odst. 2, pism. n)
Zakona o zdravotnich sluzbach musi byt toto
pojistné kryti v platnosti po celou dobu
poskytovani zdravotni péce Zdravotnickym
zafizenim.

17.  Ujma na zdravi zpUsobena Subjektu
Studie.

A. Zadavatel uhradi prostrednictvim
CRO Zdravotnickému zafizeni vSechny
opravnéné vynalozené aobvyklé naklady
vzniklé Zdravotnickému zafizeni v souvislosti
sidentifikaci nepfiznivé reakce spojené
s Hodnocenym pripravkem (pfipravky) nebo
postupem dle Protokolu.

B. Zadavatel uhradi prostfednictvim
CRO Zdravotnickému zafizeni vSechny
opravnéné vynalozené aobvyklé naklady
vzniklé v souvislosti s Iécbou zdravotni Ujmy
subjektu, kjehoz zdravotni Ujmé doslo
v pfimém dUsledku podani Hodnoceného
pripravku nebo podstoupeni Ukonu ve Studii
v souladu s Protokolem. Zadavatel neuhradi
platby za naklady, které Ize pficist:
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i. proven 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 state
authority 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;

il. any proven 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 Site represents 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,
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i. prokazanému nedodrzeni
podminek  Protokolu nebo jakychkoli
pisemnych pokynd Zadavatele ohledné
uzivani Hodnoceného pripravku
vyzadovanych Protokolem, platnych
pozadavkd statni autority nebo jinych

statnich Uradd ze strany Mista provadeéni
klinického hodnoceni nebo jakéhokoli jeho
pracovnika, pokud takové nedodrzeni neni
vsouladu sobecné pfijimanymi standardy
klinického  vyzkumu  alékarské  praxe
s ohledem na prinosy, bezpecnost a celkovy
prospéch subjektd Studie, nebo jinak
pfimérené nezbytné k zajisténi bezpecnosti
subjektu, o némz vzdy v dobré vife rozhoduje
Zkousejici;

i. jakékoli prokazané nedbalosti,
nezdkonnému Ukonu, opominuti nebo
umysInému protipravnimu jednani ze strany
Mista provadéni klinického hodnoceni nebo
jeho persondlu pfi poskytovani sluzeb
jménem Zdravotnického zafizeni podle této
Smlouvy; nebo

iii. pripadu, kdy primarni
onemocnéni  subjektu nebo  pfipadné
soubézné onemocnéni nebyla zpUsobena
podavanim Hodnoceného pripravku
v souladu s Protokolem.

C. Misto provadéni klinického hodnoceni
se zaruCuje aprohlasuje, ze nebude

pojistovné subjektu uUctovat zadné naklady,
které mu za lécbu vySe popsané Ujmy uhradi
Zadavatel. Zadavatel neuhradi Zzadné
naklady, které jiz byly pokryty treti stranou.

18. Celistvost Smlouvy; Dodatky;
Oznameni. Tato Smlouva predstavuje
Uplnou dohodu mezi Smluvnimi stranami
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and supersedes all other 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.

anahrazuje veskera jina ujednani mezi
stranami, vyslovna nebo predpokladana,
tykajici se predmétu této Smlouvy. Jakékoli
zmény nebo dodatky k této Smlouvé musi byt
vyhradné v podobé pisemného dokumentu
podepsaného povérenymi zastupci
Smluvnich  stran. Veskera oznameni
dorucovana na zakladé této Smlouvy museji
byt dorucena osobné, uznavanym expresnim
kuryrem  nebo  doporucenou  postou
s pozadovanym potvrzenim o doruceni. Tato
oznameni museji byt zasilana Smluvni strané
na adresu uvedenou nize s vyjimkou pripadd
uvedenych v Pfiloze A. Kazda Smluvni strana
mUze svou adresu pro zasilani oznameni
zménit tim, Ze tuto zménu pisemné oznami
ostatnim Smluvnim stranam.

To CRO/Designee: | Oznameni zasilana CRO/Povérenému zastupci:

IQVIA RDS Czech Republic, s.r.o.

Address | Adresa: Pernerova 691/42, 186 oo Praha 8 - Karlin, Ceska republika

Tel./ Tel:
Email:
And to/A také

Global Legal Department
100 IMS Drive

Parsippany, NJ 07054 USA
Attention: General Counsel

email: [

To Institution: / Ozndmeni zasilana Zdravotnickému zarizeni:

Fakultni nemocnice Kralovské Vinohrady

Srobarova 1150/50, 100 34 Praha 10, Ceska republika

attn: I

Oddéleni klinickych hodnoceni

email N I
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To Investigator: / Oznameni zasilana Zkousejicimu:

doc. MUDr. Zdenék Subrt, Ph.D.

Fakultni nemocnice Kralovské Vinohrady, Chirurgicka klinika, Srobarova 1150/50, 100 34 Praha

10, Ceska republika

email: [

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
(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. The
courts of the Czech Republic shall have
jurisdiction to hear and determine any
disputes arising between the Parties and third
parties that are not resolved amicably.

21. Assignment. Any assignment of this
Agreement or any rights or obligations
hereunder by Investigator or Institution 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 Institution or
Investigator. The CRO/Sponsor will inform
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19. Zavazny  Ucinek; Pretrvavajici
platnost podminek. Tato Smlouva bude
zavazna vO& Smluvnim strandm ijejich
prisluSnym nastupcim a opravnénym

postupnikdm a plyne v jejich prospéch. Prava
apovinnosti ~ Smluvnich  stran,  které
s ohledem na svou povahu maji pretrvat i po
ukonleni této Smlouvy (zejména prava
tykajici se vlastnictvi, patentd, zachovavani
mlcenlivosti a odskodnéni), zOstavaji
v platnosti ipo Dokonceni nebo jakémkoli
ukonceni této Smlouvy.

20. Rozhodné pravo. Tato Smlouva
ajakékoli zalezitosti, které zni nebo
v souvislosti sni vzniknou, se budou fidit,
vykladat a uplathovat vsouladu se zakony
Ceské republiky bez ohledu na niZe uvedena
kolizni  ustanoveni. K  projedndni a
rozhodovani pfipadnych sporl vzniklych mezi
Smluvnimi stranami, ale i tretimi osobami,
které nebudou vyreSeny smirnou cestou, jsou
prislusné soudy Ceské republiky.

21. Postoupeni. Postoupeni  této
Smlouvy nebo prav nebo povinnosti zni
vyplyvajicich ze strany Zkousejiciho i
Zdravotnického =zafizeni na treti osobu
vyzaduje predchozi pisemny souhlas CRO
a Zadavatele; Postoupeni ze strany CRO na
treti osobu, ktera neni Zadavatelem nebo
jeho pfidruzenym subjektem, vyzaduje
predchozi pisemny souhlas Zadavatele, ale
nevyzaduje souhlas Zdravotnického zafizeni
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the Institution the Investigator of this
assignment in writing without undue delay.
Investigator, Institution 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, Institution may subcontract
the performance of certain of its activities
under this Agreement to qualified third
parties or use premises or facilities other than
Institution to perform certain activities under
this Agreement, provided that (i) the
performance of activities by such third 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) Institution 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.
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ani Zkousejiciho. CRO/Zadavatel bude o
tomto postoupeni Zdravotnické zafizeni a
Zkousejicitho bez zbytecného prodleni
pisemné informovat. Zkousejici,
Zdravotnické zafizeni a CRO timto berou na
védomi, ze Zadavatel mUze prevzit nebo
postoupit tfeti osobé odpovédnost za veskera
prava a zavazky Zadavatele nebo CRO z této
Smlouvy formou pisemného oznameni
adresovaného Mistu provadéni klinického
hodnoceni a CRO.

22. Povéreni subdodavateld.
S predchozim pisemnym souhlasem
Zadavatele muUze Zdravotnické zarizeni

provadéni urcitych svych cinnosti na zakladé
této  Smlouvy  zadat  kvalifikovanym
subdodavateldm nebo k provadéni urcitych
¢innostina zakladé této Smlouvy vyuzivat jiné
prostory a zafizeni nez Zdravotnické zarizeni
za predpokladu, ze (i) provadéni cinnosti

témito  subdodavateli nebo  vtéchto
zarizenich bude vsouladu se vSemi
prislusSnymi  podminkami této Smlouvy

vCetné zajisténi, Ze tito subdodavatelé nebo
zafizeni budou dodrzovat nejméné tak prisné
podminky, jaké vazi Misto provadéni
klinického hodnoceni pfi provadéni Studie na
zakladé této Smlouvy, zejména pokud jde
o pouzivani Hodnoceného pripravku
(pfipravkd), uchovavani zaznamd, dovérnost,
povinnosti tykajici se Udaji a zverejriovani,
objevy, osobni Udaje ainzerci, (i)
Zdravotnické  zafizeni  bude  nadale
odpovédné za plnéni provadéné vtéchto
zarizenich nebo témito subdodavateli a (iii)
Zkousejici ani spoluzkousejici nebudou mit
u téchto subdodavateld nebo zafizeni zadny
primy ani nepfimy finanéni zajem.
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23.  Counterparts. This Agreement is
executed in three (3) counterparts of which
the Institution, Investigator 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. If a qualified electronic
signature is permissible under Applicable Law
and all Parties agree to its use, the Parties
hereby accept and confirm the qualified
electronic signature as the legally binding
equivalent of a handwritten signature. In the
event that the Agreement is signed
electronically using electronic signatures, it
shall be executed in one counterpart only

24.  Force Majeure. If the performance of
this Agreement by Institution 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
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.
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23.  Stejnopisy. Tato Smlouva je
vyhotovena ve tfech (3) stejnopisech z nichz
po jednom obdrzi Zdravotnické zafizeni,
Zkousejici a CRO. Kazdy stejnopis ma
platnost  originalu  avSechny spolecné
predstavuji jednu a tutéz listinu. Pokud je dle
Platnych zakon0 pfipustny kvalifikovany
elektronicky podpis a vSechny Smluvni strany
budou s jeho pouzitim souhlasit, Smluvni
strany timto prijimaji a potvrzuji kvalifikovany
elektronicky podpis jako pravné zavazny
ekvivalent vlastnoruc¢niho podpisu. V pripadé,
ze Smlouva je podepsana elektronicky za
vyuziti  elektronickych  podpisd, bude
vyhotovena pouze v jednom stejnopise.

24. Vyssi moc. Bude-li plnéni této
Smlouvy ze strany Zdravotnického zafizeni
nebo Zadavatele zabranéno, nebo bude
omezeno, naruseno ¢i zpozdéno (zcela nebo
castecné) z jakékoli pri¢iny mimo primérenou
moznost ovlivnéni  Smluvnimi  stranami
(napriklad zasahy vyssi moci, vybuch, nemoc,
pocasi, valka, terorismus, povstani, stavka,
nepokoje nebo vypadek dodavek elektfiny),
bude takto postizena Smluvni strana po
pisemném oznameni druhé Smluvni strané
takového plnéni  zprosténa  vrozsahu
odpovidajicim tomuto zabranéni, omezeni,
naruSeni nebo zpozdéni za predpokladu, ze
postizena Smluvni strana vynalozi maximalni
Usili, aby se téchto pfricin neplnéni vyvarovala
nebo je odstranila, ajakmile budou tyto
priciny odstranény, bude co nejdfive
pokracovat v pInéni. Pro Ucely tohoto ¢lanku
nebude za pri¢inu mimo primérenou moznost
ovlivnéni Smluvnimi stranami povazovan
nedostatek financnich prostredkd.
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25.  Discrepancies. In the case of any
discrepancy between the Czech and the
English versions of the Agreement, the Czech
version shall prevail.

26. [For public institutions only:]
Publication in accordance with Act no.
340/2015 Coll. on Contract Register.
Institution, 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 enrollment 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. This is attached hereto
as Schedule D (*Agreed Form”). The Parties
agree that the Institution shall effect the
publication of the Agreed Form on the
Agreements Register within 5 working days
of the Date of Validity of this Agreement. At
the time of publication the Institution will
inform CRO of publishing the Agreement in
the Agreements Register by sending the
notification of publication to the following
email address: || NG
Should the Institution fail to publish the
Agreed Form of this Agreement within 5
working days from the Date of Validity, the
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25.  Rozpory. V pripadé rozporl mezi
Ceskou aanglickou verzi Smlouvy bude
rozhodujici Ceské znéni.

26. [Pouze pro statni a prispévkova
zdravotnicka zarizeni:] Zverejnéniv souladu
se zakonem ¢.340/2015 Sb., oregistru
smluv.  Zdravotnické zatizeni, Zadavatel
a CRO timto berou na védomi, ze podrobnosti
této Smlouvy museji byt zverejnény podle
zakona €. 340/2015 Sb. v oficidlnim registru:
https://smlouvy.gov.cz/ (,Registr smluv").

Smluvni strany se dohodly, ze v rdmci tohoto
zvefejnéni  nebudou  zpfistupnéna  ani
zvefejnéna zadna obchodni tajemstvi ani
osobni informace. Pro Uclely této Smlouvy
k takovym obchodnim tajemstvim patfi
zejména: Udaje o platbach uvedené v Priloze
A, minimalni cilovy pocet zafazeni,
ocekavany pocet zafazenych subjektd Studie
a o¢ekavana doba trvani Studie. V dUsledku
toho se Smluvni strany dohodly na verzi této
Smlouvy ke zverejnéni, vniz byla veskera
obchodni tajemstvi aosobni informace
redigovana. Tato verze je ke Smlouvé
pfipojena jako PrilohaD (,Odsouhlasena
verze“). Smluvni strany se dohodly, ze
Zdravotnické zafizeni uskutecni zverejnéni
Odsouhlasené verze vRegistru smluv do
5 pracovnich dn0 od Data platnosti této

Smlouvy.  Vokamziku zverejnéni bude
Zdravotnické zafizeni CRO informovat
ouverejnéni Smlouvy v Registru smluv

zaslanim oznameni o uverejnéni na e-

mailovou adresu: |NEEEENESEN -

Nebude-li Odsouhlasend verze
Zdravotnickym zarizenim zverejnéna ve |h(té
5 pracovnich dni od Data platnosti, jsou
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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 Institution 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. Institution Budget and Payment
Schedule and Investigator and Study
Personnel Budget and Payment Schedule

B. Payment Letter

C. Division of payment between Study
Team members

D. Agreed Form of
version of Agreement

redacted

Remainder of page intentionally left blank
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k jejimu zverejnéni opravnéni Zadavatel nebo
CRO. Smluvni strany souhlasi s tim, Ze tato
Smlouva nenabude uUcinnosti do okamziku
zverejnéni Odsouhlasené verze podle tohoto
¢lanku (,Datum Ucinnosti*). CRO siv kazdém
pfipadé vyhrazuje pravo neposkytnout
Hodnoceny pfipravek, dokud nebude tato
Smlouva zverejnéna podle tohoto ¢lanku.

\ pripadé zpochybnéni platnosti
Odsouhlasené verze po jejim zverejnéni se
budou Smluvni strany co mozna nejdfive
vzajemné informovat, jakmile se o takovém
zpochybnéni dozvédi, abudou spolecné
usilovat oshodu na revidované podobé
Odsouhlasené verze ke zverejnéni.

Pokud se na tom predem pisemné
nedohodne sCRO nebo Zadavatelem,
Zdravotnické zafizeni vzadném pripadé
nezverejni tuto Smlouvu v jiné verzi, nez je
Odsouhlasena verze.

27.  Seznam priloh.

A. Rozpocet a rozpis plateb
Zdravotnické zafizeni a Rozpocet a rozpis
plateb Zkousejici a Studijni personal

B. Platebni dopis

C. Rozdéleni plateb pro cleny studijniho
tymu

D. Odsouhlasena verze upravené
Smlouvy k uverejnéni

Zbyvajici Cast stranky je ponechdna prazdna
umyslné
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IN WITNESS WHEREOF, the Parties have
caused this Agreement to be executed by
their duly authorized representatives and this
agreement becomes effective as of the

Effective Date defined above.

Fakultni nemocnice Kralovské Vinohrady

NA DUKAZ TOHO byla tato Smlouva
podepsana fadné opravnénymi zastupci
Smluvnich stran a tato Smlouva nabyva
ucinnosti  kvySe  definovanému  Datu
ucinnosti.

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

Name: / Jméno: MUDr. Jan Votava, MBA
Title: / Funkce: director/reditel

Date:/ Datum:

Doc.MUDr.Zdenék Subrt, PhD.

(Signature) / (Podpis)
Date:/ Datum:

IQVIA RDS Czech Republic, s.r.o.

By: / Podepsal(a):

(Signature) / (Podpis)
Name: [ Jméno:

Title / Funkce:

Date:/ Datum:

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst (Inv)
v.1June2021

TAK-330-3001

doc. MUDr.Zdenék Subrt, PhD./Fakultni nemocnice Kralovské
Vinohrady
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SCHEDULE A PRILOHA A
INSTITUTION BUDGET & PAYMENT SCHEDULE AND ROZPOCET A ROZPIS PLATEB ZDRAVOTNICKE ZARIZENi
INVESTIGATOR AND STUDY PERSONNEL BUDGET AND A ROZPOCET A ROZPIS PLATEB ZKOUSEJICi A STUDIINI
PAYMENT SCHEDULE PERSONAL
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Annex B —Payment Letter
Payment Letter with study team member

Priloha B — Platebni dopis

Platebni dopis se ¢lenem Studijniho personalu

This payment letter ("Payment Letter”) is
made by and between:

Tento platebni dopis (dale jen ,platebni
dopis") se uzavira mezi:

IQVIA RDS Czech Republics.r.o

IQVIA RDS Czech Republics.r.o

a Czech corporation, with registered offices
at Pernerova 691/42, 186 oo Praha 8, Czech
Republic, represented by Ing. Eva Falbrova

IC/ID no: 24768651
DIC/Tax Identification no: CZ24768651

Ceska spolecnost se sidlem na adrese
Pernerova 691/42, 186 oo Praha 8, Ceska
republika, zastoupena Ing. Evou Falbrovou

IC/ID no: 24768651
DIC/Tax Identification no: CZ24768651

(\\CROII)

(,LCRO")

and a
[insert name of study team member] [doplite  jméno  ¢lena  Studijniho
[insert address] personalu]

[vlozte adresu]

Re: TAK-330-3001

Véc: TAK-330-3001

Dear [insert name of study team member]

Vazeny/a [doplrite jméno ¢lena Studijniho
personalu],

With regard to your participation as a study
team member in the performance of the
clinical trial with Protocol number TAK-330-
3001, (“Protocol”) entitled “A Phase 3,
Prospective, = Randomized,  Open-label,
Adaptive Group Sequential, Multicenter Trial
with Blinded Endpoint Assessment to
Evaluate the Efficacy and Safety of TAK-330
for the Reversal of Direct Oral Factor Xa
Inhibitor-induced Anticoagulation in Patients

coby ¢len Studijniho personalu se Ucastnite
provadéni klinického hodnoceni s cislem
protokolu  TAK-330-3001 (ddle jen
.protokol*) s nazvem ,Prospektivni,
randomizované, oteviené, multicentrické
klinické hodnoceni faze 3 s adaptivnim
skupinovym sekvencnim usporadanim a

zaslepenym hodnocenim cilovych
parametrd  posuzujici  Ulinnost  a
bezpecnost pripravku TAK-330

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst (Inv)
v.1June2021

TAK-330-3001
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Americas, Inc., (*Sponsor”), you agree with
the terms and conditions of this payment
letter ("Study Team Payment Letter”).

podstupuijicich urgentni
chirurgicky/invazivni zakrok" (dale jen
+klinické hodnoceni), jehoz zadavatelem
je Takeda Development Center Americas,
Inc., (dale jen ,zadavatel') avtéto
souvislosti souhlasite s podminkami v
tomto platebnim dopisu (dale jen ,platebni
dopis studijniho tymu").

As study team member you have also been
informed by doc. MUDr. Zdenék Subrt, PhD.
(“Principal Investigator”) of the Protocol and
the terms and conditions of the clinical trial
agreement (“Clinical Trial Agreement”)
between Takeda Development Center
Americas, Inc (“Takeda”), IQVIA RDS Czech
Republic s.r.o, IQVIA RDS Czech Republic
s.r.o, Pernerova 691/42, 186 oo Praha 8,
Czech Republic (,CRO") , Fakultni
nemocnice Kralovské Vinohrady, Srobarova
1150/50, 100 34 Praha 10, Czech Republic
(“Institution”) and Principal Investigator, and
you agree to be bound by such terms and
conditions thereof to the extent that these
obligations relate to your performance under
the Clinical Trial Agreement

Jako ¢lena Studijniho personalu Vas rovnéz
informoval doc. MUDr. Zdenék Subrt, PhD.
(dale jen ,hlavni zkousejici*) o protokolu a
podminkach  smlouvy o  klinickém
hodnoceni (dale jen ,smlouva o klinickém
hodnoceni") mezi Takeda Development
Center Americas, Inc (dale jen ,Takeda"),
IQVIA RDS Czech Republic s.r.o,
Pernerova 691/42, 186 oo Praha 8, Ceska
republika (,CRO") , Fakultni
nemochici Kralovske Vinohrady
Srobarova 1150/50, 100 34 Praha 10, Ceska
republika (dale jen ,zdravotnické zafizeni™)
a hlavnim zkousejicim a souhlasite s tim, ze
budete vazan/a jejimi podminkami v
rozsahu, v jakém se tyto povinnosti
vztahuji na vykony studijniho tymu podle
smlouvy o klinickém hodnoceni.

You warrant that you are an employee of
Institution and may sign this Study Team
Payment Letter by yourself and that this
separate Study Team Payment Letter in no
way conflicts or interferes with your existing
obligations towards Institution.

ZaruCujete, ze jste zaméstnancem
zdravotnického zafizeni aze mUzete
podepsat tento platebni dopis studijniho
tymu a Ze tento samostatny platebni dopis
studijniho tymu neni vrozporu s Vasimi
stavajicimi zavazky vi¢i zdravotnickému
zarizeni ani je v zadném pripadé nenarusi.

You also warrant that signing this Study
Team Payment Letter (i) does not breach any
internal  policies, statutes or internal
regulations at your place of employment/the
institution, (i) does not infringe any

Dale zaruCujete, Ze podpisem tohoto
platebniho dopisu studijniho tymu (i)
neporusujete  zadné interni  zasady,
nafizeni ani interni predpisy svého
pracovisté / zdravotnického zafizeni, (ii)

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst (Inv)
v.1June2021
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applicable laws and regulations or goes
against your obligations in compliance with
the applicable laws in force and effect, and
(iii) does not constitute any conflict of
interests between performance of your
obligations resulting from the Clinical Trial
Agreement or this Study Team Payment
Letter and any functions or responsibilities
you may hold, or with any agreements you
may have with third parties.

neporusujete Zzadné platné pravni predpisy
ani své povinnosti vsouladu s platnymi
a ucinnymi pravnimi predpisy ani (iii)
nevytvarite zadny stret z3ajmd mezi
plnénim svych zavazkd vyplyvajicich ze
smlouvy nebo z tohoto platebniho dopisu
a jakymikoli funkcemi nebo povinnostmi,
které moOzete mit, ani jakymikoli
pripadnymi smlouvami s tretimi stranami.

You also confirm and warrant that you have
obtained all the necessary approvals and
made all necessary notifications to Institution
(including, any notifications in accordance
with any applicable employment regulations)
with respect to your performance of services
for the Clinical Trial and the fact that you are
entering into this Study Team Payment
Letter. You undertake to immediately inform
Takeda and CRO in case of changes to any of
the above warranties or representations.

Rovnéz potvrzujete a zarucujete, ze jste
ziskal/a vSechna nezbytna schvaleni a

ucinil/a veskera nezbytnd oznameni
zdravotnickemu zarizeni (véetné
jakychkoli  oznameni v souladu s

prisluSnymi pracovnépravnimi predpisy),
ve vztahu k Vasemu poskytovani sluzeb v
souvislosti s klinickym hodnocenim a
skutecnosti, ze uzaviradte tento platebni
dopis studijniho tymu. Zavazujete se
okamzité informovat spolecnost Takeda a
CRO v pripadé zmén kterychkoli z vysSe
uvedenych zaruk nebo prohlaseni.

You agree to provide a copy of this Study
Team Payment Letter to the Institution upon
its request.

Souhlasite stim, ze zdravotnickému
zafizeni na jeho zadost predlozite kopii
tohoto platebniho dopisu studijniho tymu.

As a study team member performing the
Clinical Trial, you confirm to be adequately
qualified, competent, experienced, licensed
and credentialed to be able to perform the
Clinical Trial in full compliance with the
Clinical Trial Agreement, the Protocol, all
applicable legal and regulatory requirements
as well as with generally accepted
conventions such as the Declaration of
Helsinki and the ICH-GCP guidelines. You
confirm that you will work under the
supervision and direction of the Principal

Jako  dlen Studijniho personalu
provadéjiciho klinické hodnoceni
potvrzujete, ze jste nalezité kvalifikovan/a,
zpUOsobily/a,  zkuseny/a,  disponujete
opravnénimi a povérenimi k provedeni
klinického hodnoceni v plné shodé se
smlouvou o  klinickém  hodnoceni,
protokolem, vSemi platnymi pravnimi a
regulacnimi  pozadavky a  obecné
uznavanymi konvencemi, jako je Helsinska
deklarace a pokyny ICH-GCP. Potvrzujete,
Zze budete pracovat pod dohledem a

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst (Inv)
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Investigator and will comply with the
Principal Investigator’s instructions.

vedenim hlavniho zkousejiciho a budete
dodrzovat jeho pokyny.

Compensation

Odména

In consideration for your work performed in
the Clinical Trial, CRO shall transfer
payments to you based on your work actually
performed in accordance with the Budget
and Payment Schedule in Attachment B to
the Clinical Trial Agreement, provided that
such visits are confirmed by Principal
Investigator based on by study subject CRF’s
received and that CRO approves such quotes
based on the information included in the
completed proforma statement signed by
Principal Investigator.

Za Vasi praci v ramci klinického hodnoceni
Vam CRO prevede platby na zdakladé
skutecné vykonané prace v souladu s
rozpoctem a rozpisem plateb v priloze B
smlouvy o klinickém hodnoceni, a to za
predpokladu, Zze tyto navstévy jsou
potvrzeny hlavnim zkousejicim na zakladé
CRF subjektd hodnoceni, a ze CRO tyto
castky schvali na zakladé informaci
obsazenych ve vyplnéném proforma
vypisu podepsaném hlavnim zkousejicim.

In relation to the foregoing paragraph, you
acknowledge and agree that payments will
be made based on information provided by
the Principal Investigator, and that the
Principal Investigator shall have full
discretion to allocate study subject visit
activity. You acknowledge and agree that
Takeda and CRO shall bear no responsibility
or liability whatsoever for the correctness of
or reliance upon the information provided by
the Principal Investigator. You also represent
and warrant that you shall not have any claim
against Takeda/CRO for any other
compensation or payments other than those
agreed upon under this Payment Letter.

V souvislosti s vySe uvedenym odstavcem
berete na védomi a souhlasite s tim, Ze
platby budou hrazeny na zakladé informaci
poskytnutych hlavnim zkousejicim a Zze
pridéleni aktivit navstévy subjektu studie je
zcela na hlavnim zkousejicim. Berete na
védomi a souhlasite s tim, ze spolecnost

Takeda a CRO nenesou zadnou
odpovédnost za spravnost nebo za
dOvérovani  informacim  poskytnutym

hlavnim zkousSejicim. Rovnéz prohlasujete
a zaruCujete, ze nevznesete jakykoli narok
v0d¢i spolecnosti Takeda/CRO na jakoukoli
dalsi odménu nebo platby kromé téch,
které byly dohodnuty v ramci tohoto
platebniho dopisu.

You will confirm the receipt of the quantities
from Principal Investigator by the signature
of proforma statement sent to you by CRO.

Céstky pridéleni hlavnim zkousejicim
potvrdite podpisem proforma vypisu, ktery
Vam bude zaslan CRO.

You acknowledge and agree that the above-
mentioned compensation provided by CRO
to you pursuant to this Study Team Payment
Letter represents the fair market value for

Berete na védomi a souhlasite s tim, ze
vyse uvedend odména, kterou Vam
poskytuje CRO na zakladé tohoto
platebniho dopisu pro clena studijniho

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst (Inv)
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and your work performed in the Clinical Trial,
has been negotiated in an arms-length
transaction, and has not been determined in
a manner that takes into account the volume
or value of any referrals or other business
otherwise generated between Takeda and
Principal Investigator or yourself. Nothing
contained in this Payment Letter or in the
Clinical Trial Agreement shall be construed in
any manner as an obligation or inducement
for you to recommend that any person or
entity purchase Takeda’s products or those
of any entity affiliated with Takeda.

tymu, predstavuje spravedlivou trzni
hodnotu za Vasi praci odvedenou v ramci
klinického hodnoceni, byla vyjednana
objektivné a nebyla stanovena zpUsobem,
ktery by zohlednoval objem nebo hodnotu
jakychkoli  doporuceni nebo jinych
obchodnich pfilezitosti vznikajicich mezi
spolecnosti Takeda a hlavnim zkousejicim
nebo Vami. Nic ztoho, co je uvedeno
v tomto platebnim dopise nebo ve smlouvé
o klinickém hodnoceni, nebude vykladano
jako zavazek nebo pobidka, abyste
doporucoval/a libovolné osobé nebo
subjektu, aby si zakoupily pripravky
spoleCnosti Takeda nebo jakéhokoli
pridruzeného subjektu spolecnosti Takeda.

You agree and warrant that you shall not
receive any compensation or payment for the
performance of the Clinical Trial from any
source other than CRO.

Souhlasite a zarucujete, Ze neobdrzite
zadnou odménu ani platbu za provadéni
klinického hodnoceni z jakéhokoli jiného
zdroje nez od CRO.

You acknowledge and agree that you are
solely responsible for any and all tax
obligations under applicable law related to
the amounts received under this Payment
Letter.

Berete na védomi asouhlasite stim, ze
v souvislosti s castkami pfijatymi od CRO
na zakladé tohoto platebniho dopisu
nesete vyhradni odpovédnost za splnéni
jakychkoli a veskerych danovych
povinnosti na zakladé platnych pravnich
predpisU.

It is also understood and expressly
acknowledged that you are not eligible to
participate in, nor are you eligible for
coverage under, any of Takeda’s benefit

plans, programs, employment policies,
procedures or workers compensation
insurance.

Je rovnéz odsouhlaseno avyslovné
potvrzeno, Ze nejste opravnéni Ucastnit se
zadnych  pland  vyhod,  programg,
zaméstnaneckych politik, postupld nebo
pojisténi odpovédnosti pracovnikd
spolecnosti Takeda, ani na né nemate
narok.

Term and Termination

Doba trvani a ukonceni platnosti

The term of this Payment Letter shall begin
on the date of last signature below and

Tento platebni dopis vstupuje v platnost
dnem posledniho podpisu ptipojeného

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst (Inv)
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continue until the Clinical Trial has been
completed as acknowledged in writing by
Takeda/CRO unless terminated earlier. This
Payment Letter shall automatically
terminate upon settlement by CRO of the last
due payment for actual work legitimately
performed by yourself under the Clinical Trial
Agreement in case of i) termination or
expiration of the Clinical Trial Agreement or
ii) in the event that you become no longer
employed by/affiliated with the Institution.
This Payment Letter may be terminated by
Takeda [and/or CRO] at any time in the
exercise of its sole discretion upon fifteen (15)
calendar days’ prior written notice.

nize a pokud nebude jeho platnost

ukoncena dfive, bude platny, dokud
spolecnost Takeda/CRO pisemné
nepotvrdi dokonceni klinického

hodnoceni. Platnost tohoto platebniho
dopisu bude ukoncena automaticky po
vyporadani posledni splatné ¢astky CRO za
skutecné legitimné provedenou praci
podle smlouvy o klinickém hodnoceni
vpripadéi) ukonleni nebo vyprseni
platnosti smlouvy o klinickém hodnoceni
neboii) v pripadé, Zze prestanete byt
zaméstnancem zdravotnického
zarizeni [ prestanete  spolupracovat se
zdravotnickym zafizenim. Tento platebni
dopis m0ze byt vypovézen kdykoli
spolecnosti Takeda [a/nebo CRO] dle jejiho
vylu¢ného uvazeni, na zakladé
predchoziho  pisemného  oznameni,
s vypovédni Ihdtou patnacti
(15) kalendarnich dni.

Notifications

Oznameni

In the event that you become no longer
affiliated with the Institution or in case any of
the information regarding your payment
details changes you shall provide written
notice to Takeda and/or CRO as soon as
possible and at the latest within three (3)
calendar days of such event.

Pokud prestanete spolupracovat se
zdravotnickym zafizenim nebo pokud se
zméni jakakoli informace tykajici se Vasich
platebnich Udajd, musite spolecnosti
Takeda a/nebo CRO co nejdfive zaslat
pisemné oznameni, nejpozdéji vSak do tri
(3) kalendarnich dnl od dané zmény.

In the event you would fail to provide Takeda
and CRO with such timely notification,
Takeda and CRO will bear no responsibility or
liability whatsoever for incorrect or delayed
payments under this Payment Letter.

V pripadé, Zze byste spolecnosti Takeda a
CRO takovou zménu vcas neoznamil/a,
spole¢nost Takeda a CRO neponese
zadnou odpovédnost za nespravné nebo
opozdéné platby podle tohoto platebniho
dopisu.

Any notices given hereunder shall be sent by
first class mail, by fax or personally delivered,
with postage prepaid, as follows:

Veskera oznameni poskytovana v souladu
stimto platebnim dopisem studijniho tymu
musi byt zasilana doporucenou listovni
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postovni zasilkou, faxem nebo dorucena

s.r.o, Pernerova 691/42, 186 oo Praha 8,

osobné, splacenym postovnym, a to
nasledovneé:
TO: [Insert study team member NA ADRESU: [Vlozte jméno a
name and address] adresu ¢lena
Attention: [insert name and Studijniho
function] personalu]
K rukam: [vlozte jméno
a funkci]
TO: IQVIA RDS Czech Republic NA ADRESU:  IQVIARDS Czech

Republics.r.o, Pernerova 691/42, 186
oo Praha 8, Ceska republika

Assignment/Subcontracting

Postoupeni / subdodavatelské smlouvy

Each of CRO and Takeda shall have the right
to assign this Payment Letter to any of its
respective affiliates and in addition, Takeda
may assign this Payment Letter to any third
party. In the event of such an assignment,
CRO or Takeda, as the case may be, shall use
reasonable efforts to provide prior written
notice to you. You acknowledge and agree
that you may not assign this Payment Letter
or any of your services relating to the Clinical
Trial to any other party, nor subcontract any
of these services.

Jak CRO, tak i spolecnost Takeda ma pravo
postoupit tento platebni dopis kterémukaoli
ze svych pfidruzenych subjektd a kromé
toho mze spolecnost Takeda tento
platebni dopis postoupit treti strané. V
pripadé takového postoupeni CRO nebo
pripadné spolecnost Takeda vynalozi
pfimérené Usili k tomu, aby Vas o tom
predem pisemné vyrozuméla. Berete na
védomi asouhlasite stim, Zze tento
platebni dopis ani kteroukoli ze svych
sluzeb tykajici se klinického hodnoceni
nesmite postoupit zadné jiné strané a Ze na
zadnou ztéchto sluzeb nesmite uzavrit
subdodavatelskou smlouvu.

Anti-Corruption Laws

Protikorup¢ni zakony

You represent and warrant that you have not
and will not take any action that would result
in a violation of local or international anti-
bribery laws, rules, or regulations applicable
to either or both you and Takeda (collectively
the “Anti-Corruption Laws").

Prohlasujete a zarulujete, ze jste
nepodnikl/a Zadné kroky, které by vedly k
poruseni mistnich nebo mezinarodnich
protikorup¢nich zakonU, pravidel nebo
predpisU  vztahujicich se na Vas
individualné, nebo na Vas ispolecnost
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Takeda
zakony").

(souhrnné jen ,protikorupcni

You shall not, directly or indirectly, make any
payment, or offer or transfer anything of
value, or agree or promise to make any
payment or offer or transfer anything of
value, to a government official or
government employee, to any political party
or any candidate for political office or to any
other third party with the purpose of
influencing decisions related to the Takeda
and/or its business in a manner that would
violate Anti-Corruption Laws.

Pfimo ani nepfimo neprovedete zadnou
platbu, neudinite zadnou nabidku ¢i prevod
Cehokoliv cenného ani nebudete souhlasit
aneslibite, ze provedete platbu nebo
nabidnete (i prevedete cokoliv cenného
statnimu Urednikovi nebo zaméstnanci
statniho  Uradu,  politické  strang,
kandidatovi na politickou funkci ani zadné
jiné osobé za Ucelem ovlivnéni rozhodnuti,
ktera se tykaji spolecnosti Takeda nebo jeji
obchodni cinnosti, zpUsobem, ktery by
porusoval protikorup¢ni zakony.

You have conducted and will conduct your
businesses in compliance with the Anti-
Corruption Laws and you will have or follow
the necessary procedures to prevent bribery
and corrupt conduct, which includes anti-
corruption training.

Vykonaval/a jste a budete vykonavat svoji
praci v souladu s protikorupénimi zakony a
zavedete nebo budete dodrzovat nezbytné
postupy pro zabranéni korupcnimu
jednani, vcetné protikorup¢niho Skoleni.

You shall maintain effective internal
accounting control and shall make sure all
aspects of this Clinical Trial are recorded in its
books and records in an accurate, complete,
and truthful way and that the documents on
which such books and records are based are
in all major aspects accurate, complete and
true. You shall maintain and provide Takeda
and its auditors and other representatives
with access to records (financial and
otherwise) and supporting documentation
related to the subject matter of this Payment
Letter as may be requested by Takeda in
order to document or verify compliance with
the provisions of this Payment Letter.

Budete provadét ucinnou interni kontrolu
Ucetnictvi a zajistite, ze viechny aspekty

tohoto klinického hodnoceni budou
zaznamenany v UCetnich knihach
a zaznamech presné, Uplné a pravdivé a ze
dokumenty,  zkterych  tyto  knihy
azaznamy vychazeji, jsou ve vsech
dOlezitych  ohledech  presné, Uplné

a pravdivé. Povedete zaznamy (financni
ijiné) a podpUrnou dokumentaci
souvisejici s predmétem tohoto platebniho
dopisu a poskytnete spolecnosti Takeda
a jejim auditordm a jinym zastupcOm na
zakladé zadosti spolecnosti Takeda pristup
k témto zaznamdm za  Ucelem
dokumentace ¢i  ovéfeni  souladu
s ustanovenimi tohoto platebniho dopisu.
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If you fail to comply with any of the provisions
of the foregoing paragraphs, such failure
shall be deemed to be a material breach of
this Payment Letter and, upon any such
failure, Takeda shall have the right to
terminate this Payment Letter with
immediate effect upon written notice
without Takeda having any financial liability
or other liability of any nature whatsoever
resulting from any such termination.

Pokud porusite kterékoliv ustanoveni
predchozich odstavcl, bude se dané
poruseni povazovat za zavazné poruseni
tohoto platebniho dopisu a spolecnost
Takeda bude mit po takovém poruseni
pravo tento platebni dopis s okamzitou
ucinnosti  ukoncit na zdakladé pisemné
vypovédi, pricemz spolecnosti Takeda
ztakového ukonceni nevznikne Zzadna
financni ani jakakoliv jind odpovédnost.

Debarment

Zakaz éinnosti

You hereby warrant that (i) you are not
debarred by any competent health authority
(including, if applicable, the US FDA), and (ii)
you have not been sentenced for malpractice
related to the conduct of clinical trials.

Timto prohlasujete, ze (i) Vam nebyla
zakazana Ccinnost ze strany Zzadného
prislusného zdravotniho uradu (pokud je to
relevantni, véetné amerického Ufadu pro
kontrolu potravin a léCiv [FDA]) a Ze (ii) jste
nebyl/a souzen/a za profesni pochybeni v
souvislosti s provadénim  klinickych
hodnoceni.

Privacy & Data Security

Ochrana soukromi a osobnich Udajo

You agree that the collection, processing and
disclosure of any of your personal
information in connection with this Payment
Letter and the Clinical Trial is and will be in
compliance with applicable data protection
laws, including, where applicable, the EU
General Data Protection Regulation (the
“"GDPR") as further specified in the Clinical
Trial Agreement.

Souhlasite stim, Ze shromazdovani,
zpracovani  azpristupnéni  kterychkoli
Vasich osobnich Udajd v souvislosti s timto
platebnim  dopisem a  klinickym
hodnocenim je a bude v souladu s platnymi
pravnimi predpisy o ochrané osobnich
Udajd, vletné obecného narizeni EU
o ochrané osobnich Udajd (General Data
Protection Regulation, dale jen ,GDPR"),
jak je dale upresnéno ve smlouvé o
klinickém hodnoceni.

Disclosure Pursuant to Applicable Laws

Zpristupnéni informaci podle platnych
zakonu

You agree to provide all information to
Takeda and/or CRO necessary to comply with
any disclosure requirements mandated by
any competent health authority (including, if
applicable, the US FDA), relevant trade

Souhlasite stim, ze spolecnosti Takeda
a/nebo CRO poskytnete veskeré informace
nezbytné k tomu, aby byly spInény veskeré
pozadavky na zpfistupnéni informaci
stanovené prislusSnym zdravotnim Uradem
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association or similar body, or other
applicable national or local laws, including
any information required to be disclosed in
connection with any financial relationship
between yourself and Takeda, its affiliates
and their agents. This disclosure requirement
may require disclosure of information
involving immediate family members.

(v€etné amerického uradu FDA, pokud je
to relevantni), pfislusnym oborovym
sdruzenim nebo obdobnymi subjekty nebo
jinymi  platnymi vnitrostatnimi  nebo
mistnimi  pravnimi  predpisy, vcetné
veskerych informaci, které musi byt
oznameny  vsouvislosti s jakymkoli
financnim  vztahem mezi Vami a
spolecnosti Takeda, jejimi pridruzenymi
spolecnostmi a zastupci. Tato ohlasovaci
povinnost mUze vyzadovat i zpfistupnéni
informaci o bezprostfednich rodinnych
prislusnicich.

Miscellaneous

RUzna ustanoveni

This Payment Letter may not be altered,
amended, or modified except by mutual
written consent.

Tento platebni dopis nesmi byt pozménén,
doplnén nebo upraven jinak nez
vzajemnym pisemnym souhlasem.

You agree and warrant that you shall further
comply with all other relevant provisions of
the Clinical Trial Agreement, including but
not limited to those concerning Ownership of
Data, Confidentiality, Publication and
Patents.

Souhlasite a zaruCujete, ze dale budete
dodrzovat vsechna ostatni relevantni
ustanoveni  smlouvy o  klinickém
hodnoceni, mimo jiné v€etné téch, ktera se
tykaji vlastnictvi 0daji, mlcenlivosti,
publikace a patentd.

This Payment Letter corresponds to the
model version of the Payment Letter which is
attached as Annex B to the Clinical Trial
Agreement.

Tento platebni dopis odpovida vzorovému
znéni Platebniho dopisu, které je prilohou
B Smlouvy o klinickém hodnoceni.

Contract
Payee

Payee Name
(Must match
name in the
contract)

Payee Address

Smluvni prijemce
platby

Jméno pfijemce
platby

(Musi se shodovat
se jménem ve
smlouveé)

Adresa prijemce
platby
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VAT/Tax ID

(Tax ID must
exactly match
the payee
name indicated
above, or tax
exempt when | NA

DIC / dafiové
identifika¢ni ¢islo
(Danové
identifika¢ni ¢islo
[DIC] se musi
presné shodovat
s vySe uvedenym

applicable) jménem nebo
osvobozenim od
dané, pripada-li
v Uvahu) NA
Banking Bankovni
Information: spojeni:
Bank Name Nazev banky
Bank Street Ulice
Bank City Mésto
Bank Stat/kraj
State/Province NA NA
Bank Postal Code PSC
Bank Country Czech Republic Zemé Ceska republika
Receiving Ména Uctu
Account K<
Currency CZK IBAN
IBAN Kod SWIFT
Swift Code (8 or (8 nebo 11 znak{)

11 Characters)

If the contracted Payment Currency does
not match your bank account, you may
need to provide an Intermediary Bank.
Please contact your Financial institution
for details. If an Intermediary bank is
required, please provide Bank Name,
Account Number if applicable and SWIFT
Code of Intermediary Bank along with all
other required Wire instructions.

Contact Information

Pokud smluvné ujednand ména platby
neodpovida méné uctu, mize byt nutné,
abyste poskytli Udaje korespondencni
banky. Informujte se ve své financni
instituci. Je-li korespondencni
banka vyzadovana, poskytnéte prosim
nazev banky, cislo U¢tu akod SWIFT
korespondencni banky spolecné
s ostatnimi pokyny pro prevod.

Kontaktni udaje
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Name of recipient

Jméno pfijemce

receive payment
notification and
details

Phone number &
Email

Language
Preference Czech

sending invoices odesilajiciho

to faktury

Phone number &

Email Telefon a e-mail

Language ppFednostﬁovany o
Preference Czech JaZYk _ Cesky
Name of payment Jmeno piijemce

recipient to platby, ktery

obdrzi oznameni
o platbé a jeji
podrobnosti

Telefon a e-mail

Uprednostriovany
jazyk Cesky

Signed by IQVIA RDS Czech Republic, s.r.o.

Podepsano by IQVIA RDS Czech Republic,
s.r.o.

Date:

Datum:
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Signature

Podpis

Signed by Study Team

Podepsano ¢lenem Studijniho personalu

XXX XXX
Date: Datum:
Signature Podpis

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst (Inv)
v.1June2021

TAK-330-3001

doc. MUDr.Zdenék Subrt, PhD./Fakultni nemocnice Kralovské
Vinohrady

-Page 56 of 58-




Annex C - Division of payment between Priloha C — Rozdéleni plateb pro cleny
Study Team members Studijniho personalu

Schedule D / Priloha D
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AGREED FORM OF REDACTED AGREEMENT TO BE PUBLISHED IN ACCORDANCE WITH ACT NO. 340/2015
CoLL. ON CONTRACT REGISTER [ ODSOUHLASENA VERZE UPRAVENE SMLOUVY K UVEREJNENI
V SOULADU SE ZAKONEM €. 340/2015 SB., O REGISTRU SMLUV

Attach copy of Agreement Form of Redacted Agreement / Pfipojte znéni Odsouhlasené verze
Upravené smlouvy
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