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Clinical Study Site Agreement

Smlouva s centrem klinické studie

This  Clinical Study Site  Agreement
("Agreement”), entered into as of the last date
of signature (“Date of Final Signature”) and
effective as set out in Section 25 below, is
entered into by and among:

Tato Smlouva s centrem klinické studie (dale
jen ,smlouva“), uzavfena ke dni data
posledniho  podpisu (dale jen ,datum
posledniho podpisu") a vstupuijici v platnost
tak, jak je stanoveno v bodu 25 nize, se
uzavira mezi témito stranami:

Fakultni nemocnice Brno, located at Jihlavska
20, Brno, 625 00, Czech Republic, registration
CZ65269705,

No: 65269705, VAT No:

executive director:
("Institution”),

nar.
, bytem
lékar Interni
hematologické a onkologické kliniky Fakultni

nemocnice Brno ("Investigator"),

Fakultni nemocnice Brno, se sl'dlem na adrese
Jihlavska 20, Brno, 625 00, Ceska republika,
IC: 65269705, DIC: CZ65269705, jednajici:
- feditel (dale jen

»zdravotnické zarizeni"),

nar.
, bytem
lékar Interni
hematologické a onkologické kliniky Fakultni

nemocnice Brno (dale jen ,zkousejici I€kar™)

and

a

Pharmaceutical Research Associates CZ, s.r.o.,
located at Jankovcova 1569/2c, Praha 7, 170
00, Czech Republic, company ID number:
27636852, TAX ID number: CZ27636852, the
limited liability company duly registered in the
Commercial Register of the Czech Republic
maintained by the Municipal Court in Prague,

Section C, Entry 120574, represented by
I o.thorized

representative based on power of attorney
("CRO"),

Pharmaceutical Research Associates CZ, s.r.o.,
se sidlem na adrese _Jankovcova 1569/2c,
Praha 7, 170 00, Ceska republika, IC:
27636852, DIC: (CZ27636852, spoleCnost s
ruenim omezenym fadné zapsana v
Obchodnim rejstfiku Ceské republiky vedeném
Méstskym soudem v Praze, oddil C, viozka

120574, zastoupenou | KKGGTTGE
B oo.<icnou 2éstupkyni na

zakladé pIné moci (dale jen ,CRQO"),

for the purpose of conducting the clinical
research (the “Study”) described in the
protocol entitled “A Phase 2, Open-Label Study
of Ixazomib+Daratumumab+Dexamethasone
(IDd) in Relapsed and/or Refractory Multiple
Myeloma (RRMM)”, C16047 (the “Protocol”),
on behalf of Millennium Pharmaceuticals,
Inc, a wholly owned subsidiary of Takeda
Pharmaceutical Company Limited,
Address: 40 Landsdowne Street, Cambridge
MA 02139, USA, VAT No: 04-3177038
("Sponsor”) to study the effects of the
Sponsor’s drug Ixazomib (the Takeda Study
Drug(s)”). With respect to the rights and

pro Ucely provedeni klinického vyzkumu (dale
jen klinické hodnoceni*) popsaného v
protokolu s nazvem Oteviend studie faze 2
hodnotici kombinaci  pfipravkd  ixazomib,
daratumumab a dexametazon (IDd) u
pacientd s relabujicim a/nebo refrakternim
mnohocetnym myelomem (RRMM)", C16047
(dale jen ,protokol"), jménem spolecnosti

Millennium Pharmaceuticals, Inc, piné
vlastnéné spolecnosti Takeda
Pharmaceutical Company Limited,

Adresa: 40 Landsdowne Street, Cambridge MA
02139, USA, DIC: 04-3177038 (dale jen
,zadavatel"), za Ulelem studia ucinkd léku
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obligations of the Sponsor hereunder, CRO is
acting by virtue of a Delegation Letter.

zadavatele Ixazomib (dale jen ,hodnoceny(é)
pripravek(y) spolecnosti Takeda"“). Vzhledem
k praviim a povinnostem zadavatele
vyplyvajicim z této smlouvy jedna CRO na
zakladé povérovadi listiny.

For good and valuable consideration, receipt
of which is hereby acknowledged, Institution,

Za radné a primérené protiplnéni, jehoz prijeti
se timto uzndva, se zdravotnické zafizeni,

Investigator and CRO hereby agree as follows: | zkousSejici |ékaf a CRO timto dohodli
nasledovné:

1. The Study. 1. Klinické hodnoceni.

(@) The Protocol is hereby incorporated by | (a) Protokol je do tohoto dokumentu

reference and shall govern the conduct of the
Study. 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.

zaclenén odkazem a bude rozhodujici pro
provadéni klinického hodnoceni. CRO, fizena
zadavatelem, bude mit pravo obcas upravovat
anebo doplfiovat protokol v  souladu
s jakymikoli/véemi  pravnimi  predpisy po
pisemném oznameni zkousejicimu lékafi anebo
zdravotnickému zafizeni.

(b) Institution and Investigator shall be
responsible for the conduct of the Study at the
location identified on the signature page below
("Site”) by performing or causing to be
performed those clinical research activities and

(b) Zdravotnické zafizeni a zkousejici |ékar
budou zodpovidat za provadéni klinického
hodnoceni na misté uréeném nize na strance
s podpisy (dale jen ,centrum“), a to tak, ze
provede nebo zajisti provedeni Ukonl a testl

tests described in the Protocol. vramci klinického vyzkumu, které jsou
popsany v protokolu.
(©) The budget attached hereto as Exhibit | (c) Rozpocet pripojeny k tomuto

A and Exhibit A-1 (“"Budget”) sets forth all of
the payments that CRO, on behalf of Sponsor,
shall pay Institution for the conduct of the
Study. If the Protocol is amended or CRO
issues written amendments and/or written
instructions that increase or decrease the cost
or time of performance of the Study, CRO and
Institution shall agree to amend the budget
accordingly.

dokumentu jako Priloha A a Priloha A-1 (dale
jen ,rozpocet") uvadi veskeré platby, které
CRO jménem zadavatele vyplati
zdravotnickému  zafizeni za  provedeni
klinického hodnoceni. Pokud dojde ke zménam
protokolu formou dodatkli nebo pokud CRO
vyda pisemné dodatky anebo pisemné pokyny,
které zvysSuji nebo snizuji naklady nebo Cas,
které jsou potrebné k provedeni klinického
hodnoceni, CRO a zdravotnické zafizeni se
dohodnou na odpovidajici Upravé rozpoctu.

(d) Institution and Investigator shall
comply with, and each of them shall cause
their respective employees, agents and
contractors to comply with, all of the terms
and requirements of this Agreement and the

(d)  Zdravotnické zafizeni a zkousSejici lékar
budou dodrZovat veskeré podminky a
pozadavky této smlouvy a protokolu. Zaroven
zajisti, aby je dodrzovali i jejich jednotlivi
zaméstnanci, zastupci a  dodavatelé.
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Protocol. Neither Institution nor Investigator
shall make any changes to the Protocol or
deviate therefrom without the prior written
consent of the CRO. If any term of this
Agreement regarding the medical or scientific
conduct of the Study is in conflict with any
term of the Protocol, the Protocol shall control.
For all other matters, this Agreement shall
control.

Zdravotnické zarizeni ani zkousejici lékar
nebudou provadét zadné zmény v protokolu
ani se od néj nebudou odchylovat bez
predchoziho pisemného souhlasu CRO. Pokud
se jakékoli ustanoveni této smlouvy tykajici se
lékarské nebo veédecké stranky provadéni
klinického hodnoceni dostane do rozporu s
libovolnym ustanovenim protokolu, rozhoduijici
bude protokol. Ve vSech ostatnich pripadech
bude rozhodujici tato smlouva.

(e) If Institution uses any premises or
facility other than the Site to perform all or
any portion of the Study or to provide services
or specified procedures as required by the
Protocol (each a “Facility”), then with respect
to each Facility, Institution:

(e) Pokud zdravotnické zafizeni pouzije
jiné prostory nebo pracovisté, nez je centrum,
k provedeni celého klinického hodnoceni nebo
jakékoli jeho casti nebo k poskytnuti sluzeb
nebo vykonani  specifikovanych  Ukon(
vyzadovanych protokolem (kazdé z nich dale
jen ,pracovisté"), pak zdravotnické zafizeni
v souvislosti s kazdym pracovistém provede
nasleduijici akce:

(i) Shall obtain prior written | (i) Predem ziska pisemny souhlas
approval from the Sponsor to use the Facility; | zadavatele s pouZitim pracovisté;
(i) Shall obtain prior written | (ii) Predem ziska pisemny souhlas

consent from the Facility to participate in the
Study;

pracovisté s Ucasti v klinickém hodnoceni;

(iii) Shall remain fully responsible
for all work performed or services provided by
or at the Facility; and

(iii) Nadale ponese plhou
zodpovédnost za vSechny provedené prace
nebo sluzby, poskytované pracovistém nebo
provadéné na pracovisti; a

(iv) Represents and certifies to
Sponsor and CRO that Institution will hold
Facility to terms at least as stringent as those
to which Institution is bound hereunder,
specifically with regard to the conduct of the
Study, including but not limited to, Takeda
Study  Drug use, record retention,
confidentiality, @ data and  publications
obligations, inventions, personal data, and

publicity.

(iv) Prohlasuje a osvédCuje
zadavateli a CRO, ze zdravotnické zafizeni
zavaze pracovisté k podminkam prinejmensim
tak prisnym, jakymi je vazano zdravotnické
zarizeni, konkrétné s ohledem na provadéni
klinického hodnoceni, mimo jiné vcetné pouziti
hodnoceného pripravku spolecnosti Takeda,
uchovavani zaznamd, dlvérnosti, zavazkdl
ohledné dat a publikaci, vynalezli, osobnich
udajb a publicity.

() Sponsor registers its studies on
www.clinicaltrials.gov in accordance with the
US. Food and Drug Administration
Amendments Act of 2007 (Public Law 110-85).

) Zadavatel registruje sva  klinicka
hodnoceni na strankach www.clinicaltrials.gov
v souladu s novelou amerického zakona o
Ufadu pro kontrolu potravin a IéCiv z roku
2007 (Food and Drug Administration
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Amendments Act of 2007) (ustanoveni
verejného prava ¢. 110-85).
2. General Obligations of Investigator. 2. Obecné zavazky zkousejiciho Iékare.
(@)  The Investigator shall be responsible | (a) Zkousejici |ékar bude odpovédny:
for:
(i) serving as the Principal | (i) za vykonavani funkce hlavniho
Investigator as contemplated in Act No | zkouSejiciho tak, jak je uréena zakonem C.

378/2007 Coll., on pharmaceuticals and on
amendments to some related acts, as
amended (“Act on Pharmaceuticals”), Decree
No 226/2008 Coll., on good clinical practice
and detailed conditions of clinical trials on
medicinal products, as amended (the
“Decree”) and Act No 372/2011 Coll., on
health services and the terms and conditions
of the provision thereof (“Health Services
Act”), and as defined in the ICH Guidelines, as
defined below, for the Study

378/2007 Sb., o léfivech a o zménach
nékterych souvisejicich zakonl (zakon o
lécCivech), ve znéni pozdéjsich predpisti (dale
jen ,zakon o lécivech"), vynosem ¢. 226/2008

Sb., o spravné Kklinické praxi a blizSich
podminkach klinického hodnoceni Ilécivych
pripravkl, v platném znéni (ddle jen

»vyhlaska") a zakonem ¢&. 372/2011 Sb., o
zdravotnich sluzbach a podminkach jejich
poskytovani (dale jen ,zdkon o zdravotnich
sluzbach"), a tak, jak jsou definovany v nize
uréenych pokynech ICH pro klinické hodnoceni

(i) promptly submitting to CRO, a
curriculum vitae for Investigator and any sub-
investigator;

(ii) za  neprodlené  predlozeni
Zivotopisu zkousejiciho lékare a jakéhokoli
spoluzkousejiciho CRO;

(iii) for the purposes of the U.S.
regulatory requirements, promptly signing and
submitting to CRO a Certificate of Financial
Disclosure, the form of which will be provided
by CRO, together with a similar signed
Certificate for any sub-investigator, and
promptly notifying CRO in writing if any
relevant changes occur in the information
included in such Certificate(s) during the Study
or during the twelve (12) month period
immediately following the completion of the
Study at the Site;

(iii) pro Ucely regulacnich
pozadavkll v USA za neprodlené podepsani
osvédcéeni o zverejnéni financnich informaci
(formular tohoto osvédceni doda CRO), jeho
predlozeni CRO spolu s podobnym
podepsanym osvédcenim vsech
spoluzkousejicich a neprodlené pisemné
vyrozuméni CRO, dojde-li béhem tohoto
klinického hodnoceni nebo béhem obdobi
dvanacti  (12) mésicd, které budou
bezprostredné nasledovat po dokonceni
klinického hodnoceni v centru, k jakymkoli
relevantnim zménam informaci uvedenych
v tomto (téchto) osvédceni(ch);

(iv) pursuant to U.S. regulatory
requirements promptly signing and submitting
to CRO, a statement of investigator, the form
of which will be provided by CRO (“Statement
of Investigator”);

(iv) v souladu s regulacnimi
pozadavky v USA za neprodlené podepsani
Prohlaseni zkousejiciho Iékare (formular tohoto
prohlaseni doda CRO) a jeho predlozeni CRO
(dale jen ,,Prohlaseni zkousejiciho Iékare");

(v)

obtaining prior to commencing

za ziskani priznivého posudku

(v)
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the Study, the favorable opinion of the
respective Ethics Committee “EC”) of the
Protocol and any amendments thereto;

prislusné etické komise (dale jen ,EK")
k protokolu a jakymkoli dodatkdm k nému
jesté pred zahajenim klinického hodnoceni;

(vi) obtaining the written approval
of CRO and Sponsor and the favorable opinion
of the EC of:

(vi) za ziskani pisemného souhlasu
CRO a zadavatele a priznivého posudku EK
pro:

1) the form of informed
consent (“Informed Consent”) signed by
subjects enrolling in the Study;

(1) formuldf informovaného
souhlasu (dale jen ,informovany souhlas"),
ktery pacienti podepiSi pfi zarazeni do
klinického hodnoceni;

(2) the authorization (either
separately or included in the Informed
Consent), signed by or on behalf of such
subject permitting the transfer of health and
other personal information pursuant to the
applicable laws, regulations and guidelines
("Subject Authorization”);

(2) povoleni (bud’
samostatné, nebo vramci informovaného
souhlasu), podepsané kazdym pacientem nebo
jeho jménem, které dovoluje prenos
zdravotnich a jinych osobnich informaci
v souladu s platnymi zakony, predpisy a
pokyny (dale jen ,povoleni pacienta“);

3) the content of any
communication soliciting subjects for the
Study before placement, including, but not
limited to, newspaper and radio
advertisements, direct mail pieces, Internet
advertisements or communications, and
newsletters, which communications must
comply with applicable laws, regulations and
guidelines; and

(3) obsah jakéhokoli sdéleni
ohledné obstaravani pacientd klinického
hodnoceni pred umisténim, mimo jiné vcetné
reklamy v novinach a rozhlasu, primych
postovnich zasilek, internetové reklamy nebo
sdéleni a informacnich bulletind, pfi¢emz tento
obsah musi byt v souladu s prislusnymi
zakony, predpisy a pokyny; a

4) any further documents
related to the Study and requested by
applicable laws and/or EC.

4) jakékoli dalsi dokumenty
souvisejici s klinickym  hodnocenim  a
pozadované podle pfislusnych zakonl anebo
ze strany EK.

(vii) personally conducting or | (vii) za osobni provadéni klinického
supervising the Study at the Site; hodnoceni v centru nebo za dohled nad nim;

(viii) fully cooperating with Sponsor | (viii) za plnou  spolupraci se
and CRO in the conduct of the Study, | zadavatelem a CRO pii provadéni klinického

including, without limitation, permitting Site
visits, preparing and submitting case report
forms and all other reports required by the
Protocol and applicable laws on a timely basis
given by the Protocol and applicable laws on a
timely basis and providing access to Study
Records (defined below); and

hodnoceni, mimo jiné vcetné povoleni navstév
centra, v€asnou pripravu a odesilani formulard
pro individualni zaznam subjektu hodnoceni a
vSech dalSich zprav vyzadovanych podle
protokolu a platnych zakonl v ¢asovém ramci
daném protokolem a prisluSnymi zakony a
umoznéni pristupu k zaznamim z klinického
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hodnoceni (definovanym nize); a

(ix) compliance with the procedures
stipulated by the Protocol and applicable laws
on recording and reporting of all Study-related
reports, including, without limitation, ensuring
the accuracy, completeness, legibility and
timeliness of the reported data.

(ix) za soulad S postupy
stanovenymi protokolem a prislusSnymi zakony
0 zaznamenavani a hlaseni vSech zprav
souvisejicich s klinickym hodnocenim, mimo
jiné vcetné zajisténi presnosti, Uplnosti,
Citelnosti a vCasnosti hlasenych udajd.

No changes to the documents above shall be
made without prior Sponsor or CRO approval
in writing.

Bez predchoziho  pisemného  souhlasu
zadavatele nebo CRO nesmi byt provadény
Zadné zmény vySe zminénych dokumentd.

(b) Institution and Investigator shall
comply with, and each of them shall cause
their respective employees, agents, sub-
contractor(s) or other personnel participating
in the conduct of the Study, to comply with:

(b) Zdravotnické zafizeni a zkousejici Iékar
budou dodrZovat a kazdy z nich zajisti, aby
jejich  jednotlivi  zaméstnanci,  zastupci,
subdodavatelé nebo dalSi clenové personalu
Ucastniciho se provadéni klinického hodnoceni
dodrzovali:

(i) all requirements of the Protocol
and any amendments or supplements thereto
which are communicated in writing as
contemplated above;

(i) vSechny pozadavky protokolu a
veskeré jeho dodatky a dopliky, které budou
sdélovany pisemné, jak je uvedeno vyse;

(i) all conditions specified in the
Statement of Investigator and/or EC opinion;

(i) vSechny podminky uvedené v
Prohlaseni zkousejiciho lékare anebo posudku
EK;

(iii) all  applicable laws and
regulations, including without limitation, the
Act on Pharmaceuticals and the Decree;

(iii) vSechny platné zakony a
predpisy, mimo jiné vcetné zakona o lécivech
a vyhlasky;

(iv) Good Clinical Practice | (iv) pokyny pro spravnou Kklinickou
Guidelines; praxi;
(V) the ICH Harmonized Tripartite | (v) tfistranné pokyny Mezinarodni

Guideline for Good Clinical Practice (“ICH
Guidelines”); and

konference pro harmonizaci spravné Kklinické
praxe (dale jen ,pokyny ICH"); a

(vi) all other relevant guidances
relating to medicines and clinical trials from
time to time in force.

(vi) vSechny  ostatni  relevantni
pokyny souvisejici s 1éCivy a klinickymi
hodnocenimi platnymi v daném okamziku.

(©) Investigator acknowledges that he/she: | (c) Zkousejici Iékar potvrzuije, Ze:
0] has read and understands all | (i) si precetl vSechny informace v
information in the Investigator's Brochure | souboru informaci pro zkousejiciho, ktery

provided to Investigator by Sponsor or CRO,

zkousejicimu Iékari dodal zadavatel nebo CRO,
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including the potential risks and side effects of
the Takeda Study drug(s) which are the
subject of the Study; and

a rozumi jim, vcéetné potencidlnich rizik a
vedlejsich acinkd hodnoceného(ych)
pripravku(l) spolecnosti Takeda, které jsou
predmétem tohoto klinického hodnoceni; a

(i) consents to the disclosure by
CRO or Sponsor of certain financial
information concerning Investigator and/or
any sub-investigator to the U.S. Food and
Drug Administration ("FDA") and, if required,
other regulatory authorities.

(ii) souhlasi s tim, ze CRO nebo
zadavatel preda urcité financni informace
tykajici se zkousejiciho Iékare anebo jakéhokoli
spoluzkousejiciho americkému Ufadu pro
kontrolu potravin a Ié¢iv (Food and Drug
Administration, dale jen ,,FDA") a na vyzadani i
jinym regulacnim organtim.

3. Study Initiation and Subject | 3. Zahajeni  klinického hodnoceni a
Enrollment. zarazeni pacientti do hodnoceni.

(@) If Sponsor or CRO requests, | (a) Pokud si to zadavatel nebo CRO
Investigator shall attend and participate in an | vyzada, zkousejici 1ékar se dostavi a zucastni
investigator’s meeting or other initiation | se setkani zkousejicich Iékafl nebo jiného
meeting, provided Sponsor or Sponsor’s | zahajovaciho setkani, za predpokladu, ze
designee will reimburse Investigator for | zadavatel nebo zadavatelem povérena osoba

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. Sponsor or Sponsor’s designee shall
make such reimbursements within thirty (30)
days of receiving reasonable documentation of
such expenses.

uhradi zkousejicimu |ékafi pfimérené a
nezbytné naklady na cestovani a ubytovani
vzniklé v dlsledku ucasti na takovém
setkani(ch). Uctenky za ucast na takovém
setkani(ch) musi byt predloZzeny zadavateli
nebo zadavatelem povérené osobé do Sedesati
(60) dni od data setkani. Zadavatel nebo
zadavatelem povérena osoba provede tuto
Uhradu do trficeti (30) dni od obdrzeni
primérenych dokladl o téchto vydaijich.

(b) Institution and Investigator
acknowledge that Sponsor and CRO reserve
the right to limit entry or enrollment of
subjects at any time.

(b) Zdravotnické zafizeni a zkousejici Iékar
potvrzuji, ze si zadavatel a CRO vyhrazuji
pravo kdykoli omezit vstup nebo zarazovani
pacientd.

(c) Neither Institution nor Investigator
shall permit the payment of any fees to
another physician for the referral of subjects.

(c) Ani zdravotnické zafizeni, ani zkousSejici
lékar nedovoli vyplaceni jakychkoli poplatk
jinému lékati za doporuceni pacientd.

(d) No subject may be enrolled in the
Study without the Investigator first obtaining:

(d)  Zadny pacient nesmi byt zafazen do
klinického hodnoceni, dokud zkousejici lékar
nejprve neziska:

() an approved Informed Consent
signed by or on behalf of each subject; and

(i) schvaleny informovany souhlas,
podepsany pacientem nebo jeho jménem; a
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(i) an approved Subject | (ii) schvalené povoleni pacienta.
Authorization.
(e) Investigator shall exclude from the | (e) Zkousejici  1ékar vylouci  z klinického
Study any subject who is simultaneously | hodnoceni jakéhokoli pacienta, ktery je
enrolled in any other clinical trial or study | souCasné zafazen do jakéhokoli jiného
unless Sponsor specially consents in writing to | klinického hodnoceni nebo studie, pokud
such enrollment. zadavatel neposkytne specidlni pisemny

souhlas s takovym zafazenim.

4. Takeda Study | 4. Hodnoceny(é) pripravek(y) spolecnosti

Drug(s)/Supplies/Biological Samples.

Takeda/spotiebni material/biologické vzorky.

(@ CRO or another duly authorized agent
of Sponsor, shall supply Institution or
Investigator, at Sponsor’s expense, with the
Takeda Study Drug(s) described in the
Protocol. In addition, Sponsor may also supply
Institution with other drug(s)/medication
required to perform the Study]. All
drug(s)/medication provided for the Study will
be used solely in accordance with the Protocol
and may not be used for any other purposes.
Institution and Investigator shall comply with
all laws and regulations governing the storage,
disposition or destruction of the Takeda 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.

(a) CRO nebo jiny fadné povéreny
zastupce zadavatele bude dodavat
zdravotnickému zafizeni nebo zkousSejicimu
lékafi na naklady zadavatele hodnoceny(é)
pripravek(y) spolecnosti Takeda popsany v
protokolu. Dale také mize zadavatel dodavat
zdravotnickému zarizeni jiny léCivy
pripravek(y)/léCiva potfebna pro provedeni
klinického  hodnoceni.  VSechny  [éCivé
pripravky/léciva dodana pro potreby klinického
hodnoceni se budou pouzivat v souladu
s protokolem a nesmi se pouzivat pro zadné
jiné Ucely. Zdravotnické zafizeni a zkousSejici
lékaf budou dodrzovat vSechny zakony a
predpisy, kterymi se bude Fidit uchovavani,
vydavani nebo likvidace hodnoceného(ych)
lécCivého(ych) pripravku({) spolecnosti Takeda
a jakéhokoli jiného Iécivého pripravku({)/Iéciva
dodaného pro potieby klinického hodnoceni a
veskeré pokyny CRO, které nejsou v rozporu
s témito zakony a predpisy.

(b) Sponsor also shall provide, at Sponsor’s
expense, “study supplies” for the collection of
blood, urine, and other biologics (e.g., vials,
needles, syringes, etc.) and the method for
the recording of Study data.

(b) Zadavatel také na své naklady
poskytne ,spotfebni material pro klinické
hodnoceni® pro odbéry krve, moci a jinych

biologickych materidll (napf. zkumavky, jehly,
injekéni  strikacky atd.) a metodu pro
zaznamenavani dat v klinickém hodnoceni.

(©) “Biological Samples” means blood, fluid
and tissue samples collected from subjects
enrolled in the Study, including any tangible
materials derived from such samples. The
Institution and Investigator will collect, retain,
use and transfer Biological Samples only in

(©) Pojem ,biologické vzorky" oznacuje
vzorky krve, tekutin a tkani, odebrané
pacientim zafazenym do tohoto klinického
hodnoceni, vcetné jakychkoli hmotnych
materiald odvozenych od téchto vzorkd.
Zdravotnické zarizeni a zkousSejici lékar budou
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accordance with the Protocol and the
applicable Informed Consent. Institution and
Investigator will not collect or reserve
additional quantities of Biological Samples for
use in research not described in the applicable
Protocol. Upon completion or termination of
the Study, Institution and Investigator will
deliver or dispose of the Biological Samples
according to Sponsor's instructions and/or any
relevant provisions in the Protocol.

odebirat, uchovavat, pouzivat a prepravovat
biologické vzorky pouze v souladu
s protokolem a pfisluSnym informovanym
souhlasem. Zdravotnické zafizeni ani zkousejici
lékaf nebudou odebirat ani vyhrazovat
dodatecna mnozstvi biologickych vzorkl pro
pouziti ve vyzkumu, ktery neni popsan
v prislusném protokolu. Po dokonceni nebo
pred¢asném ukonceni klinického hodnoceni
zdravotnické zarfizeni a zkousejici lékar dodaji
nebo zlikviduji biologické vzorky podle pokyn{
zadavatele  anebo podle relevantnich
ustanoveni v protokolu.

(d)

(d)

The Institution will authorize an employee
appropriately qualified to act as the delegated
pharmacist (the “Delegated Pharmacist”) to
secure proper handling of the Takeda 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 Takeda
Study Drug is maintained in the pharmacy.
Procedures for handling the Takeda Study
Drug will be communicated by a CRO monitor

Zdravotnické zarizeni povéfi zaméstnance s
prislusnou  kvalifikaci, aby pdsobil jako
povéreny lékarnik (dale jen ,povéreny
lékarnik") a zajistil spravné zachazeni s
hodnocenym pripravkem spoleCnosti Takeda a

jakymikoli souvisejicimi  1éCivy  pouzivanymi
v klinickém  hodnoceni (vCetné placeba),
v souladu s protokolem, spravnou

farmaceutickou praxi a vyhlaskou, béhem
doby, kdy je hodnoceny pripravek spolecnosti
Takeda uchovavan v lékarné. Postupy pro

to the Delegated Pharmacist.] zachazeni s  hodnocenym  pripravkem
spoleCnosti  Takeda  sdéli  povérenému
lékarnikovi monitor CRO.]

5. Study Records. 5. Zaznamy z klinického hodnoceni.

(@) The term “Study Records” shall mean, | (a) Pojem  ,zdznamy z  klinického

collectively, all documentation and other | hodnoceni* bude souhrnné znamenat veskerou

records (whether in written or electronic
format) related to the conduct of the Study,
including, without limitation, documentation
and records concerning:

dokumentaci a jiné zaznamy (at’ uz v pisemné
Ci elektronické podobé), které souviseji s
provadénim klinického hodnoceni, mimo jiné
véetné dokumentace a zaznamdl, které se
tykaiji:

0] the Site;

0

centra;

(i) the solicitation,  screening,
evaluation, enroliment and testing of subjects
(including the relevant portions of other

(i) naboru, screeningu, hodnoceni,
zarazovani a testovani pacientl (vCetné
relevantnich Casti jinych pfislusnych zaznam
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pertinent records concerning such subjects); tykajicich se téchto pacient();
(iii) the procedures, tests and other | (jii) postupl, vySetfeni a jinych
activities performed during the Study; and ukonl  provadénych  béhem  klinického
hodnoceni; a
(iv) all financial records related to | (iv) vSech  financnich  zaznamdi
the conduct of the Study. souvisejicich s provadénim klinického
hodnoceni.
(b) All Study Records must be retained for | (b) VSechny  zdznamy z  klinického

the longer of: 15 years from the end of the
Sstudy at the Ssite. If the Ssponsor is going to
continue in retention after the end of this
period, the Sponsor will inform the
siteInstitution during close- out visit.

hodnoceni musi byt uchovavany po obdobil5-
ti let od ukonleni studie na centru. Pokud
zadavatel bude po konci této doby v
uchovavani  pokraCovat, bude centrum
informovat pri close- out navstéve.

6. Compensation. Sponsor, through CRO,
shall provide financial support for the Study in
accordance with this Section and the
provisions set forth in the Budget.

6. Odména. Zadavatel prostrednictvim
CRO poskytne financni podporu pro klinické
hodnoceni v souladu s timto bodem a
ustanovenimi uvedenymi v rozpoctu.

(@) The Budget indicates the maximum
amount that will be paid for the conduct of the
Study. The estimated value of financial
payment under this Agreement shall be
approximately CZK 824 178. Unless the parties
otherwise consent in writing, all compensation
and payments shall be made directly to
Institution.

(a) Rozpocet stanovi maximalni castku,
ktera bude vyplacena za provadéni klinického
hodnoceni. Odhadovana hodnota financni
Uhrady podle této smlouvy bude priblizné 824
178 KC. Pokud se strany pisemné nedohodnou
jinak, vSechny odmény a platby budou
poukazany primo zdravotnickému zafizeni.

(b) When data is reviewed during a
scheduled Site visit by CRO, Investigator shall
have all reasonably available data obtained
through the preceding day complete and ready
for evaluation. CRO reserves the right to
withhold payment for data not received by
CRO within ten (10) business days after the
Site visit, except in circumstances where data
is delayed or not received through no fault of
Institution or Investigator, or in situations
beyond the Institution and Investigator's
control.

(b) Kdyz bude CRO v prlbéhu planované
navstévy centra kontrolovat data, zkousejici
lékaf bude mit k dispozici veSkera rozumné
dostupna data, ziskana v priibéhu predchoziho
dne, ktera budou Uplnd a pripravena k
vyhodnoceni. CRO si vyhrazuje pravo zadrzet
platbu za data, ktera CRO neobdrzi do deseti
(10) pracovnich dni po navstévé centra,
s vyjimkou prfipadd, kdy dojde ke zpozdéni
predani nebo nepredani dat bez zavinéni
zdravotnického zafizeni nebo zkouSejiciho
lékare  nebo  situaci mimo  kontrolu
zdravotnického zafizeni a zkousejiciho lékare.

(c) No deductions for taxes of any kind | (c) Z plateb vyplacenych podle této
shall be made from any payments paid | smlouvy nebudou strhavany Zzadné dané.
C16047
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hereunder. Payment of all applicable taxes
shall be the sole responsibility of the payee
hereunder.

Platba veskerych pfislusnych dani bude
vyhradni odpovédnosti prijemce platby podle
této smlouvy.

(d) Institution shall be solely responsible
for all financial arrangements with Investigator
and/or the Study staff, including the Delegated
Pharmacist, for their conduct of the Study. In
no event shall Sponsor or CRO be responsible
for making any payments to Investigator.

(d) Zdravotnické zarizeni ponese vyhradni
odpovédnost za veskera financni ujednani se
zkousejicim Iékafem anebo tymem klinického
hodnoceni, vcetné povéreného Iékarnika,
ohledné provadéni klinického hodnoceni.
Zadavatel ani CRO nebudou v Zadném ptipadé
zodpovédni za zadné platby zkousSejicimu
lékari.

(e) Institution and Investigator each
hereby acknowledge that any compensation

(e) Zdravotnické zarizeni a zkousejici Iékar
timto potvrzuji, Ze jakakoli odména vyplacena

paid by Sponsor or CRO to Institution: zadavatelem nebo CRO zdravotnickému
zarizeni:

(i) constitutes fair market value for | (i) predstavuje spravedlivou trzni

services performed hereunder; hodnotu sluzeb provadénych podle této
smlouvy;

(i) is not given in exchange for any | (ii) neni vyplacena na oplatku za

explicit or implicit agreement by Institution or
Investigator to recommend or provide
favorable status for any of Sponsor’s products
or to influence Institution’s or Investigator’s
formulary, prescribing or dispensing decisions;
and

jakoukoli pfimou ¢i nepfimou dohodu ze strany
zdravotnického zarizeni nebo zkouSejiciho
lékare o doporucovani nebo poskytovani
souhlasného  stanoviska k  jakymkoli
pripravklm zadavatele nebo o ovliviiovani
seznamu predepisovanych pripravkd,
predepisovani nebo vydavani Iékl ze strany
zdravotnického zafizeni nebo zkouSejiciho

lékare; a
(iii) does not take into account the | (iii) nezohlednuje  objem  nebo
volume or value of any referrals generated by | hodnotu doporuceni vytvorenych

Institution or Investigator.

zdravotnickym zafizenim nebo zkousejicim
lékarem.

® 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. 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 with the exception
of third party payors. Neither Institution nor
Investigator will seek reimbursement from any

) U vSech sluzeb vyzadovanych
protokolem, u nichz zadavatel souhlasil s
poskytnutim financni odmény, bude zadavatel
prostrednictvim CRO vyhradnim zdrojem této
odmény. Zadna cast klinického hodnoceni
nebude financovana z prostredkd jakékoli treti
strany, a to mimo jiné vcetné financnich
prostfredkd od vlady nebo vladniho Gfadu, bez
predchoziho pisemného souhlasu zadavatele, s
vyjimkou tretich stran, které jsou platci.
Zdravotnické zarfizeni ani zkousejici lékar
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government healthcare program or third party
payor for amounts paid by or on behalf of
Sponsor, or for any materials that were
provided by or on behalf of Sponsor at no cost
to Institution or Investigator (such as the
Takeda Study Drug).

nebudou usilovat o finan¢ni nahradu ze
statnich zdravotnickych program nebo od
platcl tretich stran za castky vyplacené
zadavatelem nebo jeho jménem ani za
material, ktery zdravotnické zafizeni nebo
zkousejici lékar ziskali od zadavatele nebo jeho
jménem bez uplaty (napfiklad hodnoceny
pripravek spolecnosti Takeda).

(9) To be eligible for payment, all Protocol
procedures must have been performed in full
compliance with the Protocol and this
Agreement, and the data submitted must be
complete and correct. For data to be complete
and correct, each subject must have signed an
EC-approved Informed Consent, a Subject
Authorization, if separate from the Informed
Consent, and all procedures designated in the
Protocol must have been carried out on a
“best efforts” basis, with all omissions
satisfactorily explained.

(9) Podminkou zpUsobilosti k platbé je, Ze
musi byt provedeny vSechny postupy podle
protokolu zcela v souladu s protokolem a touto
smlouvou a ze poskytnutd data musi byt GpIna
a spravna. Aby byla data Uplnd a spravng,
musi mit kazdy pacient podepsany dokument
informovaného souhlasu schvaleny etickou
komisi (EK), povoleni pacienta, pokud je tento
dokument samostatny a neni soucasti
informovaného souhlasu, a vsSechny ukony
uvedené v protokolu musi byt provedeny ,s
maximalnim Gsilim* a vSechna vynechani
jakychkoli Ukonl musi byt uspokojivé
vysvétlena.

(h) Institution and Investigator understand
that CRO will report the compensation paid
under this Agreement to Sponsor, and Sponsor
will report such payments to the extent
Sponsor, in its sole opinion, believes that it is
required to do so by applicable Ilaws,
regulations or industry practice codes.

(h) Zdravotnické zafizeni a zkousejici 1ékar
jsou srozuméni s tim, Ze CRO nahlasi
zadavateli odmény vyplacené podle této
smlouvy, a zadavatel bude tyto platby hlasit v
rozsahu, v némz se podle svého vyhradniho
nazoru domniva, Ze je k tomu povinen podle
prislusnych zakond, predpisG nebo kodexd
oborové praxe.

7. Inspections and Audits.

7. Inspekce a audity.

(@) Sponsor and CRO (and any duly
authorized agents of either of them) shall have
the right, upon reasonable notice and at
mutually agreeable times, to inspect the Site
and Study Records of Investigator, Institution,
any sub-investigator and any employee, agent
or contractor of any of them.

(a) Zadavatel a CRO (a vSichni fadné
povéreni zastupci kteréhokoli z nich) budou
mit pravo po dostatecné predem oznameném
upozornéni a ve vzajemné ujednanych
terminech provést kontrolu centra a zaznamd z
klinického hodnoceni u zkousejiciho |ékare,
zdravotnického zarizeni, jakéhokoli
spoluzkousejiciho a veskerych zaméstnancd,
zastupcl ¢i dodavatelll kteréhokoli z nich.
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(b) Government  agencies or  other
appropriate regulatory authorities (whether
local or foreign), including but not limited to
the State Institute for Drug Control ("SUKL"),
as well as the EC, shall have the right to
inspect, at any time, the Site and Study
Records of Investigator, Institution, any sub-
investigator and any employee, agent or
contractor of any of them. Institution and/or
Investigator shall promptly (in advance, when
practicable) notify Sponsor of any audit or
inspection by a regulatory authority or EC
related to the Study, and when practicable,
will permit Sponsor or its designee to be
present at such audit or inspection. Upon
CRO's or Sponsor’s request, Institution and
Investigator shall provide CRO and/or Sponsor
copies of any information directly related to
the Study requested by, provided to or
received by any local and/or foreign regulatory
agency.

(b) VIadni dfady nebo jiné prislusné
regulacni organy (at' uz mistni ¢i zahranicni),
mimo jiné véetné Statniho Ustavu pro kontrolu
lé¢iv (dale jen ,SUKL") a EK, budou mit pravo
kdykoli provést kontrolu centra a zaznamd z
klinického hodnoceni u zkousejiciho |ékare,
zdravotnického zarizeni, jakéhokoli
spoluzkousejiciho a u veskerych zaméstnanct,
zastupcl ¢i dodavateld kteréhokoli z nich.
Zdravotnické zafizeni anebo zkouSejici lékar
budou neprodlené (predem, pokud to bude
mozné) informovat zadavatele o jakémkoli
auditu nebo kontrole ze strany regulacniho
organu nebo EK souvisejici s klinickym
hodnocenim, a pokud to bude mozné, umozni
zadavateli nebo jim povérené osobé zucastnit
se takového auditu ¢i kontroly. Na zadost CRO
nebo zadavatele preda zdravotnické zarizeni a
zkousejici lékaf CRO anebo zadavateli kopie
veskerych informaci pfimo souvisejicich s
klinickym hodnocenim, které vyzaduje jakykoli
mistni anebo zahrani¢ni regulacni Urad,
pfipadné které takovému organu byly
poskytnuty nebo od néj prijaty.

(c) Information obtained from inspections
by or on behalf of Sponsor may be shared
among Sponsor and CRO and their respective
affiliates, business partners and
representatives.

(c) Informace ziskané z kontrol ze strany
zadavatele nebo jeho jménem mohou byt
sdileny mezi zadavatelem a CRO a jejich
prislusnymi pridruzenymi subjekty, obchodnimi
partnery a zastupci.

(d) If any such inspection discloses any
non-compliance with this Agreement, Sponsor
and/or CRO is entitled to secure compliance or
discontinue shipments of the Takeda Study
Drug(s) and any other drug(s)/medication
provided for the Study and terminate
Institution’s and Investigator’s participation in
the Study.

(d) Pokud takova kontrola zjisti jakékoli
nedodrzeni této smlouvy, zadavatel anebo
CRO jsou opravnéni zajistit jeji dodrzovani
nebo ukoncit dodavani hodnoceného(ych)
pripravku(l) spolecnosti Takeda a jakéhokoli
jiného pripravku({)/Iéciva poskytovaného pro
Ucely tohoto klinického hodnoceni a ukondit
Ucast zdravotnického zarizeni a zkousejiciho
lékare na tomto klinickém hodnoceni.

8. Data Integrity. Institution and

8. Celistvost dat. Zdravotnické zafizeni a
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Investigator certify that any data supplied to
CRO or Sponsor will be accurate. Institution
and Investigator further acknowledge that
fabrication, falsification or alteration by
Institution, Investigator or any of their
respective employees, agents, or contractors
of any subject data or other information
provided by Institution or Investigator
pursuant to this Agreement may result in
criminal and/or administrative actions against
Institution and Investigator. Such a conviction
could also lead to debarment proceedings.
Institution and Investigator will immediately
notify Sponsor and CRO if such criminal or
administrative actions are brought against
them.

zkousejici |ékar potvrzuji, Ze veskera data,
kterd predaji CRO nebo zadavateli, budou
presna. Zdravotnické zafizeni a zkousejici lékar
dale berou na védomi, ze falSovani, padélani
nebo pozménovani ze strany zdravotnického
zarizeni, zkousejiciho lékare nebo kteréhokoli z
jejich jednotlivych zaméstnancl, zastupcl Ci
dodavatell jakychkoli idajd o pacientovi nebo
jinych informaci, které zdravotnické zafizeni
nebo zkousejici lékar poskytuje v souladu s
touto smlouvou, miZe vést k fizeni pro
poruseni zakona anebo k administrativnim
krokdm v0c¢i  zdravotnickému  zafizeni a
zkousejicimu 1ékari. Usvédceni mlze dale vést
k zahdjeni Fizeni o zdkazu cinnosti.
Zdravotnické zarizeni a zkousejici lékar budou
neprodlené informovat zadavatele a CRO,
pokud proti nim bude vedeno fizeni pro
poruseni zakona nebo administrativni kroky.

9. Confidentiality and Non-Use.

9. Didvérnost a zavazek nepouzivani.

(@) All information provided to Institution
and Investigator by CRO, Sponsor, or any
representative of either of them (including,

without limitation, the terms of this
Agreement, the Protocol, Investigator's
Brochure, any  technical information,

procedure, method, compound or formulation)
(excluding patient records) and the Takeda
Study Drug shall be deemed the sole property
and confidential information of Sponsor or its
designee (“Confidential Information”). During
the term of this Agreement and for a period of
ten (10) years after completion of the Study at
all sites, Institution and Investigator shall not
disclose to any third party or use such
information for any purpose other than the
conduct of the Study.

(a) VSechny informace, které zdravotnické
zarizeni a zkousejici lékar ziskaji od CRO,
zadavatele nebo  jakéhokoli  zastupce
kteréhokoli z nich (mimo jiné vcetné podminek
této smlouvy, protokolu, brozury pro
zkousejiciho, jakychkoli technickych informaci,
postupl, metod, latek nebo sloZeni) (s
vyjimkou zaznamd pacientll), a hodnoceny
pripravek  spoleCnosti  Takeda budou
povazovany za vyhradni vlastnictvi a dlvérné
informace zadavatele nebo jim povérené
osoby (dale jen ,d@vérné informace"). Béhem
trvani této smlouvy a v obdobi deseti (10) let
po ukonceni klinického hodnoceni na vsSech
pracovistich neprozradi zdravotnické zafizeni a
zkouSejici 1ékar tyto informace Zadné treti
strané ani je nepouziji k jinému ucelu, nez je
provadéni tohoto klinického hodnoceni.

(b) The confidentiality obligations of this

(b)  Zavazek dGvérnosti v tomto bodu se
nevztahuje na informace v nasledujicich
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Section shall not apply to information that:

pripadech:

(i) Sponsor or CRO  gives
Institution or Investigator, written permission
to use or disclose;

) zadavatel nebo CRO poskytnou
zdravotnickému zafizeni nebo zkousSejicimu
lékari pisemny souhlas s pouzitim nebo
poskytnutim informaci;

(i) is required by law or regulation
to be disclosed to the EC, the subject, the
SUKL or other regulatory agencies;

(i) poskytnuti informaci EK,
pacientovi, Statnimu Gfadu pro kontrolu léciv
(SUKL) nebo jinym regula¢nim organtim
vyzaduje zakon nebo predpis;

(iii) is or becomes public knowledge
through no act or omission of Institution or
Investigator;

(iii) informace jsou verejné znamé
nebo se stanou verejné znamymi, ne vsak v
disledku konani ¢ nekonani zdravotnického
zarizeni nebo zkousejiciho Iékare;

(iv) was in the possession of
Institution and/or Investigator, as evidenced
by written records prior to receipt or disclosure
by Sponsor or CRO;

byly ve vlastnictvi
anebo zkousejiciho

(iv) informace
zdravotnického zarizeni
lékare, coz je mozné dokazat pisemnymi
zaznamy pred prijetim nebo predanim ze
strany zadavatele nebo CRO;

(v) was disclosed to Institution or
Investigator by a third party who was not
bound by any confidentiality restriction and did
not so bind Institution or Investigator; or

(v) informace ziskalo zdravotnické
zarizeni nebo zkousejici lékar od treti strany,
ktera nebyla vazana Zadnym zdavazkem
dGvérnosti a ani k ni nezavazala zdravotnické
zarizeni nebo zkousejiciho |ékare; nebo

(vi) was independently developed
by employees of Institution or Investigator
who had no access to, or knowledge of
Confidential Information.

(vi) informace nezavisle vyvinuli
zameéstnanci  zdravotnického zafizeni nebo
zkousejiciho lékare, ktefi neméli pristup k
dbvérnym informacim ani je neznali.

(c) To the extent any use or disclosure of
the foregoing information is desired,
Investigator and/or Institution shall promptly
notify Sponsor or CRO in writing and shall not
use or disclose any Confidential Information
until Sponsor or CRO gives written consent.

(c) V rozsahu, ve kterém je pouziti nebo
zpristupnéni  vySe uvedenych informaci
pozadovano, bude zkousejici lékar anebo

zdravotnické zafizeni neprodlené pisemné
informovat zadavatele nebo CRO, pricemz
nepouZije ani nezpfistupni zadné dlvérné
informace, dokud neziska pisemny souhlas
zadavatele nebo CRO.

(d) Nothing in this Agreement shall be
construed to restrict Investigator and/or
Institution from disclosing the Confidential
Information as required by law or court order
or other governmental order or request,
provided in each case Investigator and/or

(d) Nic v této smlouvé nebude vykladano
jako omezeni zkousSejiciho lékare anebo
zdravotnického zafizeni pri zpristuphovani
dbvérnych informaci, které jsou vyzadovany
zakonem nebo na zakladé soudniho prikazu Ci
jiného vladniho prikazu nebo zadosti, pokud v
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Institution shall timely inform CRO and
Sponsor and Investigator and/or Institution
shall use all reasonable efforts to limit the
disclosure and maintain the confidentiality of
such Confidential Information to the extent
reasonably possible.

kazdém takovém pripadé zkousejici |ékar
anebo zdravotnické zafizeni budou vcas
informovat CRO a zadavatele a zkousejici lékar
anebo zdravotnické zafizeni vynalozi veskeré
rozumné mozné usili, aby primérené omezili
rozsah zpfistupnénych Udajd a zachovali
dAvérnost téchto divérnych informaci.

(e) Investigator and Institution shall be
responsible for ensuring that their respective

(e) Zkousejici lékar a zdravotnické zarizeni
budou odpovidat za to, Ze jejich jednotlivi

employees, agents, and contractors are | zaméstnanci, zastupci a dodavatelé budou
obligated to these same terms of | vazani stejnymi ustanovenimi o dlvérnosti a
confidentiality and non-use. nepouzivani informaci.

) The terms of confidentiality and non- | () Ustanoveni o ddvérnosti a nepouzivani

use set forth herein shall supersede any prior
terms of confidentiality and non-use agreed to
by the parties in connection with the Study,
provided however the Investigator
authorization provided in the confidentiality
agreement shall continue in full force and
effect.

informaci, ktera jsou uvedena v tomto clanku,
budou mit prednost pred jakymikoli drivéjSimi
ustanovenimi o ddvérnosti a nepouzivani
informaci, na nichz se strany v souvislosti s
klinickym hodnocenim dohodly, nicméné za
predpokladu, ze opravnéni zkousejiciho Iékare
poskytnuté v dohodé o ddvérnosti zlstane
v pIném rozsahu v platnosti a Ucinnosti.

10.  A. Data and Publications. 10.  A. Udaje a publikace.
(@) If the Study is being conducted as part | (a) Pokud je provadeéné klinické hodnoceni
of a multi-center clinical trial, the first | soucasti multicentrického klinického

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, Institution and Investigator
may publish Institution’s Study results in
accordance with this Section.

hodnoceni, prvni publikace vysledkl klinického
hodnoceni bude mit formu multicentrické
publikace, jejimiz autory budou zkousejici
lékari v tomto klinickém hodnoceni. Pokud
vSak  multicentrickd  publikace  nebude
predlozena béhem osmnacti (18) mésicl od
dokonceni nebo ukonceni klinického hodnoceni
ve vsSech centrech, zdravotnické zafizeni a
zkouSejici  1ékaf smi publikovat vysledky
zdravotnického zafizeni v klinickém hodnoceni
v souladu s touto ¢asti.

(b) Investigator and Institution will provide
Sponsor with a copy of any proposed
publication or presentation for review and
comment at least forty-five (45) days prior to
such  presentation or submission for
publication. At the expiration of such forty (45)
day period, Investigator and Institution may
proceed with the presentation or submission

(b) Zkousejici lékar a zdravotnické zarizeni
poskytnou zadavateli ke kontrole a
okomentovani  kopii  jakékoli navrhované

publikace nebo prezentace nejméné Ctyricet
pét (45) dni pred takovou prezentaci nebo
odeslanim k publikaci. Po uplynuti tohoto
Ctyficetipétidenniho  (45) obdobi  mulze
zkouSejici  |ékaf a zdravotnické zarizeni
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for publication unless Sponsor has notified
Investigator and Institution in writing that
such proposed publication and/or presentation
discloses Confidential Information. Investigator
and Institution hereby agree to make any
changes or deletions prior to publication
necessary to prevent disclosure of Confidential
Information. Further, upon the request of
Sponsor, Investigator and Institution will delay
publication or presentation an additional
ninety (90) days to permit Sponsor to take
necessary actions to protect its intellectual
property interests.

pokraCovat s prezentaci nebo odeslanim k
publikaci, pokud zadavatel zkousSejicimu lékafri
a zdravotnickému zafizeni pisemné nesdélil, ze
tato navrzend publikace anebo prezentace
prozrazuje dlvérné informace. Zkousejici lékaf
a zdravotnické zafizeni timto souhlasi, ze pred
zverejnénim  provedou veskeré nezbytné
zmény nebo odstranéni Udajl, aby zabranil
prozrazeni dlvérnych informaci. Dale na
Zadost  zadavatele zkouSejici lékar a
zdravotnické zafizeni odlozi publikaci nebo
prezentaci o dalSich devadesat (90) dni, aby
umoznili zadavateli provést nezbytna opatreni
na ochranu jeho zajmd v oblasti dusevniho
vlastnictvi.

(©) Institution and Investigator will keep
the proposed publication confidential during
the review periods described herein and will
give due consideration to all comments
provided by Sponsor.

(c) Béhem obdobi kontroly popsanych v
tomto dokumentu uchovaji zdravotnické
zarizeni a zkouSejici lékaf navrhované

publikace v tajnosti a naleZité zvazi vSechny
pfipominky zadavatele.

(d) Sponsor shall have the unrestricted
right to use, including the right to publish, any
data and information from the Study without
the consent of Investigator or Institution,
subject to any applicable laws and regulations,
it being understood that subject confidentiality
will be maintained. Institution and Investigator
will not use data generated during the Study
or results of the Study for any purpose other
than care of a subject or for internal research
purposes. Internal research purposes means
internal, non-commercial research activities
that are not funded by a third party (other
than a government agency).

(d) Zadavatel bude mit neomezené pravo
pouzivat, v€etné prava na publikovani, jakékoli
Udaje a informace z klinického hodnoceni, a to
bez souhlasu zkouSejiciho Iékare nebo
zdravotnického zarizeni, v souladu se vsSemi
platnymi zakony a predpisy, priemz se
rozumi, ze bude zachovana dlvérnost
informaci o pacientech. Zdravotnické zarizeni a
zkousejici 1ékar nepouziji data ziskana béhem
klinického hodnoceni ani vysledky klinického
hodnoceni k Zadnému jinému Ucelu neZ k péci
0 pacienta nebo pro interni vyzkumné Ucely.
Internimi vyzkumnymi Ucely se mysli interni
nekomercéni vyzkumné aktivity, které nejsou
financovany treti stranou (jinou nez vladnim
Uradem).

(e) Investigator and Institution, without
any additional compensation, will assist
Sponsor in obtaining reprints of any

Investigator publication(s) resulting from the
Study.

(e) Zkousejici lékar a zdravotnické zarizeni
budou bez jakékoli dodatecné Uhrady pomahat
zadavateli pfi ziskdni vytiskl veskerych
publikaci zkousejiciho Iékare vzniklych z tohoto
klinického hodnoceni.

B. Data Protection.

B. Ochrana udaijd.

Prior to and during the Study, CRO and/or

Pred zahajenim klinického hodnoceni a v jeho
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Sponsor will request, collect and retain
personal information of Investigator and other
Study staff ("Data Subjects”), which may
include their name, contact details and other
personally identifiable information, such as

work experience and professional
qualifications, publications, resumes, and
educational background. In addition, this

personal information may be transferred to
other parties located in countries throughout
the world (e.g., the United Kingdom, United
States and Japan), including the following: (i)
CRO's affiliates; (ii) the Sponsor, its affiliates
and licensing partners; (iii) business partners
assisting the Sponsor, its affiliates and
licensing partners; (iv) regulatory agencies
and other health authorities; (v) Institutional
Review Boards and Ethics Committees and (vi)
study monitors and auditors.

prdbéhu budou CRO anebo zadavatel
pozadovat, shromazd'ovat a uchovavat osobni
Udaje zkousejiciho Iékare a dalSich ¢lend tymu
klinického hodnoceni (dale jen ,subjekty se
zpracovatelnymi Udaji"), kam mohou patfit
jejich jméno, kontaktni Udaje a jiné osobné
identifikovatelné  Udaje, napf. pracovni
zkusenosti a odborné kvalifikace, publikace,
Zivotopisy a udaje o vzdélani. Dale je mozné
prevadét tyto osobni Udaje na jiné strany
sidlici v zemich po celém svété (napf. Velka
Britanie, Spojené staty americké a Japonsko),
véetné téchto stran: (i) pridruzené subjekty
CRO; (i) zadavatel, jeho pridruzené subjekty a
partnefi s licenci; (iii) obchodni partnefi
spolupracujici  se zadavatelem,  jeho
pridruzenymi subjekty a partnery s licenci; (iv)
regulacni organy a jiné zdravotni Urady; (v)
institucionalni revizni komise a etické komise a
(vi) monitofi a auditofi klinického hodnoceni.

The Data Subject’s personal information may
be retained, processed and transferred by CRO
and these other parties for research purposes
at the direction of Sponsor, including, but not
limited to, the following: (i) assessment of the
suitability of the Data Subjects for the Study
and/or other clinical studies; (ii) management,
monitoring, inspection and audit of the Study;
(ii) analysis, review and verification of the
Study results; (iv) safety reporting and
pharmacovigilance relating to the Study; (v)
preparation and submission of regulatory
filings, financial disclosures, correspondence
and communications to regulatory agencies
relating to the Study; (vi) preparation and

submission of regulatory filings,
correspondence and communications to
regulatory agencies relating to other

medications used in other clinical studies that
may contain the same chemical compound
present in the Study medication; (vii)
inspections and investigations by regulatory
authorities relating to the Study; (viii) self-
inspection and internal audit within the CRO
and its affiliates and within Sponsor, its
affiliates and licensing partners; (ix) archiving
and audit of Study records; (x) publication on

Osobni Udaje subjektl se zpracovatelnymi
Udaji mohou CRO a tyto ostatni strany
uchovavat, zpracovavat a prenaset pro ucely
vyzkumu podle pokynll zadavatele, mimo jiné
vCetné nasledujicich situaci: (i) posouzeni
zplsobilosti subjektll se zpracovatelnymi Udaji
k provadéni tohoto klinického hodnoceni
anebo jinych klinickych studii; (i) fizeni,
monitorovani, kontrola a audity klinického
hodnoceni; (i) analyzovani, kontrola a
ovérovani vysledkd klinického hodnoceni; (iv)
zpravy o bezpecnosti a farmakovigilance v
souvislosti s klinickym hodnocenim; (v)
priprava a predloZeni regulacnich dokumentd,
majetkovych  priznani, korespondence a
komunikace tykajici se klinického hodnoceni
regulatnim  organlm; (vi) pfiprava a
predlozeni regulacnich dokumentd,
korespondence a komunikace tykajici se jinych
léciv pouzitych v jinych klinickych studiich, jez
mohou  obsahovat stejnou  chemickou
slouceninu, ktera je obsazena i v hodnoceném
pripravku, regulacnim organlim; (vii) kontroly
a Setreni tykajici se klinického hodnoceni ze
strany regulacnich organQ; (viii) vlastni
kontroly a interni audity v ramci CRO a jejich
pridruzenych subjektli a u zadavatele, jeho
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www.clinicaltrials.gov and websites and
databases that serve a comparable purpose;
(xi) compliance with legal and regulatory
requirements and (xii) (in the case of the
Investigator only) storage in databases to
facilitate the selection of investigators and
sites for future clinical trials.

pridruzenych subjektd a partnerd s licenci; (ix)
archivace a audity zaznam@ z klinického
hodnoceni; (x) publikovani na strankach
www.clinicaltrials.gov ¢ strankach a v
databazich, které slouzi srovnatelnému Ucelu;
(xi) dodrzovani zakonnych a regulacnich
pozadavkl a (xii) (pouze v prfipadé
zkousejiciho |ékare) uchovavani v databazich
pro potreby usnadnéni vybéru zkousejicich
lékard a center za GCelem dodrzeni zakonnych
a regulacnich pozadavk{ na klinicka hodnoceni
provadéna v budoucnu.

The Sponsor shall be the data controller for
such personal data to the extent that the
personal data is transferred to the Sponsor or
processed for Study purposes by CRO on the
Sponsor’s behalf, otherwise if CRO deals with
any personal data under this Agreement for
CRO’s own purposes or otherwise in the
manner of a data controller, CRO shall be the
data controller of such personal data to the
extent of such dealings. CRO will process all
"personal data", as defined in the Regulation
(EU) 2016/679 of the European Parliament
and of the Council on the protection of
individuals with regard to the processing of
personal data and on the free movement of
such data (General Regulation on the
protection of personal data) and in Act No.
101/2000 Coll., on the Protection of Personal
Data as amended (collectively "Data Protection
Legislation"), of Data Subjects for study-
related purposes and all such processing
within the European Economic Area will be
carried out in accordance with the Data
Protection Legislation, and otherwise (whether
within or outside the European Economic
Area) in accordance with all applicable laws
and regulations relating to data protection and
data privacy.

Zadavatel bude spravcem osobnich tdajt, a to
v rozsahu osobnich (daji prenasenych na
zadavatele nebo zpracovavanych pro ucely
klinického hodnoceni ze strany CRO jménem
zadavatele. V ostatnich pripadech, kdy CRO
naklada s osobnimi Udaji podle této smlouvy
pro vlastni Ucely CRO nebo jiné ucely jakozto
spravce Udajd, bude CRO spravcem Udajd pro
osobni Udaje v rozsahu, v jakém s nimi
naklddd. CRO bude zpracovavat vsSechny
,0s0bni  Udaje", definované v  Nafrizeni
Evropského parlamentu a Rady (EU) 2016/679
o ochrané fyzickych osob v souvislosti se
zpracovanim osobnich Udaji a o volném
pohybu téchto udajd (obecné nafizeni o
ochrané osobnich Udajd)a v zakonu C.
101/2000 Sb. o ochrané osobnich udajl v
platném znéni (souhrnné ,zakony o ochrané
Udaji") subjektl se zpracovatelnymi udaji pro
ucely klinického hodnoceni, pricemz veskeré
takové zpracovani v ramci Evropského
ekonomického prostoru bude provadéno v
souladu se zakony o ochrané Udajd, pfipadné
(@t uz v ramci Evropského ekonomického
prostoru, nebo mimo néj) v souladu se vSemi
platnymi zakony a predpisy tykajicimi se
osobnich udajli a ochrany udajt.

Investigator and Institution hereby give their
consent, and agree to obtain any necessary
consents from other Study staff, for the
collection, use, processing and transfer of
personal data for the above purposes.

ZkousSejici |ékar a zdravotnické zafizeni timto
udéluji své svoleni a souhlasi, Ze ziskaji
nezbytnd svoleni ostatnich clend tymu
klinického hodnoceni se shromazdovanim,
pouzivanim,  zpracovanim a  prenosem
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osobnich Udajl pro vySe uvedené Ucely.

11. Inventions. 11.  Vynalezy.
(a) It is expressly agreed that no party | (a) Smluvni strany se vyslovné dohodly, ze

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
commencement date of the Agreement or
arising outside of the research conducted
under this Agreement.

na zakladé této smlouvy Zadna ze stran
neprenese na jakoukoli jinou stranu pravo
nebo licenci vic¢ jakymkoli  patentdm,
autorskym pravim ¢ jinym  vlastnickym
praviim, ktera jsou v jejich vlastnictvi k datu
vzniku Ucinnosti této smlouvy nebo vzniknou
béhem vyzkumu provadéného podle této
smlouvy.

(b) Institution and Investigator each
acknowledge that the idea for the Study was
conceived and developed by Sponsor or an
affiliate of Sponsor and that CRO or Sponsor
approached Institution and/or Investigator to
perform the Study. Investigator and/or
Institution 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 wusing data from the Study

(collectively “Developments”). Sponsor shall
have sole ownership and rights in any
Developments that relate to the Takeda Study
Drug, including but not limited to, new uses,
processes, derivatives, formulations, or
therapeutic combinations, or markers of
Takeda Study Drug efficacy or safety or uses
thereof or which utilize Confidential
Information. Institution and Investigator shall
fully cooperate with Sponsor to vest rights
therein in Sponsor and to obtain patents or
other legal protections thereon.

(b) Zdravotnické zafizeni a zkousejici Iékar
potvrzuji, ze myslenka klinického hodnoceni
vznikla a byla rozvinuta zadavatelem nebo
pridruzenym subjektem zadavatele a ze CRO
nebo zadavatel se obratili na zdravotnické
zarizeni anebo na zkousejiciho Iékare, aby
klinické hodnoceni provedl. Zkousejici lékar
anebo zdravotnické zafizeni v Uplnosti a
neprodlené pisemné seznami zadavatele s
veskerymi vyndlezy a vyvinutymi produkty,

které objevilo zdravotnické zafizeni nebo
zkousejici  lékar, jakykoli  spoluzkousejici,
pripadné kdokoli z jejich  prislusnych
zaméstnancli, zastupcd ¢ dodavatell pfi
provadéni  klinického hodnoceni nebo v
disledku  pouzivani udajd z klinického

hodnoceni (souhrnné ,vyvinuté produkty").
Zadavatel bude vyhradnim drzitelem vlastnictvi
a prav vlc¢i veskerym vyvinutym produktlm,
které souviseji s hodnocenym pripravkem
spolecnosti Takeda, mimo jiné vcetné novych
vyuziti, zpracovani, derivatli, lékovych forem
nebo léCebnych kombinaci, pfipadné ukazateld
ucinnosti nebo bezpecnosti hodnoceného
pripravku spoleCnosti Takeda, prip. pouziti

téchto ukazateld nebo ukazatell, které
vyuzivaji dlvérné informace. Zdravotnické
zarizeni a zkouSejici lékar budou plné

spolupracovat se zadavatelem na prevodu
prav zadavateli a ziskani patentl nebo jiné
jejich zakonné ochrany.
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12. Publicity. 12. Publicita.
(a) CRO and Sponsor must approve, in | (a) CRO a zadavatel musi pisemné schvalit

writing, press statements by Investigator or
Institution or any of their respective
employees, agents, or contractors regarding
the Study or the Takeda Study Drug(s) before
the statements are released.

tiskova prohlaseni zkousejiciho lékare nebo
zdravotnického zafizeni nebo kteréhokoli
z jeho zaméstnancl, zastupcl ¢ dodavateld
ohledné klinického hodnoceni
hodnoceného(ych) pripravku(d) spolecnosti
Takeda, nez budou tato prohlaseni vydana.

(b) During and after the  Study,
Investigator and Institution may receive
inquiries from reporters or financial analysts.
Investigator and Institution will confer with
Sponsor’s Medical Affairs Department or the
CRO representative assigned to Investigator
and Institution before responding to any such
inquiry.

(b) Béhem klinického hodnoceni a po ném
mohou zkousejici lékar a zdravotnické zafizeni
dostavat dotazy od oznamuijicich osob nebo
financnich analytikd. Zkousejici lékaf a
zdravotnické zarfizeni se pred zodpovézenim
jakéhokoli takového dotazu poradi s oddélenim
zadavatele pro |ékarské zdlezitosti nebo se
zastupcem  CRO, pridélenym  tomuto
zkousejicimu lékari a zdravotnickému zarizeni.

(© Neither Institution nor Investigator
shall use the name of CRO, Sponsor, or any of
their respective employees, agents, or
contractors in any advertising or sales
promotional material or in any publication
without the prior written consent of CRO or
Sponsor, as the case may be. However, in
order for Institution to satisfy its reporting
obligations, it may identify Sponsor as the
Study sponsor and the amount of funding
received. CRO and Sponsor shall not use the
name of Investigator, Institution or any of
their respective employees, agents, or
contractors in any sales promotional material
or publication without prior written consent of
Investigator or Institution, as the case may be.
Notwithstanding the forgoing, Sponsor or CRO
may use the name of Institution and
Investigator, without their consent, in clinical
trial registries and websites, regulatory
submissions and communications, and in
scientific papers and presentations where the
names of all participating sites and/or
investigators are mentioned in accordance
with the relevant journal, society or other
applicable publication policies or conditions.

(c) Ani zdravotnické zafizeni, ani zkousejici
lékar nebudou pouZivat nazev ¢i jméno CRO,
zadavatele ani zadného z jejich jednotlivych
zaméstnancl, zastupcl ¢ dodavateld v
jakychkoli reklamnich Ci prodejnich
propagacnich materidlech nebo v jakékoli
publikaci bez predchoziho pisemného souhlasu
CRO nebo zadavatele, podle situace. Aby vsak
zdravotnické zarizeni splnilo svou ohlaSovaci
povinnost, mdZe identifikovat zadavatele jako
zadavatele studie a sdélit ¢astku prijatou na
financovani. CRO ani zadavatel nebudou
pouzivat jméno zkousejiciho lékare, nazev
zdravotnického zafizeni ani jméno zadného z
jejich jednotlivych zaméstnancl, zastupcl i
dodavatell v jakychkoli reklamnich i
prodejnich propagacnich materidlech nebo
publikaci bez predchoziho pisemného souhlasu
zkousSejiciho lékare nebo  zdravotnického
zarizeni, podle situace. Bez ohledu na vyse
uvedené, zadavatel nebo CRO mohou pouzivat

nazev zdravotnického zafizeni a jméno
zkousejiciho |ékafe bez jejich souhlasu
vregistrech a na webovych strankach

klinickych hodnoceni, v regulacnich navrzich a
sdélenich a ve védeckych prednaskach a
prezentacich, v nichZ jsou zminéna jména
vSech zUcastnénych center anebo zkousejicich,
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v souladu s pfislusSnymi  zadsadami  nebo
podminkami publikace v relevantnich

Casopisech, sdruzenich a podobné.

13. Insurance and Subject Injury

Reimbursement.

13. Pojisténi a nahrada Ujmy pacientim.

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

(@) Zadavatel zajisti pro zkousejiciho Iékare
a zadavatele pojisténi klinického hodnoceni,
které bude pokryvat odpovédnost za Skody
v souladu s paragrafem 52, odst. 3, pismenem
f) zakona o I|éCivech. Toto pojisténi radné

pokryva nahradu Skody, v rozsahu
pozadovaném zakony, v pripadé Umrti
pacientd podléhajicim kompenzacim nebo

nahradu Skody pacientim v pfipadé Gjmy na
zdravi zplsobené v disledku studie a utrpéné
v pribéhu jejiho provadéni.

(b) Institution represents and warrants
that it has and will maintain appropriate
insurance, in accordance with § 45 par. 2 Itr.
n) of the Health Services Act, with respect to
liability it may have while providing medical
care. This insurance coverage is in correlation
with the applicable laws and does not include
liability insurance with respect to conducting a
Study. According to § 45 par. 2 Itr. n) of the
Health Services Act, this insurance coverage
must be valid for the entire length of the
Institution’s provision of medical care.

(b) Zdravotnické zafizeni prohlasuje a
zaruCuje, Ze ma a bude udrzovat prislusné
pojisténi v souladu s paragrafem 45, odst. 2,
pismenem n) zakona o zdravotnich sluzbach,
s ohledem na odpovédnost, kterou mlize mit
pri poskytovani |ékarské péce. Toto pojistné
kryti  odpovidd  pfislusSnym  zdkonlim a
nezahrnuje pojisténi odpovédnosti v souvislosti
s provadénim klinického hodnoceni. Podle
paragrafu 45, odst. 2, pismena n) zakona o
zdravotnich sluzbach musi pojistka pokryvat
celou délku poskytovani zdravotni péce
zdravotnickym zarizenim.

(c) Investigator represents and warrants
that he/she has and will maintain appropriate
malpractice insurance in amounts sufficient to
pay all claims arising from his/her activities or
obligations under this Agreement.

(c) Zkousejici lékar prohlasuje a zarucuje,
Ze ma a bude udrzovat prislusné pojisténi proti
chybé pri vykonu |ékarské péce, v Castkach,
které dostatecné pokryji veskeré naroky
vzniklé z jeho Cinnosti nebo zavazk{ podle této
smlouvy.

(d) Sponsor, through CRO, shall reimburse
Institution for the following additional costs:

(d) Zadavatel prostfednictvim CRO uhradi
zdravotnickému zafizeni nasledujici dodatecné
naklady:

() all reasonable and customary
costs incurred by Investigator and Institution
and associated with the diagnosis of an
adverse event involving the Takeda Study

(i) vSechny pfiméfené a obvyklé
naklady vzniklé zkouSejicimu lékafi a
zdravotnickému zafizeni Vv souvislosti
s diagnostikou nezadouci pfihody tykajici se
hodnoceného(ych) pfipravku(d) spole€nosti

C16047
I ~-«uitni nemocnice Brno, Czech Republic
Clinical Study Site Agreement, Version date 18Mar2019

Page 22 of 39/ Strana 22 z 39




Confidential
DuUvérné

Drug(s) or a Protocol procedure; and

Takeda nebo nékterého postupu pouzivaného
v protokolu; a

(i) all reasonable and customary
costs incurred for treatment of a bodily injury
to the subject if Sponsor determines, after
consulting with Investigator and/or Institution,
that the adverse event was reasonably related
to administration of the Takeda Study Drug(s)
or a Protocol procedure; provided, however,
that:

(i) vSechny pfiméfené a obvyklé
naklady vzniklé pfi 1éEbé télesného poranéni
pacienta, pokud zadavatel po poradé se
zkousSejicim lékafem anebo zdravotnickym
zarizenim urc€i, Ze tato nezadouci pfFihoda
méla rozumnou souvislost s podanim
hodnoceného(ych) pfipravku(ll) spole¢nosti
Takeda nebo nékterym postupem pouzivanym
v protokolu; nicméné za predpokladu, Ze:

QD Institution and
Investigator warrant and represent that they
will not bill subject’s insurer or third party payer
for any costs paid by Sponsor for treatment of
an injury as described above;

Q) zdravotnické zafizeni a
zkousejici lékar zaruCuji a prohlasuji, Ze
nebudou fakturovat pojiStovné subjektu ani
zadnému platci pfedstavovanému treti stranou
zadné naklady za |écbu télesného poranéni
podle popisu vySe, které jsou hrazeny
zadavatelem;

2) such costs are not| (2) takové naklady nebyly
already covered by a third party; jiz pokryty tfeti stranou;

3) the adverse event is not | (3) nezadouci pfihodu nelze
attributable to the negligence or misconduct by | pficist nedbalosti nebo pochybeni

Institution, Investigator, any sub-investigator,
or any agent of either of them;

zdravotnického zafizeni, zkouSejiciho Iékare,
jakéhokoli spoluzkousejiciho, nebo jakéhokoli
zastupce kteréhokoli z nich;

(4) the adverse event is not
attributable to any underlying iliness, whether
previously diagnosed or not; and

(4) nezadouci pfihodu nelze
pfiist zadnému zakladnimu onemocnéni, at
jiz dfive diagnostikovanému ¢i nikoli; a

(5) the Takeda  Study
Drug(s) or Protocol procedure was
administered in accordance with the Protocol.

(5) hodnoceny(é)
pFipravek(y) spole¢nosti Takeda byl podavan
nebo postup podle protokolu byl proveden v
souladu s protokolem.

Sponsor shall have the option of paying the
additional costs directly to the provider of the
service if such services are not provided at
Institution.

Zadavatel bude moci zaplatit dodatecné
naklady primo poskytovateli sluzby, pokud
takové sluzby nejsou  poskytnuty ve
zdravotnickém zarizeni.

14. Indemnification. In consideration of the
performance of the obligations set forth herein
by Investigator, Institution and any of their
respective regents, trustees, directors, officers,
agents, contractors, or employees (collectively,
“Indemnitees”), Sponsor shall indemnify,

14.  Odskodnéni. S ohledem na plnéni
zdvazkl uvedenych v tomto dokumentu
zkousejicim lékarem, zdravotnickym zarizenim
a kterymkoli z jejich prisluSnych spravct,
povérencll, vedoucich pracovnikll, urednikd,
zastupcl, dodavateld nebo zaméstnanci
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defend and hold harmless each Indemnitee | (souhrnné ,chranéné strany“), zadavatel
from and against Indemnitees’ legal liability for | odSkodni, bude obhajovat a zprosti
any loss, damage, cost or expense (including | odpovédnosti kazdou chranénou stranu v

reasonable attorneys’ fees) (collectively,
“Loss”) which may arise from any third party
claim or suit alleging Bodily Injury to a subject
and seeking damages directly caused or
contributed to by the Takeda Study Drugor
procedure administered in accordance with the
Protocol. “Bodily Injury” means physical injury,
sickness or disease, including mental injury,
sustained by a person, including death
resulting from any of these at any time.
Notwithstanding the foregoing, Indemnitees
shall not be entitled to indemnity under this
Section unless Indemnitees have complied
with all of the following:

pripadé a proti pravni odpovédnosti chranéné
strany za jakoukoli ztratu, Skodu, naklady
nebo vydaje (vCetné priméfrenych poplatkl za
pravni sluzby) (souhrnné ,ztrata“), které
mohou vzniknout v dlsledku jakéhokoli naroku
treti strany nebo zaloby, kterda tvrdi, Ze
pacientovi vznikla Ujma na zdravi, a pozaduijici

nahradu Skody pfimo zplsobené nebo
pripisované hodnocenému pripravku
spolecnosti Takeda nebo postupu

provedenému v souladu s protokolem. ,Ujma
na zdravi" znamena télesnou Ujmu, nemoc Ci
onemocnéni, vcetné dusevni Ujmy, utrpéné
danou osobou, véetné umrti, ke kterému doslo
kdykoli v disledku jednoho z nich. Bez ohledu
na vySe uvedené nebudou mit chranéné strany
narok na odskodnéni podle této casti, pokud
chranéné strany nedodrzely vSechny nize
uvedené podminky:

(@) the Indemnitees shall have complied
with all applicable laws and regulations
(including, without limitation, obtaining

informed consents, Subject Authorizations, if
separate from the Informed Consent, and EC
and all other necessary approvals as stipulated
by the applicable laws), the Protocol and all
recommendations furnished by Sponsor or

(a) chranéné strany musi dodrzet vSechny
prislusné zakony a predpisy (mimo jiné véetné
ziskani informovanych souhlasti, povoleni
pacienta, pokud nejsou soucasti
informovaného souhlasu, a schvaleni EK a
vSech  ostatnich  nezbytnych  schvaleni
stanovenych platnymi zakony), protokol a
vSechna doporuceni poskytnutd zadavatelem

CRO for the use and administration of the | nebo CRO k pouziti a podavani

Takeda Study Drug(s); hodnoceného(ych) pfipravku(ll) spolecnosti
Takeda;

(b) Sponsor is promptly notified in writing | (b) zadavatel bude o jakémkoli takovém

of any such claim or suit;

naroku nebo zalobé neprodlené pisemné
informovan;

(c) the Indemnitees cooperate fully in the
investigation and defense of any such claim or
suit;

(©) chranéné strany budou plné
spolupracovat pri Setfeni a obhajobé v pripadé
jakéhokoli takového naroku nebo Zaloby;

(d) Sponsor retains the right to defend any
claim or suit in any manner it deems
appropriate, including the right to retain
counsel of its choice; and

(d)  zadavatel si ponechd pravo branit se v
pripadé jakéhokoli naroku nebo Zaloby
jakymkoli zplisobem, ktery uzna za vhodny,
v€etné prava angazovat pravniho zastupce
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podle svého vybéru; a

(e) Sponsor shall have the sole right to
settle the claim; provided, however, that
Sponsor shall not admit fault on Indemnitees’
behalf without Indemnitees’ advance written
permission, which shall not be unreasonably
withheld or delayed.

(e) zadavatel bude mit vyhradni pravo
urovnat narok; nicméné za predpokladu, ze
zadavatel nepfiznd pochybeni  jménem
chranénych stran bez predchoziho pisemného
souhlasu chranénych stran, ktery nebude
bezdlvodné odpiran nebo odkladan.

An Indemnitee shall have the right to select
and obtain representation by separate legal
counsel; provided that such Indemnitee shall
bear all costs and expense related to such
separate representation.

Chranéna strana bude mit pravo zvolit si a
ziskat zastupovani samostatnym pravnim
zastupcem za predpokladu, Ze takova
chranéna strana ponese vSechny naklady a
vydaje na toto samostatné pravni zastoupeni.

Notwithstanding the foregoing, Sponsor’s
obligation of indemnification shall not extend
to any Loss to the extent such Loss arises
from the negligence, willful malfeasance or
malpractice by any of the Indemnitees, it
being understood that (i) the administration of
any substance in accordance with the Protocol
and any written instructions of Takeda shall
not constitute negligence or malpractice for
purposes of this Agreement, and (ii) a protocol
deviation that is medically necessary to protect
the health or safety of a Study subject and is
consistent with prevailing standards of medical
care shall not constitute negligence, willful

Bez ohledu na vySe uvedené se povinnost
odskodnéni ze strany zadavatele nebude
vztahovat na zadné ztraty vrozsahu, ve
kterém tyto ztraty vznikly v ddsledku
nedbalosti, Umysiného precinu nebo chybného
postupu kterékoli chranéné strany, pricemz se
rozumi, ze (i) podani jakékoli latky v souladu
s protokolem a jakymikoli pisemnymi pokyny
spoleCnosti Takeda nebude pro Ucely této
smlouvy predstavovat nedbalost nebo chybny
postup, a (ii) odchylka od protokolu, ktera je
z |ékarského hlediska nezbytna pro ochranu
zdravi nebo bezpecnosti studijniho subjektu v
klinickém hodnoceni a je v souladu s

malfeasance or  malpractice by the | prevladajicimi  standardy Iékarské péce,

Indemnitees. nepredstavuje nedbalost, Umysiny precin nebo
chybny postup chranénych stran.

CRO expressly disclaims any liability in | CRO se vyslovné ziika jakékoli odpovédnosti v

connection with the Takeda Study Drug(s) or
any other drug(s)/medication provided for the
Study, including any liability for any product
claim arising out of a condition caused by or
allegedly caused by the administration of such
product.

souvislosti s hodnocenym(i) pripravkem(y)
spolecnosti Takeda nebo jakym(i)koli jinym(i)
lékem(ky)/IéCivy, poskytnutymi pro klinické
hodnoceni, vcetné odpovédnosti za narok
vznikly v souvislosti s pripravkem, ktery vznikl
ze stavu zapricinéného ¢i Udajné zapric¢inéného
podanim tohoto pripravku.

15.  Study Term and Termination. 15. Doba trvani a ukonceni klinického
hodnoceni.

(@)  This Agreement shall commence on the | (a) Tato smlouva nabyva Ucinnosti ke dni

day the Agreement is published in the | zvefejnéni smlouvy v registru smiuv (jak

Agreements Register (as defined below) and
shall continue in full force and effect for the

uvedeno nize) a zlstane pIné platna a ucinna
v priibéhu celého trvani klinického hodnoceni,
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full duration of the Study unless earlier
terminated in accordance with the provisions
of this Section.

pokud nebude predéasné vypovézena Vv
souladu s ustanovenimi v tomto ¢lanku.

(b) Sponsor and CRO reserve the right to
terminate the participation of Institution and
Investigator or any subject in the Study or the
Study itself at any time and for any or no
reason. If Investigator or Institution’s
participation in the Study or the Study itself is
terminated, Investigator will cease enrolling
subjects, cease treatment with the Takeda
Study Drug(s) and any other
drug(s)/medications provided for the Study to
the extent medically permissible, and return or
dispose of such products in accordance with
instructions provided by CRO, and regulatory
requirements.

(b) Zadavatel a CRO si vyhrazuji pravo
ukoncit Ucast zdravotnického zafizeni a
zkousejiciho lékare nebo jakéhokoli pacienta v
klinickém  hodnoceni, pfipadné  ukondit
samotné klinické hodnoceni, a to kdykoli a z
jakéhokoli divodu ¢i bez udani dlvodu. Pokud
bude ukoncena Ucast zkousejiciho lékare nebo
zdravotnického zarfizeni v klinickém hodnoceni
nebo klinické hodnoceni samo, zkousejici lékar

ukondi zafazovani pacientll, ukondi lécbu
hodnocenym(i)  pfipravkem(y)  spolecnosti
Takeda a jakym(i)koli jinym(i)

lékem(ky)/IéCivy, poskytnutymi pro klinické
hodnoceni v mife, v niz je to z lékarského
hlediska pripustné, a vrati takové pripravky
nebo je zlikviduje v souladu s pokyny CRO a
regulacnimi pozadavky.

(c) Investigator and/or Institution may
terminate this Agreement upon thirty (30)
days prior written notice if:

(c) Zkousejici |ékaf anebo zdravotnické
zarizeni mohou vypovédét tuto smlouvu ve
IhGte triceti (30) dnl po predchozim pisemném
oznameni, pokud:

(i) the Investigator is unable to
continue the Study and a replacement
acceptable to Sponsor and Institution is not
identified;

(i) zkousejici 1ékar neni schopen
pokracovat v tomto klinickém hodnoceni a
neni za néj urCena nahrada prijatelna pro
zadavatele a zdravotnické zatizeni;

(ii) CRO materially breaches the | (ii) CRO  zavaznym  zplsobem

Agreement and such breach is not cured | porusi tuto smlouvu a ve Ihdté tficeti (30) dni

within thirty (30) days of receipt of written | od obdrzeni pisemného oznameni této

notice thereof; skuteCnosti nedojde k napravé tohoto
poruseni;

(iii) the Investigator determines | (iii) zkouSejici  |ékar  zjisti, ze

continuation of the Study will compromise the | pokraCovani  klinického hodnoceni  narusi

safety of the Study subjects and such
determination is based on reasonable medical
judgment; or

bezpetnost studijnich subjektd v klinickém
hodnoceni, a toto zjiSténi je zalozeno na
rozumném lékarském Usudku; nebo

(iv) the approval for the Study is
withdrawn by the applicable government or
health authority or Institution’s EC.

(iv) prislusné vladni nebo zdravotni
urady nebo EK zdravotnického zafizeni
odvolaly schvaleni klinického hodnoceni.

(d)

In the event of termination, payments

V pripadé ukonceni budou uhrazeny

(d)
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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 shall promptly return
the excess balance to CRO.

platby za vsechny sluzby vyzadované podle
protokolu, které byly provedeny do data
ucinnosti ukonceni, a za veskeré primérené,
zdokumentované, nezrusitelné naklady, které
vznikly  zdravotnickému  zafizeni  nebo
zkousejicimu |ékafi v souvislosti s klinickym
hodnocenim na zakladé pozadavkd v protokolu
a ustanoveni v rozpoCtu. Pokud platby
presahnou Castku, kterda ma byt splatnd za
sluzby provedené podle protokolu,
zdravotnické zafizeni bez prodleni vrati
preplatek CRO.

(e) Neither CRO nor Sponsor shall be
responsible to the Institution and Investigator
for any lost profits, lost opportunities, or other
consequential damages.

(e) Ani CRO, ani zadavatel nebudou
odpovidat  zdravotnickému  zafizeni  ani
zkousejicimu lékari za jakékoli uslé zisky, uslé
prileZitosti nebo jiné nasledné Skody.

16. Survival. The obligations under
Sections 5, 7, 8, 9, 10, 11, 12, 13, 14, 19, 21,
and 23 shall survive the expiration,

termination, or cancellation of this Agreement.

16.  Pretrvani platnosti. Zavazky uvedené v
bodech 5, 7, 8, 9, 10, 11, 12, 13, 14, 19, 21 a
23 budou platné i po vyprSeni platnosti,
ukonceni ¢i zruseni této smlouvy.

17.  Assignment. 17.  Postoupeni.
(@) Any assignment of this Agreement or | (a) Jakékoli postoupeni této smlouvy nebo
any rights or obligations hereunder by | jakychkoli prav ¢i zavazk{ podle této smlouvy

Investigator or Institution to a third party shall
require the prior written consent of CRO and
Sponsor; and

ze strany  zkouSejicho  |ékafre  nebo
zdravotnického zafizeni na treti stranu bude
vyzadovat predchozi pisemny souhlas CRO a
zadavatele; a

(b) 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.

(b) Jakékoli postoupeni ze strany CRO na
treti stranu jinou nez zadavatele nebo jeho
pridruzeny subjekt bude vyzadovat predchozi
pisesmny souhlas zadavatele, ale nebude
pritom nutny souhlas zdravotnického zafizeni
nebo zkousejiciho Iékare.

(c) 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
Investigator, Institution and CRO.

(©) Zkousejici Iékar, zdravotnické zafizeni a
CRO timto potvrzuji, Ze zadavatel mlize sam
na sebe nebo na treti stranu prevést
odpovédnost za jakakoli nebo veskera prava a
zavazky zadavatele nebo CRO podle této
smlouvy na zdkladé pisemného oznameni
zkousejicimu lékari a CRO.

18. Independent Contractor. In conducting
the Study, Investigator and Institution will

18.  Nezavisly dodavatel. Pfi provadéni
klinického hodnoceni budou zkousejici lékar a
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each be acting as an independent contractor
with respect to CRO and Sponsor, and not as
an agent, partner, or employee of CRO or
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 CRO or Sponsor.

zdravotnické zafizeni kazdy samostatné jednat
jako nezavisly smluvni dodavatel vici CRO a
zadavateli, a ne jako zastupce, partner (i
zaméstnanec CRO nebo zadavatele. Ani
zkousejici 1ékaf, ani zdravotnické zarizeni, ani
jejich jednotlivi zaméstnanci, zastupci i
dodavatelé nebudou opravnéni uzavirat
dohody se tretimi stranami, které by byly
zavazujici pro CRO nebo zadavatele.

19. Entire Agreement; Amendments. This
Agreement represents the entire
understanding between the parties, and
supersedes all other agreements, express or
implied, between the parties concerning the
subject matter hereof. This Agreement may

19.  Celd smlouva; dodatky. Tato smlouva
predstavuje Uplné ujednani smluvnich stran
a nahrazuje vSechny dalSi dohody, at jiz
vyslovné ¢ dovozené, mezi smluvnimi
stranami ohledné se predmétu této smlouvy.
Tuto smlouvu neni dovoleno nijak upravovat Ci

not be amended or modified in any manner | pozménovat, s vyjimkou pisemného
except by a written document signed by | dokumentu podepsaného opravnénymi
authorized representatives of the parties. zastupci smluvnich stran.

20. Notices.  All  notices, demands, | 20. Oznameni. Veskera oznameni,

requests, or other communications which may
be or are required to be given, served, or sent
by any party to any other party pursuant to
this Agreement (collectively, “Notices”) shall
be in writing and shall be mailed by first-class,
registered or certified mail, return receipt
requested, postage pre-paid, or hand-
delivered (including delivery by courier) or
sent by fax or electronic transmission,
addressed as follows:

pozadavky, Zadosti nebo jind sdéleni, jejichz
predani, doruceni nebo odeslani jednou
smluvni stranou druhé strané mdlze byt nebo
je vyzadovano podle této smlouvy (souhrnné
,0znameni), budou v pisemné podobé a
budou zasilana expresni postou, doporucenou
postou s dorucenkou s predplacenym
poStovnym nebo dorucovana osobné (véetné
doruceni kuryrem), pripadné odeslana faxem
nebo elektronickym prenosem na nasledujici
adresy:

CRO Original:
Pharmaceutical Research Associates C

S.r.o.
Jankovcova 1569/2c
170 00, Praha 7
Czech Republic

Sponsor Original:

Takeda Pharmaceutical, inc.
40 Landsdowne Street
Cambridge, MA 02139

USA

Z,

Institution Original:

With @ricipd CRO:
Pharmaceutical Research Associates C
S.r.0.

Jankovcova 1569/2c
170 00, Praha 7
Ceska republika

Witho |naI pro zadavatele:
[Nam a corﬂ%@? ‘% rtwlgﬁa‘l Sunsel details
f relev
o AT
USA

Witha C to: e
_S—GQ%_D_I’I i fo zdravotnické zarizeni:
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Fakultni nemocnice Brno
Jihlavska 20, Brno
625 00, Czech Republic

Investigator Original:

Pustimér 219, 683 21 Pustimér
Czech Republic

21. Governing Law. This Agreement shall
be interpreted in accordance with Czech law
including, but not limited to, the Act and the
Decree, and without regard to its conflicts of
laws rules. This is without prejudice to
obligations of the parties with regard to FDA
pursuant to applicable U.S. laws.

Fakultni nemocnice Brno

Jihlavska 20, Brno

625 00, Ceska republika
With a Copy to:

Original pro zkousejiciho Iékare:

Pustimér 219, 683 21 Pustimér
Ceska republika

21.  Rozhodné pravo. Tato smlouva bude
vykladana v souladu s ¢eskymi zakony, mimo
jiné vcéetné vyse zminéného zakona a vyhlasky
a bez ohledu na konflikty se zakonnymi
predpisy. Timto neni dotéen Zadny zavazek
smluvnich stran ohledné FDA podle platnych
zakon{ USA.

22. Counterparts. This Agreement s
executed in three (3) counterparts, of which
each contracting party shall each receive one.

22. Stejnopisy. @ Tato  smlouva byla
vyhotovena ve tfech (3) stejnopisech, z nichz
kazda smluvni strana obdrzi po jednom.

23. Compliance with Anti-Corruption Laws.
In conducting the Study for Sponsor,
Institution, Investigator and their respective
employees, agents, and contractors (i) shall
not offer to make, make, promise, authorize or
accept any payment or give anything of value,
including but not /limited to 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 CRO and Sponsor
immediately upon becoming aware of any
breach of Institution’s or Investigator’s
obligations under this Section.

23.  DodrZovani protikorupénich zakond. PFi
provadeéni klinického hodnoceni pro zadavatele
zdravotnické zarizeni, zkousejici lékar a jejich
prislusni zaméstnanci, zastupci a dodavatelé
(i) nebudou nabizet Uplatu, provadét, slibovat,
autorizovat ¢i prijimat jakoukoli platbu ani
nepredaji nic hodnotného, mimo jiné vcetné
uplatkd, at’ uZ primych ¢ nepfimych,
jakémukoli verejnému urednikovi, regulacnimu
organu nebo komukoli jinému s cilem ovlivnit,
vyvolat nebo odmeénit néjaké konani, nekonani
nebo rozhodnuti za Ucelem  zajiSténi
nezakonné vyhody nebo ziskani ¢i zachovani
podnikani a (i) budou dodrzovat vesSkeré
platné protikorupcni a protitplatkarské zakony
a predpisy. Zdravotnické zafizeni nebo
zkousSejici lékar budou informovat CRO a
zadavatele neprodlené poté, co si uvédomi
jakékoli poruseni zavazk( podle tohoto bodu
ze strany zdravotnického zafizeni nebo
zkousejiciho lékare.
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24. Discrepancies. In the case of any
discrepancy between the Czech and the
English versions of the Agreement, the Czech
version shall prevail.

24.  Rozpory. V pripadé jakéhokoli rozporu
mezi Ceskou a anglickou verzi této smlouvy
bude mit prednost Ceska verze.

25. Publication in accordance with Act no.
340/2015 Coll. on  Contract  Register.

25. Zverejnéni_podle zakona ¢. 340/2015
Sb. o registru smluv. Zdravotnické zafizeni,

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”).

zadavatel a CRO timto uznavaji povinnost
zverejnit podrobnosti této smlouvy podle
zadkona ¢. 340/2015 Sb., v oficialnim registru:
https://smlouvy.gov.cz/ (dale jen ,registr
smiuv®).

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 Exhibit 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. The
Parties agree that the Institution shall effect
the publication of the Sponsor’s Approved
version Form on the Agreements Register
within 5 working days of the Date of Final
Signature of this Agreement. At the time of
publication the Institution will inform CRO /
Sponsor of publishing the Agreement in the
Agreements Register by designating the
followin email address:

as the email
address to which a notification of publication
in the Agreements register shall be sent.
Should the Institution fail to publish the
Agreed Form of this Agreement within 5
working days from the Date of Final Signature,
the Sponsor or the CRO may publish the
Agreed Form. 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

Smluvni strany se dohodly, Zze v rdmci tohoto
zverejnéni nebudou prozrazena ani zverejnéna
Zadna obchodni tajemstvi ani  osobni
informace. Pro Ucely této smlouvy mezi takova
obchodni tajemstvi patfi mimo jiné: informace
o platbach pripojené jako Priloha A, minimalni
cilovy pocet zarazenych pacientd, ocCekavany
poCet zarazenych pacientd v klinickém
hodnoceni a ocekavana délka klinického
hodnoceni. V dUsledku vySe uvedeného si
smluvni strany dohodly verzi této smlouvy
urCenou ke zverejnéni, ze které byla
vypusténa vSechna obchodni tajemstvi a
osobni informace.. Smluvni strany souhlasi s
tim, Ze zdravotnické zafizeni zverejni
Sponzorem  schvdlenou formu  smlouvy
v registru smluv do 5 pracovnich dni od data
posledniho podpisu této smlouvy. V dobé
zverejnéni informuje zdravotnické zarizeni CRO
/ zadavatele o zverejnéni smlouvy v registru
smluv oznamenim na nasledujici e-mailovou
adresu:

jakozto na e-
mailovou adresu pro oznamovani zverejnéni
v registru smluv. Pokud zdravotnické zafizeni
nezverejni schvalenou formu této smlouvy do
5 pracovnich dni od data posledniho podpisu,
zadavatel nebo CRO mohou schvalenou formu
zverejnit. Tato smlouva nevstoupi v Ucinnost,
dokud nebude zverejnéna schvalena forma v
souladu s timto ustanovenim (dale jen ,datum
ucinnosti*). V kazdém pripadé si CRO
vyhrazuje pravo nedodat hodnoceny pripravek,
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the right not to provide Study Drug until this
Agreement is published in accordance with this
clause.

dokud nebude tato smlouva zverejnéna

v souladu s timto ustanovenim.

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.

Pokud dojde po zverejnéni schvalené formy ke
zpochybnéni jeji platnosti, smluvni strany se o
tom vzajemné informuji co nejdfive to bude z
praktického hlediska mozné, jakmile takové
zpochybnéni zjisti, a budou spolupracovat na
dohodnuti revidované verze schvalené formy
pro zverejnéni.

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.

Zdravotnické zafizeni v zadném pripadé tuto
smlouvu nezverejni jinak nez jako schvalenou
formu, pokud to nebude predem pisemné
dohodnuto s CRO a zadavatelem.

[Remainder of this page intentionally left
blank.]

[Zbytek této stranky je zamerné ponechan
prazdny.]
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IN WITNESS WHEREOF, the parties have | NA DUKAZ CEHOZ smluvni strany uzavrely
executed this Agreement and it shall be | tuto smlouvu, kterd bude uG¢innd k datu
effective as of the Effective Date set forth | G¢innosti uvedenému vyse.

above.

Pharmaceutical Research Associates CZ, s.r.o
By / Podepsal(a):

Name / Jméno: [ NN

Title / Funkce: authorized representative based on Power of Attorney/
povéreny zastupce na zakladé plné moci

Date / Datum:

Fakultni nemocnice Brno
By / Podepsal(a):

Name / Jméno: |

Title / Funkce: Reditel/ Director

Date / Datum:

Zkousejici lékar
By / Podepsal(a):

Name / Jméno: |

Date / Datum:

NAME/ADDRESS OF SITE: / NAZEV/ADRESA CENTRA:
INSTITUTION

Fakultni nemocnice Brno, Interni hematologicka a onkologicka klinika, Jihlavska 20, 625 00
Brno, Czech Republic
C16047
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EXHIBIT A

PRILOHA A

PAYMENT SCHEDULE AND BUDGET

ROZVRH PLATEB A ROZPOCET

Payment Method: PRA will make the
Payments in (Czech Crowns) by electronic
bank transfer

Zplsob platby: Spolecnost PRA uskutecni
platby v (Ceskych korundach) elektronickym
bankovnim prevodem

The parties agree that the payee designated
below is the proper payee for this Agreement,
and that payments under this Agreement will
be made only to the following Payee (the
“Payee”): Fakultni nemocnice Brno

Smluvni strany souhlasi, Ze nize uvedeni
prijemce plateb je fadnymi prijemcem v ramci
této smlouvy a ze platby dle této smlouvy
budou uhrazeny pouze nasledujicimu prijemci
(ddle jen ,prijemci platby"):  Fakultni
nemochnice Brno

The Institution as Payee shall provide full
payment instructions and bank details, in writing
to CRO in the Payment Information Checklist
("PIC"), before any payment can be made.

Drive, nez bude mozné provést jakoukoli platbu,
zdravotnické zafizeni jako pfijemce platby preda
CRO Uplné pokyny k platbé a bankovni spojeni, a
to pisemné na formuldfi platebnich Udajd
(Payment Information Checklist, dale jen ,PIC").

In case of changes or required updates of
payment instructions and/or bank details. The
parties agree that any change of or update to
the Payee’s bank details contained in the PIC
may be effected through a written notice and
shall not of itself require a formal Amendment
to this Agreement.

V pripadé zmén nebo pozadovanych aktualizaci
pokynd k platbé a/nebo bankovniho spojeni.
Smluvni strany sjednavaji, ze zmény nebo
aktualizace bankovniho spojeni prijemct

platby obsazené v PIC mohou byt provadény
pisemnym oznamenim a samy o sobé
nevyzaduji uzavreni dodatku k této smlouveé.

Payee will have sixty (60) days from the
receipt of final payment to dispute any
payment discrepancies during the course of
the Study.

Pfijemce platby bude mit Sedesat (60) dnli od
prijeti  konecné platby na zpochybnéni
jakychkoli rozdild v platbach béhem doby
trvani studie.

If, at Study completion or any termination of
this Agreement, the total amount that CRO
has paid exceeds the amount to which Payee
is entitled hereunder, Payee shall return the
overpayment to CRO within forty-five (45)
business days of receipt of CRO's written
notification of the amount due.

Pokud pfi dokonceni studie nebo jakémkoli
ukonceni této smlouvy bude celkova castka,
kterou CRO zaplatila, presahovat Castku, na
kterou ma dle této smlouvy prijemce platby
narok, vrati prijemce platby preplatek CRO do
Ctyficeti péti (45) pracovnich dnd od obdrzeni
pisemného oznameni o vysi prislusné castky
od CRO.

The parties acknowledge that the designated
Payee is authorized to receive all of the

Smiluvni strany potvrzuji, ze urceny prijemce
platby je opravnén prijmout veskeré platby za
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payments for the services performed under
this Agreement. If the Investigator is not the
Payee, then the Payee's obligation to
reimburse the Investigator, if any, is
determined by a separate agreement between
Investigator and Payee, which may involve
different payment amounts and different
payment intervals than the payments made by
CRO to the Payee. Investigator
acknowledges that if Investigator is not
the Payee, CRO will not pay Investigator
even if the Payee fails to reimburse
Investigator.

sluzby provedené v souladu s touto smlouvou.
Pokud zkousejici neni prijemcem platby, pak je
povinnost prijemce platby zaplatit
zkousSejicimu, pokud tato povinnost existuje,
uréena samostatnou smlouvou mezi
zkousSejicim a prijemcem platby, ktera mize
zahrnovat jiné Castky k platbé a jiné platebni
intervaly, nez platby, které CRO uhradila
prijemci platby. Zkousejici bere na védomi,
Zze pokud zkousejici neni prijemcem
platby, CRO neprovede uhradu
zkousejicimu ani v pripadé, kdy prijemce
platby zkousejicimu nezaplatil.

CRO will reimburse the Payee quarterly within
45 days of the acceptance of the invoice. The
invoice will be issued by the payee on the
basis of the CRO's calculation. The screening
visit will be reimbursed based on procedures
completed; CRO will not reimburse for any
procedures carried out after the subject has
failed screening. All other visits will be
reimbursed on a completed visit per subject
basis in accordance with the attached budget.
Ninety percent (90%) of each payment due,
including any Screening Failure that may be
payable under the terms of this Agreement,
will be made based upon prior quarter
enrollment data confirmed by completed
subject electronic Case Report Forms
("eCRFs") after data verification supporting
subject visitation, and/or upon receipt of a
Valid Invoice where required by region. The
balance of monies earned, up to ten percent
(10%), will be pro-rated upon verification of
actual subject visits, and will be paid by CRO
to the Payee upon final acceptance by Sponsor
of all eCRFs pages, all data clarifications
issued, the receipt and approval of any
outstanding regulatory documents as required
by CRO and/or Sponsor, the return of all
unused supplies to CRO, and upon satisfaction
of all other applicable conditions set forth in
the Agreement.

CRO bude platit prijemci platby Ctvrtletné do
45 dni po prijeti faktury. Faktura bude

vystavena prijemcem platby na zakladé
kalkulace poskytnuté CRO. Screeningova
navstéva bude zaplacena na zakladé

provedenych postupl; CRO nezaplati za Zzadné
postupy provedené u subjektu po nelspésném
screeningu. Nahrada za vSechny ostatni
navstévy bude zaplacena podle dokoncenych
navstév na kazdy subjekt, v souladu s
prilozenym rozpoctem. Devadesat procent
(90 %) kazdé splatné castky, vcetné
jakéhokoli neuspésného screeningu, za ktery
mdZe nalezet nahrada v souladu s podminkami
této smlouvy, bude zaplaceno na zakladé
Udaji o zarazeni z predchoziho Ctvrtleti
dolozenych vyplnénymi elektronickymi
zaznamy subjektu hodnoceni (electronic Case
Report Form, dale jen ,eCRF") po ovéreni dat
dokladajicich navstévy subjektu a/nebo po
obdrZeni platné faktury v regionech, kde je to
vyzadovano. ZUstatek vydélanych financnich
prostfedkd az do vySe deseti procent (10 %)
bude po ovéreni skutecnych navstév subjektl
pomérné upraven a CRO jej zaplati prijemci
platby po zavérecném prevzeti vSech stranek
eCRF zadavatelem, vyjasnéni vSech dat,
prevzeti a schvaleni jakychkoli chybéjicich
regulacnich dokumentd, které pozaduji CRO
a/nebo zadavatel, po vraceni veskerého
nespotrebovaného materialu CRO a po splnéni
veskerych  ostatnich  platnych  podminek
stanovenych v této smlouve.
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Pass-Through Payments: Payee will be
reimbursed for approved Study-related pass-
through expenses (as are for example study
medications obtained locally in a pharmacy)
upon CRO’s receipt of an original complete
invoice which includes Protocol number,
Investigator, invoice number, invoice date,
and appropriate supporting documentation
(“Valid Invoice”) from Payee.

Prefakturované platby: Prefakturované
naklady souvisejici se studii (jako napfiklad
studijni 1éky zakoupené lokalné z Iékarny)
budou prijemci platby zaplaceny poté, co CRO
od pfijemce platby obdrzi original vyplnéné
faktury zahrnujici cislo protokolu, jméno
zkousejiciho, Cislo faktury, datum vystaveni a
prislusnou podpdrnou dokumentaci (dale jen
,platna faktura").

Invoices must be submitted to Pharmaceutical
Research Associates Cz, S.r.o for
reimbursement at the following address:

Faktury musi byt odeslany Pharmaceutical
Research Associates CZ, s.r.o k proplaceni na
nasledujici adresu:

Address: Pharmaceutical Research Associates
CZ, s.r.o

Jankovcova 1569/2c

Prague 7, 170 00

Czech Republic

Or by email:
InvestigatorInvoices@prahs.com

Adresa: Pharmaceutical Research Associates
CZ, s.r.o

Jankovcova 1569/2c

Praha 7, 170 00

Ceska republika

Nebo emailem na:
InvestigatorInvoices@prahs.com

Payee shall submit all final Valid Invoices no
later than thirty (30) days after receipt of the
calculation

Prijemce platby musi odeslat vSechny konecné
platné faktury nejpozdéji tficet (30) dni po
prijetikalkulace .

The invoice maturity is 45 days from the date
of acceptance. In case of late payment of an
undisputed amount, payment overdue is
entitted to charge default interest at the
statutory level. In the event that the CRO does
not deliver to the payee in a timely manner
the calculation in accordance with the
timetable set out above, and in the event of
late payment of an undisputed invoice where
the CRO fails to pay such amount upon 30
days of receiving a notice from the Payee
notifying of such late payment and requesting
payment, the payee is entitled to suspend the
input of the data into the database until the
relevant reimbursement.

Splatnost faktury Cini 45 dni od prijeti faktury.
Pri pozdni Uhradé nesporné Castky je prijemce
platby opravnén uctovat Urok z prodleni v
zakonné vysi. V pripadé, ze CRO nedoruci
prijemci plateb kalkulaci véas v souladu s
harmonogramem uvedenym v predchozim
textu, a dale v pripadé pozdni Uhrady
nesporné faktury, kdy CRO nezaplati tuto
Castku do 30 dnl od obdrzeni oznameni od
prijemce platby, kdy prijemce platby oznami a
bude zadat tuto opozdénou platbu, je prijemce
plateb opravnén pozastavit zadavani dat do
databaze, a to az do provedeni prislusné
Uhrady.

Screen Failures: Payee will be compensated
for two Screen Failures (as defined below) for
every subject that is randomized. Payee will be
reimbursed per Screen Failure
based on the ratio above.

Neuspésny screening: Pfijemci platby bude
zaplaceno za dva neuspésné screeningy (dle
definice nize) na kazdy randomizovany
subjekt. Prijemci platby bude dle vyse
uvedeného poméru za nelspésny screening
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zaplaceno |Gz

For purposes of this Agreement, a Screen
Failure shall mean a subject who (i) completes
the Screening Visit procedures outlined in the
Protocol (including, without limitation, the
informed consent process) and (ii) is not
randomized. To be eligible for reimbursement
of Screening Visit, completed screening eCRF
pages must be confirmed by CRO and any
additional information, which may be
requested by CRO must be submitted to
appropriately document the subject screening
procedures.

Pro ucely této smlouvy nelspésny screening
znamena subjekt, ktery (i) absolvuje postupy
screeningové navstévy uvedené v protokolu
(v&etné napriklad procesu informovaného
souhlasu) a (ii) neni randomizovan. Pro narok
na vyplaceni nahrady za screeningovou
navstévu musi CRO potvrdit vyplnéné stranky
eCRF ke screeningu a musi byt predlozeny
jakékoli dalsi informace, které si miize CRO
vyzadat, aby byly patfi¢né zdokumentovany
postupy pfi vstupnim vysetreni.

Discontinued or Early Termination
Payments: Reimbursement for discontinued
or early termination subjects will be prorated
based on the number of confirmed completed
procedures/visits.

Platby pri vyrazeni nebo pred¢asném
ukonceni Ucasti subjektu: Platby v pripadé
subjektd, které byly vyfazeny nebo svou Ucast
predcasné ukoncily, budou pomérné upraveny
dle poctu potvrzenych absolvovanych
postupl/navstév.

Study Start-up: A one-time payment, in the
amount of _ for Study Start-up

activities will be made upon execution of the

Zahajeni studie: Jednorazova platba ve vysi
* za aktivity pri zahajeni studie bude

provedena po spinéni podminek smlouvy a po

Agreement and upon receipt by CRO of an | obdrzeni origindlu vyplnéné, do polozek
itemized original Complete Invoice. rozepsané faktury ze strany CRO.
Unscheduled Visits: Neplanované navstévy:

For purposes of this Agreement, an |Pro Uclely této smlouvy ,neplanovana

“Unscheduled Visit” means a Subject visit
which is not expressly set forth in the schedule
of Study procedures of the Protocol, but that
(i) may be required for the Study as directed
by the Investigator, or (ii) may be related to
an adverse event experienced during the
Study or otherwise required for the Study as
directed by the Investigator, for the health
and welfare of a Study subject. Standard of
care patient visits or procedures that are not
required by the Protocol do not constitute
Unscheduled Visits for purposes of this
Agreement.

navstéva" znamena navstévu subjektu, kterd
neni  predem  vyslovné uvedena v
harmonogramu postupl ve studii v protokolu,
ale ktera (i) mize byt pro ucely studie
pozadovana dle rozhodnuti zkousejiciho, nebo
(i) mlze souviset s nezadouci prihodou
zaznamenanou bé&hem studie nebo mize byt z
jiného dlivodu vyZadovana pro Ucely studie dle
rozhodnuti zkousejiciho, s ohledem na zdravi a
pohodli subjektu studie. Navstévy pacientd
nebo postupy v ramci standardni péce, které
nejsou pozadovany protokolem, nepredstavuiji
pro ucely této smlouvy neplanované navstévy.

Unscheduled Visits will be reimbursed on a flat
rate basis in accordance with the rates set
forth in Exhibit A following review and

Nahrady za neplanované navstévy se budou
vyplacet pausalné v souladu se sazbami
uvedenymi v priloze A, po kontrole a schvaleni
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approval of any information and/or
documentation required by Sponsor. Payee will
endeavor to provide reasonable advance
notice to Sponsor or its designee and
whenever possible, seek Sponsor’s prior
approval before the procedure is performed.
In the event that reimbursement rates for
medically necessary procedures are not
included in Exhibit A, the amount of
reimbursement for those procedures will be
reviewed in good faith by Sponsor prior to
Sponsor’s approval or disapproval of the
expenditures, which shall not unreasonably be
withheld or delayed.

veskerych informaci a/nebo  dokument(
pozadovanych zadavatelem. Prijemce platby se
vynasnazi zadavatele nebo jeho povérenou
osobu v pfiméfeném predstihu informovat a
kdykoli to bude mozné, vyzada si pred
provedenim postupu souhlas zadavatele. V
pripadé, Ze vySe nahrad za postupy, které jsou
z lékarského hlediska nezbytné, nejsou v
priloze A zahrnuty, vySi nahrady za tyto
postupy v dobré vife provéfi zadavatel pred
svym schvdlenim ¢ neschvéalenim vydaijd,
které nebude bezdlvodné zdrZzovano nebo
odkladano.

To be eligible for payment an itemized original
Valid Invoice must be received by CRO, which
should reference the date of the Unscheduled
Visit and subject humber. Reimbursement will
be subject to verification by Sponsor or
designee.

Pro narok na platbu musi CRO obdrzet original
platné, do polozek rozepsané faktury, ktera
musi obsahovat datum neplanované navstévy
a Cislo subjektu hodnoceni. Vyplaceni nahrady
bude podiéhat ovéreni ze strany zadavatele
nebo jeho povérené osoby.

Final Payment: The final payment to include
the ten percent (10%) withholding will be
payable upon completion of the close-out visit
and upon receipt of the following: (i) all Study
documentation, (ii) the accountability of any
unused Study Drug, (iii) all completed and
correct eCRFs/queries and (iv) resolution of
any clarification requests made by CRO or
Sponsor regarding Study data or records.

Konecna platba: Konecna platba zahrnujici
desetiprocentni (10%) srazku, bude uhrazena
po absolvovani zavérecné navstévy a po
obdrzeni nasledujicich polozek: (i) veskeré
studijni dokumentace, (ii) vykazu veskerého
nevyuzitého hodnoceného Iéku, (iii) vSech
vyplnénych a spravnych eCRF/dotazd a (iv)
feSeni veskerych Zadosti o vysvétleni ohledné
studijnich dat nebo zaznam{ vznesenych CRO
nebo zadavatelem.

Patient Travel reimbursement: Each
subject will receive a reimbursement for the
reasonable travel expenses made on the visit
day based on a valid receipt submitted by
patient to the Investigator. Subject travel
expenses for study visits will be administered
by Investigator/Institution and reimbursed by
CRO upon receipt of an original, itemized valid
Invoice or adequate proof of the expenses
incurred. Where the subject travels by either
bus or train or the subject incurs a parking
cost a ticket or receipt is required from the
subject. Where the subject drives shall be
reimbursed and, where applicable, this will be
based on the current national government

Nahrada cestovnich vydajti pacienttim:
Kazdému subjektu budou vyplaceny pfimérené
cestovni vydaje za cestu v den navstévy na
zakladé platné uctenky, kterou pacient predlozZi
zkousejicimu. Evidenci cestovnich vydajt
subjektu za cesty na navstévy ve studii povede
zkousejici / zdravotnické zafizeni a vyplati je
CRO po predlozeni originalu platné, do polozek
rozepsané faktury nebo adekvatniho dikazu
vynalozenych vydajl. Pokud subjekt cestuje
autobusem nebo vlakem nebo plati parkovné,
musi predlozit jizdenku nebo stvrzenku. V
pripadech, kdy subjekt jede do nemocnice
autem v prislusnych pripadech se tyto vydaje
vypocitaji na zakladé aktualnich statem
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mileage reimbursement rates.

stanovenych koeficientd platnych v dané zemi.

Please note that invoices will not be
processed unless they reference the
Sponsor name, Protocol number and
Investigator name and site number.

Vezméte prosim na védomi, ze faktury
nebudou zpracovany, pokud nebudou
obsahovat jméno zadavatele, Cislo
protokolu, jméno zkousejiciho a cislo
pracovisté.

Any expense or cost incurred by Payee in
performing this Agreement that is not
specifically designated as reimbursable by CRO
or Sponsor under the Agreement (including
this Exhibit A and Exhibit A-1) is Payee’s sole
responsibility.

Za jakékoli vydaje nebo naklady vynalozené
prijemcem platby pfi plnéni této smlouvy,
které CRO nebo zadavatel v ramci smlouvy
(vCetné prilohy A a prilohy A-1) vyslovné
neuvadeji  jako proplatitelné, zodpovida
vyhradné prijemce platby.

No Other Additional Funding Requests
Will be Considered

Nebudou brany v iivahu Zzadné dalsi
pozadavky na financovani

These amounts include all applicable
overhead, unless otherwise stated. VAT is not
included in the amounts and can be charged.
The Institution acknowledges and agrees that

Payee should be solely responsible for

payment for any and all applicable federal,
state and local taxes, if any such taxes are
due, with respect to all payments made
pursuant to this Agreement, and CRO/Sponsor
shall have no responsibility whatsoever for
withholding or paying any such taxes on
behalf of the Institution or Payee.

Tyto ¢astky zahrnuji veskeré prislusné rezijni
naklady, neni-li uvedeno jinak. DPH neni
zahrnuto v téchto ¢astkach a mlze byt
uctovano.

Instituce bere na védomi a souhlasi s tim, ze
prijemce platby by mél byt vyhradné
odpovédny za platbu za jakykoli a veSkery
platny federalni, statni a mistni dafovy
poplatek, pokud je takovy danovy poplatek
pozadovan, s ohledem na vSechny platby
uskutecnéné podle této smlouvy, a
CRO/Sponzor nenese zadnou odpovédnost za
zadrzeni nebo nezaplaceni takového darfového
poplatku jménem instituce nebo prijemce
plateb.

All payments for this Study in accordance with
the attached Budget will be paid by Sponsor,
through CRO.

Veskeré platby za tuto studii v souladu s
prilozenym rozpoctem bude hradit zadavatel
studie prostrednictvim CRO.
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EXHIBIT A-1 / PRILOHA A-1
BUDGET / ROZPOCET
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