Piloha €, 1 - Rozpis Plateb
ke smlouvEé mezi:

PPD Investigator Services, LLC.
Karlovarski krajska nemocnice, a.s.
MUDr. Blanka Fhofilovdi - Pazdiorova
Takeda
Vedolizumab-4013

Platby: Platby se budou poukazovat na Géet
piijemnce plateb (dile jen , pfijemce plateb'):

Confidential

Appendix no. 1 - Payment Schedule
to an Agreement between:

PPD Investigator Services, LLC.
Karlovarska krajska nemocnice, a.s.
MUDr. Blanka Zborilova - Pazdiorova
Takeda
Vedolizumah-4013
Payments: Payments should be made to the

following account of the payee (further, the
“Payee™):

Prijemce plateb/Payee Name: Karlovarski krajskd nemocnice as,

DIC Tax ID no.: CZ26365804

Nizev a adresa banky/Bank name and address: Komeréni banka, as. Praha 1, 114 07 Na

Pfikopé 33
Cislo Gétu / Account no : 35-227290217/0100
[BAM: CZ5901000000350227290217

SWIFT: KOMBCZPPX XX

VS/Reference no.; &islo faktury. / Invoice number

Faktury: Viechny origindly fakiur tykajici se
klinickcho hodnoceni musi byt pFedlogeny
k proplaceni spoleénosti PPD (a jako plitce na
aich musi byt uvedena spolenost PPD) na niZe
uvedenou adresu amusi obsahovat piesny
rozpis  viech  poplatkl, doprovednych
dokumentii a referenéni fakturaéni éislo daného
feditelského centra. Splatnost faktur je Sedesit
{60} dni ode dne obdrieni faktury spolednosti
PPLY.

Fakturalni adresa/Inveicing address:

Invoices: All original invoices pertaining to
the Clinical Smudy must be submitted for
reimbursement to PPD (and must reference
PPD as the invoicee) at the following
address and shall include a correct
itemization for all fees, supporting
documentation, and a site invoice reference
number, The mvoice due date is sixty (60)
days from the day the invoice is received by
PP,

PPD Investigator Services LLC

229 Marth Front St,

Wilmington NC 28401, USA

Company [D:
Zasilatelskd adresa/Shipping address:

PPD Czech Republic, s.r.o.
Do rukou / Atn.: Finanéni oddéleni / Finance Department

Budéjovicka alej

Antala Staska 2027/79

P40 00 Praha 4

Ceski republika / Czech Republic
DIC/Tax D no.: CZ63671077

VEDO 4013
Karlovarska krajska nemocenice | P1 Zbarilova
Crech Republic
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Nabor: Poskytovatel a zkouSejici berou na
vidomi, Z¢ se jednd o klinické hodnoceni
vypracované pro vyhodnocenl daného poétu
subjektl hodnoceni, Ofekdva se, #e zkousejici
vynalozi vedkeré dsili k ndboru, jak je uvedenc
ve smiouve. Jakmile bude dokonfen ndbor
cilového poftn subjektd hodnoceni pro celé
klinicke hodnoceni, budou o tom poskytovatel a
zkouiejici informovini a budou instruovéni, aby
j12  meprovidéli ndbor daliich subjekii
hodnoceni.

Platby ¥ riamei klinického hodnoceni budon
realizoviny ndsledovné:

Niklady na subjekt hodnoceni: Phjemci
plateb bude poskytnuta platba za dokondent a
hodnotitelny ~ subjekt  hodnoceni, jak  je
definovino nife, a sice na zikladé plateb
uvedenych v tabulkach plateb niZe, navyienych
o DPH. Platby se budou provddét kazdych &
mésich v Eeskych korundch a budou se zakladat
na poétu dokonfenych navitév, potvrzenych
v elektronickych zaznamech subjekiu hodnoceni
{¢CRF) adorufeni sprivoé vyplnéné faktury
s rOZCpsanyi polofkami, Dokonéeny
a hodnotitelny subjekt hodnoceni je definovén
nisledovng: (i) vicchny postupy musi bjt
provedeny v souladu s protokolem a smémicemi
ICH GCP, (ii} pacient bude zafazen pouze na
zéikladé kritérii pro zafarenifvyfazeni a (i)
veikeré Gdaje budou piesné a  dplné
zdokumentovany,  V pHpadé, #c  subjekt
hodnoceni nedokonti viechny navitévy tak, jak
je uvedeno v protokolu, spolefnost PPD bude
povinna uhradit za takovy subjekt hodnoceni
pouze pomémou éast dokonfenych navitév dle
eCRF.

DPH a jiné dand: Je-li vyiadovana platha
vietné dand z pfidané hodnoty, PPD proveds
uhradu pouze na zakladé dorufeni plainé
faktury s vyéislenoy DPH. Doruteni faktury
nebo pfisluinych podkladd pro  plathy se
vyiaduje 1 vsituacich, vnichi se DPH
neuplatiuje, pfed provedenim dhrady dle této
smiowvy,

VEDO 4013
Karlovarska krajska nemocenics / P Zbarilova
Crech Republic
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Enrollment: The Medical Facility and
Investigator acknowledpe that thiz is 2
Clinical Study designed to evaluate a set
number of Clinical Study subjects. The
Investigator will be expected to apply best
efforts for enrollment as provided for under
the Agreement. When enroliment of the
target number of Clinical Study subjects for
the entire Clinical Study is complete, the
Medical Facility and Investigator will be
notified and instructed nof o confinue
enrolling Chinical Study subjects.

The Clinical Study shall be payable as
follows:

Cost Per Subject: The Payee will be paid
per completed and evaluable Clinical Study
subject as defined below based on the rates
set forth in the Tables of Payments below,
plus VAT. Payments will be every six
months basis in CFK and will be based on
completed visits verified in the subject
electronic case report forms (eCRFs) and
receipt of correct and itemized invoice. A
complete and evaluable Clinical Study
subject is defined as follows: (i) all
procedures must be performed according to
the Protocol and ICH GCP guidelines, (ii) a
patical will enly be included according to the
inclusion‘exclusion criteria, and (in) all data
are documented accurately and completely.
In the event that a Clinical Study subject
does not complete all visits as specified in
the Protocol, PPD shall enly be obligated 1o
make payment for such Clinical Study
subject on a pro-rated, completed visit, and
eCRF basis.

VAT and Other Taxes: Where a VAT
mvoice is required, payments will only be
made once PPD has received a valid VAT
invoice. In situstions where VAT is not
applicable, an mvoice or relevant payment
request form will still be required before any
payment is made under this Agreement.
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Téeti strany: Pfijemce platch je  plné
zodpovédny za Ghrady tfetim stranam a za krytl
viastnich  ndkladl  souvisejicich s timto
klinickym hodnocenim, a to véetné nikladi na
léEbu v plipadé viskym djmy na zdravi subjektl
hodnoceni veniklé v disledku jejich Oéast v
klinickém hodnoceni, s vijimkou ndkladi, kreré
jsou hrazeny na zéklad® této smlouvy nebo
Jejiho pisemného dodatku.

Poplatek etické komisi: Poplatek etické komist
uhradi PPD mimo tute smiowww.

Poplatky centrdlni  Iaboratofi:  Poplatky
centrdlni laboratofi budou hrazeny zadavatelem
mimo futo smiowvo.

Laveretnd platha: Zivérefnd platha bude
realizovana po dokondeni zvéreéné navitévy a
obdrZeni ndsledujicich dokumentld spoleénosti
PPD: (1) veskerd dokumentace ke klinickému
hodnoceni, (i) pfehledu veSkerého neufitého
hodnoceného 1é8iva, (iii) vech wyplnénych a
spraivoych  eCRF/dotazli a  (iv) wvelkerych
doplnénych poZadavk k vysvétleni ze strany
PPD & zadavatele, tikajicich se ddaji ncho
zammami klinického hodnoceni. Wa veneseni
nimitek  vidi  jakymkoliv  nesrovnalostem
v platbich realizovanych v pribéhu klinického
hodnoceni bude mit piijemce plateb [hiltu tficet
(30) dni od doruteni zivéreéné plathy.

Bez obdrieni pfedchoziho pisemného souhlasu
ze strany tadavatele & PPD nebudon bridny
v potaz fddné dal¥i poladavky na poskyinuti
Sfinanénich prosifedki.

VEDD 4013
Karlovarska krajska nemocenice [ PI Zborilova
Czech Republic

Confldential

Third Parties: The Payee is fully
responsible for payments to third parties and
paying its own expenses connected with the
Clinical Study, including costs for therapy in
the event of injury to health of the Clinical
Study  Subjects resuling  from  their
participation in the Clinical Study, with the
exception of expenses reimbursed on the
bagsis of this Apreement or a wrtten
amendment Lo it

Ethies Committee Fee: The Ethics
Commitiee Fee will be paid by PPD apan
from this Agreement.

Central  Laboratory  Fees:  Central
Laboratory costs will be paid by the Sponsor
apart from this Agreement

Final Payment: The final payment will be
payabie upon completion of the close-out
visit and upon PPD's reccipt of the
following: (i} all Clinical Srudy
documentation, (ii) the accountability of all
unused Study Drug, (i) all completed and
correct eCRFs/queries, and (iv) any
clarification requests made by PPD or
sponsor regarding Clinical Stody data or
records. The Payee will have thirty (30)
days from the receipt of final payment to
dispute any payment discrepancies during
the course of the Clinical Study.

No other additional funding requests will
be considered withour the prior wriften
consent of Sponser or PPD.
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Tabulky plateb / Tables of Payments

Confidential

Payment per Visit Including OH
= Cost Per Subject
Wisit { Per Visit
Enrollment visit (Final Dosing Visit of Qualifying
Study) CZK 2457.00
Infusion 1 CZK 4.282.00
Infusion 2 CZK 4.282.00
Infusion 3 CZK 4,282.00
Infusion 4 CZK 4,282.00
Infusion 5 CZK 4,282.00
Infusion & CZE 4,282.00
Safety Follow-up Visit Final Study Infusion +18 weeks
CZK 4,282.00
Total CZK 32.431.00
| Invoiceable Fees Unit Costs
Additional physicien & dispensing fee per event CZK 4,282.00

XAP-PK Blood Draw Visit

WVisit

Cost Per Subject

Per Visit

Enrollment visit {Final Dosing Visit of Qualifying

Study) Week 0~ Last Q4W dosc CZK 3,121.00

Weck 8 — 1st Q8W dose CZK 2 473.00

Week 16 — 2nd QW dose CZK 2.473.00
| End of Sub study visit ) CZK 2,473.00 |

Total CZK 10.540.00

| Invoiceable Fees Unit Costs

PK draws for change in dosing regimen from Q8W to O4W

(Includes; continued eligibility, weight, BMI, PK blood

draw, PK prep and shipment, and assessments. CEK 2.473.00

VEDD 4013
Karlovarska krajska nemocsnice | PT Zhorilova
Czech Repuhblic
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Smlouva s fefitel centrem klinicke
hodnocent

Tato smlouva s Feditelskym centrem klinického
hodnoceni (. smlouva™) uzaviena s plathosti od
podpisu  posledni  smbuwvni  strany  (,.datum
posledniho  podpisu™) a sGdinnost  podle
ustanoveni 27 niZe (datum déinmost™), byla
uzaviena mezl Emito smivvnimi stranami:

Karlovarskdi  krajskd  pemocnice as.

Bezrufova [190/19, 360 01 Karlovy Vary
Ceska republika
(.zdravotnické zafizeni™)

datum naroreni
bytem na adrese

{ 2kousejici™)
A

PPD Investigator Services LLC, s¢ sidlem na
adrese 929 North Front St, Wilmington, NC
28401, USA (,,CRO"),

za Ofelem providénl klinického vyzkumu
(.Klimckého hodnoceni™) popsaného
v protokolu 8 ndzvem , Program roziifeného
fistupu k pFipravko
pii  ulcerdzni  kolitidé a Crohnovié
chorobé”, Vedolimmab 4013 ( protokol™),
Jménem  spoleénosti Takeda Development
Center Americas, Inc. {,zadavatel*). Pokud jde
0 privda a povinnosti zadavatele podle této
smlouvy, jednd CRO na zdklade poveieni.
Za fadné a pfiméfené protiplnéni, jeho? pijem
se timto uznavi, se xdrevomické zafizeni,
zkouszgjici a CRO dohodly takto:

. Klinick# hodnocend,

(&) Timto je do smlowvy zahrnut protokol, kiery
fidi provadéni klinického hodnoceni, CRO ma
na zikladé pokynti zadavatele pravo protokol
€as od éasu doplnit formou dodatku a'nebo
dopliiku v souladu s jakymikoliv / veikerymi
pravnimi predpisy, prostfednictvim pisemného
oxmameni zkoudejicime a'nebo zdravotnickému
zafizenl.

(b} Zdravotnicke =zafizeni a zkoudejici
zodpovidaji za proviadéni klinicksho hodnocent

Karlovarska krajska nemocenice / o1 (D
Czech Republic

Confidential

Clinical Studv Site A Ent

This Chnical Study Site Agreement (“Agreement™),
entered into as of the last date of signature (“Date of
Final Signature} and effective as set out in Section 27
below, is entered into by and among:

Karlovarska krajskii nemaocnice .5,
Berruéova 1190/19, 360 01 Karlovy Vary, Czech
Republic

{*Institation™),

{"Investigatar™),
And

PPD Investigator Services LLC, located at 929 Narth
Front St, Wilmington, NC 28401, USA (“CRO™),

for the purpose of conducting the clinical research (the
“Study'™) described in the protocol entitled

Extended Access Program in
Ulcerative Colitis and Crobn's Disease *,
Vedolizumab 4013"  (the “Protocol™), on behalf of
Takeda Development Center Americas, [Inc.
(“Sponsor”). With respect to the rights and obligations
of the Sponsor hereunder, CRO is acting by virtue of a
Delegation Letter,

For good and valuable consideration, receipt of which
i hereby acknowledged, Institution, Investigator and
CRO hercby agree as follows:

1. The Study,

{a) The Protocol is hereby incorporated by
reference and shall govern the conduct of the Smdy.
CRO, al the direction of Sponsor, shall have the right
o amend and/or supplement the Protocol from time to
time in accordance with anw/all legal regulations on
writlen notice to Investigator and/or Institution.

(b} Institubion  and  Tnvestigator  shall  be
responsible for the conduct of the Study at the location
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na misté uvedeném nife ma podpisové strand
{.centrum®), prostiednictvim providéni nebo
rajisténim  provadéni  aktivit  klinického
VVZkumu a testl, jeZ jsou popsany v protokolu

(e} V rozpoéo, kiery je k této smlouve piipojen
jako pfiloha A ( rozpodet™), jsou stanoveny
veskeré plathy, které CRO jménem zadavatele
ubradi zdravotmickému zafizenl za provideni
klinického hodnoceni. Bude-li protokal doplnén
nebo vydi-li CRO pisemné dodatky a'nebo
pisemné pokyny. které povedou ke zvyieni nebo
gniZeni nakladd & k prodloufeni nebo zkriceni

doby providéni  klinického  hodnoceni,
dohodnou se CRO a adravoinicke zafizeni na
patfiném doplnéni rozpod.

(d) Zdravotnicke zafizenl a zkousejici budou
dodrzovat a kaddy znich wajisti, aby jejich
piislulni zaméstnanci, zastupci a dodavateld
dodrovali veikeré podminky a poZadavky této
smlouvy a protokobs. Zdravotnicke zafizeni ani
zkoudejici nebudou providé Zadné zmény
protokolo ani se od néj ncodchyli, ani? by
pfedem ziskali piscmny souhlas CRO. Bude-li
nékterd z podminek této smlouvy tkajici se
lekafského  nebo  wvédeckého  providénd
klinického hodnoceni v rozporu 5 nékterou
2 podminek  protokoluy, mé pfednost  znéni
protokole. Pro veSkeré ostatni zaleZitost md
prednost znéni smiouvy,

(e} Jestlize zdravotnické zaflzeni vyuiije pro
provadéni klinického hodnoceni, celkovd nebo
castefné, nebo pro poskytovéni slufeb nebo
stanovenych procedur dle poZadavidl protokolu
jakékoliv prostory nebo zafizeni odlisné od
centra (,zafizeni™), pro ka?dé takové zafizeni
plati, Ze 2dravotnické zafizeni:
i. pfedem =ziska pisemny souhlas od
zadavatele s poudivinim daného zafizeni,

i. ptedem ziskd pisemny souhlas od zafizeni
s iéasti na klinickém hodnoceni,

il zistava plné zodpovédné za veskerd prace
provedené zafizenim nebo za  jim
poskytnuté sludby a

(1) prohlasuje a dosvédéuje zadavateli a CRO,
Ze wviéi zafizeni bude uplathoval podminky
minimalng stejné piisné, jakymi jo zdravotnicks
zafizeni vizino podle této smlouvy, obzvidsié

Karovarska krajska nemocenice | P1IIIID
Crech Republic

Confidential

identified on the signature page below (“Site™) by
performing or causing to be performed those clinical
research achivitics and tests described in the Protocol.

(c) The budget attached hereto as Exhibit A and
(“Budget™) sets forth all of the pavments 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 andfor written instructions that
increase or decrease the cost or time of performance of
the Study, CRO and Institution shall agree to amend
the budget accordingty,

id) 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 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.

(el 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 Protocel (cach a “Facility™), then with
respect to each Facility, Institution:

1. Shall obtain prior written approval from the
Sponsor to use the Facility,

ii. Shall obtain prior written comsent from the
Facility to participate in the Study;

iii.  Shall remein fully responsible for all work
performed or services provided by or at the
Facility; and

(f} Represents and certifies to Sponsor and CRO that
Institution will hold Facility to terms at least as
stringent as those to which Institution is hound
hereunder, specifically with regard to the conduct of
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s ohledem na provadéni klinického hodnoceni,
mimo  jiné wletnd poufivani  hodnoceného
pripravku, uchovivani zdemamd, divémosti,
zavazkil tykajicich se dat a publikaci, vynilezi,
osobnich (daji a publicity

Zadavatel svd klinickd hodnoceni registruje na
strankéch  www.clinicalials.gov v souladu
s americkym  zdkonem Food and Drug
Administration Amendments Act z roku 2007
(Public Law 110-85)

2. ¥&eobecné povinnosti zkougejiciho.
(&) Zkousejici zodpovidd 7a nasledujici:

(1) pasobeni ve funkei hlavniho zkousejiciho pro
klinické hodnoceni tak, jak je zamysleno
zikonem ¢ 37872007 Sb., o lédivech a o
zméndch nékterich souvisejicich wkontd, we
méni pordéjdich pledpish (. zakon o |éivech™,
vyhlaZkou & 226/2008% Sb., o spravné klinické
praxi 4 bli¥ich podminkach klinického
hodnoceni  1&Givych phipravkl, wve wnéni
pozdéjdich pfedpish (,.vyhlaika™) & zikonem &
3722011 Sb, o zdravotnich slufhdch a
podminkach jejich poskytovéni (.zakon o
zdravotnich stuZbich™), a dile jak je definovine
v pokynech ICH, jak je definovino niZe,

(i1} bezodkladné  predlofeni  Fvoropisu
zkoudgjiciho a pripadného  spoluzkoodejiciho
CRO,

(i) pro déely regulafnich poladavki USA:
berodkladné podepsinl potvezeni o finanénich
tdajich (Certificate of Financial Disclosure),
jeho? formulaf poskytne CRO, a jeho pfedini
CRO, spolu s obdobnymi  podepsanymi
potvrzenimi od kaZdého spoluzkousejiciho, dale
berodkladné pisemné ozndmeni CRO v piipadé,
7o dojde k jakymkoliv relevantmim  zméndm
mformaci  uvedenych  vdaném  potvrzeni
(potvrzenich), a to vprib&fhu  klinického
hodnoceni nebo béhem dvandcd (12) mésich
nasledujicich ihned po dokondeni klinického
hodnoceni v centry

Karlovarska krajska nemocenice | P1{ID
Czech Republic

Confidential

the Study, including but not limited to. Study Drug
use, record retemtion, confidentiality, data and
publications obligations, inventions, personal data, and
publicity.

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

2. Gengral Obligations of Investigator,

(a} The Investigator shall be responsible for:

{i} serving as the Principal Investigator as
contemplated in Act No 3782007 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 “Decrec™) and Act No
37272011 Coll., on health services and the terms and
conditions of the provision thereol (“Health Services
Act™), and as defined in the ICH Guidelines, as defined
below, for the Study

(i1) promptly submutting to CRO, & cwrriculum vitae
for Investigator and any sub-investigator;

{iiy for the purposes of the US. 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 Cemtificate for any sub-investigator, and
promptly notifying CRO in writing il any relevant
changes oceur in the information included in such
Certificate(s) during the Swudy or during the twelve
(12} month period immediately following the
completion of the Study at the Site:

Page 3 of 36



(iv) vsouladu sregulaénimi poZadavky USA:
bezodkladné podepséni prohlient zkouejiciho,
jeho tormulaf poskyme CRO, a jeho pfedani
CRO {, prohlideni rkouscjiciho™)

{v) ziskani kladného stanoviska pisluiné cticke
komise (,,EK") k protokolu a pfipadnim jeho

dodatkim pred rahajenim klinickdho
hodnocen:,
{vi) wiskini pisemného souhlasu CRO 3

zadavatele a kladného stanoviska FK k timto
dokumentim:

(1} miformovany souhlas [, informovany

souhlas™), ktery budou podepisovat
subjekty  zafazované do  klinického
hodnoceni,

{2) opravnéni (samostatné nebo v ramci

informovanéhe  souhlasu), které bude
podepisoval  subjekt, nebo  kierd  bude
podepisovano Jménem subjektu,

umaZiujici pfedivini zdravotnich a jinych
osobnich informaci v souladu s platmymi
zikony, pledpisy a pokoymy (.oprivnéni
subyjektu ),

(3) obsah jakchokoliv sdéleni pro ziskdvani
subjektt do klinického hodnoceni pied jecho
umisténim, mimo jiné wviciné reklam
vnovindeh a na radiich, reklamni podty,
reklam nebo  sdileni na  internetu a
zpravodajl, pfitem? tato sdéleni musej
vyhovoval pofadavicim plamich mikomni,
piedpist a pokyni, a

{4) jakékoliv dald dokumenty tykajicl se
klinického hodnoceni a pofadované podle
platnych zikoni a'nebo ze strany EK.

{vii) osobnl providéni nebo dohled nad
klinickym hodnocenim v centru,

{viri} plnow spoluprici se zadavatelem a CRO
pi providéni klinickeho hodnocen!, mimo jiné
vietné povoleni naviiéy v centru, zpracovdvani
a predivani ziznamil subjektd hodnoceni a
veikeryeh jinych zpriv pozadovanych podle
protokolu a platnfch zikond, a to véas, jak je
uvedeno v protokelu a v pfisiugnych zikoncch,
a dale zapitovani piistupy  k z@zmamim
klinického hodnocenl (je¥ jsou  definoviny

Karlovarska krajska nemocenice | P1( D
Crech Republic
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{iv) pursuant to LS. regulatory requirements prompily
signing and submitting o CRO, a statementi of
investigator, the form of which will be provided by
CRO (“Statement of Investigator™);

(v} obtaining prior to commencing the Study, the
favorable opinion of the respective FEthics Committee
“EC") of the Protocol and any amendments thereto:

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

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

(2} the authorization (either separately or
mncluded 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
gurdelines (“Subject Authorization™);

(3} the content of any communication soliciting
subjects for the Swmdy before placement,
including, but not limiled to, ncwspaper and
radio advertisements, direct mail pieces, Internet
adverlisements or communications, and
ncwsletters, which communications must
comply with applicable laws, regulations and
guidelines; and

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

{vir) personally conducting or supervising the Study at
the Site;

(viit) fully cooperating with Sponsor and CRO in the
conduct of the Swmdy, including, without limitation,
permitting Site visits, preparing and submitting casc
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
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niZe), a

{ix) soulad sproceduramn  stanovenymi
protokolem a prisluimymi zikony pro zdznam a
hlaseni veskerych zprav t¥kajicich se klinického
hodnoceni, mimo  jinéd véetné  zajiSCovdni
presnost, Gplnosti, Eitelnosti a  véasmost
hligenych dat.

Nebudou providény 2idné zmény vide
uvedenych  dokumentd bez piedchoziho
pisemného souhlasu zadavatele nebo CRO

(b} Zdravotnické zafizenl & koudejici budou
dodrfovat a ka?dy znich zajisti, aby jejich
prisluini zamdsianci, zastupei a dodavatel{&)
nebo jini pracovnici podilejici se na provadéni
klinického hodnoceni dodrfovali:

(1) vesker¢ poZadavky protokolu a pfipadnich
Jeho dodatkl nebo dopliki, kieré budou sdéleny
pisemné, fak je zamyileno vie,

{ii} veikeré podminky stanovené v prohlisen
zkoudejiciho a/nebo ve stanovisku EK,

(il) vefkeré platné zakony a predpisy, mimo
Jiné vielné zakona o 1édivech a vyhlagky,

{iv) pokyny sprivné klinické praxe,

(v} pokyny pro sprivnou klinickou praxi vydané
Mezindrodni konferenci o harmonizaci (,polomy
ICH") &

{v1) vedkere daldi relevantni pokyny tVkajici se
lé€ivych piipravki a klinickych hodnoceni tak,
Jjak vstoupi as od éasu v platnost.
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(ix) compliance with the procedures stipulated by the
Protocol and applicable laws on recording and
reporting of all Study-related repons, including,
without  limitation, ensuring the  accuracy,
compieteness, legibility and timeliness of the reported
data.

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

(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:

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

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

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

(iv) Good Clinical Practice Guidelines;

{v) the ICH Harmonized Tripartite Guideline for Good
Clinical Practice ("ICH Guidelines"); and

(v} all other relevant guidances relating to medicines
and clinical trials from time to time in foree.
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() Zkoudejici stvrzuje ndsledujici:

(1) pieded & veskerd informace uvedend
v Souboru informaci pro zkoudejiciho, kteréd mu
poskyt] zadavatel nebo CRO), a rorumi jim,
véetné potencidlnich nzk a vedlejdich (finkd
létivého  pripravku  (pipravkd), ktery je
predmétem  klimického hodnoceni  (spolecné
Jhodnaceny pripravek (pfipravky)”), a

(n) souhlasi se spAstupnénim  urditych
finanénich Gdajl tykajicich se #koudejiciho
a/nebo jakéhokoliv spolugkouiejiciho
americkému Ufadu pro kontrolu potravin a lédiv
(-FIIA™} a, bude-li o pofadovano, i jindm
regulalnim orgintm, e strany CRO nebo
zadavatele.

3. Zahgjeni khnického hodnoceni a  naber
subjektil.

(2} Pokud si to zadavatel ncho CRO vyHada,
dostavi se zkouSejici a zilastni se setkdni sc
zkoudejicim nebo jiného dvodntho setkdni, zz
predpokladu, 2e zadavatel nebo jim povifend
osoba  whradi  zkouSejicimu  pFiméfené a
nezbyiné cestovni vidaje a vivdaje na ubytovini,
které mu dcasti na daném setkiani (setkénich)
vzniknou. Ultenky za takové (takova) setkini je
nutno piedloZit zadavateli nebo jim povéfené
osob€ do Sedesdn (60) dnl ode dhne setkdni.
Zadavatel nebo jim povéfend osoba provede
prisluiné Ghrady do tficeti (30) dnd od obdrZeni
pfiméfentch dokladd danych vidajil.

(b) Zdravotmickeé rafizeni a zkouSejicl berou na
védomi, Ze zadavatel a CRO si vvhrazuji privo
kdykelrv omezit vstup nebo ndbor subjektl,

(¢} Ldravotmické zafizeni ani zkoufejici nesvoli

k platbé jakychkoliv odmén jinému lékaki za
doporufovini subjekid.

id) Subjekt nesmi byt do klinického hodnoceni
zafazen, ani? by zkouSejici nejprve ziskal:

{1} schvileny informovany souhlas podepsany
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(¢} Investigator acknowlcdges that he'she:

(1) has read and understands all information in the
Investigator's Brochure provided to Investigator by
Sponsor or CRO, including the potential risks and side
effects of the drug(s) which are the subject of the
Study (collectively, "Study Drug(s)"); and

(it} consents to the disclosure by CRO or Sponsor of
certam financial information concermning Investigator
and/or any sub-investigator to the U8, Food and Drug
Administration (*FDA™ and, if required, other
regiilatory authorties,

;8 Study Initistion and Syubject Enrallment.

{a) If Sponsor or CRO requests, Investigator shall
attend and participate in an investigator's meeting or
other initiation meeting, provided Sponsor or
Sponsor’s designee will reimburse Investigator for
reasonable and necessary travel and lodging expenses
meurred to attend such meeting(s), The receipts for
such mweling(s) must be submitted to Sponsor or
Sponsor's designee within sixty (60) days of the datc
of the meeting. Sponsor or Sponsor’s designee shall
make such reimbursements within thirty (30} days of
receiving reasonable documentation of such expenses.

(b} Institution and Investigator acknowledge that
Sponsor and CRO reserve the night to limit entry or
enroliment of subjects at any time.

(el Meither Institution nor  [nvestipator  shall

pertnil the payment of any fees to another physician for
the referral of subjects.

(d) Ne subject may be enrolled in the Study without
the Investigator first obtaining:

(1) an approved Informed Consent signed by or on
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kazdvm subjektem nebo jeho jménem, a

schvalené opravnéni subjekiu

(e) Lkousejici z klinického hodnoceni vvloud
jakvkoliv subjekt, ktery je soufasné zafaren do
jiného klinického hodnoceni, pokud s jeho
zafazenim nebude xadavatel speciding plsemné
souhlasit,

4. Hodnoceny pfipravek (pfipravky) / materialy
! biologické vzorky

(a} CROY necbo jiny, Fadn? zplnomocnény
zastupce  zadavatele bude zdravotnickému
zafizeni nebo zkoulejicimu ne niklady
zadavatele doddvat hodnoceny  pfipravek
(pripravky), jak je popsino v protokelu
Veskery hodnoceny plipravek (pfipravky) bude
poufivian vyhradné v souladu s protokelem a
nesmi  se pouFit pro  Fdné  jiné  afely.
Zdravotnické  zafizeni a zkoufiejici budou
dodrZovat veikeré mikony a pedpisy upravujic
skladovini, nakladini nebo likvidaci
hodnoceného plipravku (pHipravkid) a vefkeré
pokyny =ze strany CRO, kierd nejsou
v nesouladu s danymi zikony a pfedpisy.

[ o]
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behalf of cach subject; and

{1i) an approved Subject Authorization.

{e) Investigator shall exclude from the Swudy any
subject who is simultaneously enrclled in any other
clinical trial or study unless Sponsar specially consents
in writing to such enrollment.

4. Swdy Drug(s)Supplies/Biological Samples.

(a) Investigator, at Sponsor’s expense, with the Swudy
Drug(s) described in the Protocol. All Study Drug(s)
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
Study Drug(s) and any instructions from CRO that are
nol inconsistent with such laws and regulations.
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(b} Zadavatel bude rovnéz na své naklady
dodévat ,materidly klinického hodnoceni” pro
odbér krve, poskytovini vzorkl modi a jiné
biologické latky (napf, vialky, jehly, injekéni
stiikatky apod.) a poskytne metodu pro zéznam
dat klinického hodnoceni.

{e) .Biologické wvrorky™ jsou vrorky krve,
tekutin - a  thini  odebirané od  subjekad
rafazenych do klinického hodnoceni véemné
vedkerveh hmotnych materidlll z téchto veorki
ziskanych, Zdravotnické zafizeni & zkouSejici
budou biologické vzorky odebirat, uchovivat,
poutivat a pPedival pouze v souladu
s protokolem  a  prisludmim  informovanym
souhlasem. Zdravotnické zafizeni a zkoudejici
nebudou odebirat ani si ponechdvar #idné dalsi
mnoZstvl biologickych veorkd pro pouliti ve
vyzkumu, ktery neni popsin v pfisluiném
protokolu. Po dokonéeni nebo predéasném
ukonéeni Kklinického hodnoceni zdravotnicke
zafizeni a zkoudejici dodaji nebo zlikviduji
biologické vzorky dle pokyni zadavatele a/nebo

dle  plipadnych  relevantnich  ustanoveni
protokolu
(d}

Hodnoceny pfipravek se bude dodévat na adresu
Iékamy  zdravotnického  zafizeni (,lékima®).
Lékama oprdvoi  zamdstmance s vhodnou
kovalifikaci k tomu, aby béhem doby, kdy se
bude hodnoceny piipravek nachdzer v lékamé,
vystupoval jako povefeny lékirnik (povéfeny
lekamik") za déelem zaberpeéeni Fidného
zachazeni s hodnocenym pripravkem a veskerou
souviselici medikaci pouZivanou v klinickém
hodnoceni  (vletné  placeba), v souladu
s protokolem, sprivnou farmacestickou praxi a
vyhlaikou

& Laznamy klinického hodnoceni.

(a) Vimaz _zimnamy klinického hodnoceni™
enamend spoleéné veskerou dokumentaci a jiné
zdrmamy (v pisemné & elekironické forms)
souvisejici s provadénim klinického hodnocen,
mimo jiné véemE dokumentace a zdmami
tikajicich se;

(i) centra,
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(b} CRO or another duly authorized apent of
Sponsor, shall supply Institution or Sponsor also shall
provide, at Sponsor's expense, “study supplies” for the
collection of blood, wrine, and other biologics (e.g.,
vials, needles, syringes, etc.) and the method for the
recording of Study data.

(&) “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 wransfer Biological Samples
only in accordance with the Protocol and the
applicable Tnformed Consent. [nstitution and
Investigator will not collect or reserve additional
guantities 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.

(d)

The Study Dmg will be delivered to Institutional
pharmacy (the “Pharmacy™). The Pharmacy will
authorize an employee appropriately qualified to act as
the delegated pharmacist (the “Delegated Pharmacist™)
to secure proper handling of the Study Drug and any
related medication used in the Study (including
placebo). in sccordance with the Protocol, Good
Pharmaceutical Practice and the Decree during the
period the Study Drug is maintained in the Pharmacy,

5. Study Records,

(a) The term “Study Records™ shall mean, collectively,
all documentation and other records (whether in
written or electronic format) related to the conduct of

the  Swdy, including, without limitation,
documentation and records concerning;
(i} the Site;
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(1) ziskdvdni, screeningu, posuzovéni, naboru a
testovdni subjekth (vfetné relevantnich &st
jinvch souvisejicich zdznami tykajicich se
téchito subjekti),

{iii} procedur, testd a jinfch aktivit providénich
béhem klinického hodnoceni a

(v} veskerych finanénich zhznami
souvisejicich 5 provadénim klimického
hodnoceni
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(i} the solicitation, screening, evaluation,
enrollment and testing of subjects (including the
relevant portions of other pertinent records concerning
such subjects);

(i1} the procedures, tests and
activities performed during the Study; and

ather

{iv) all financial records related to the
conduct of the Study.
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{b) Veikere ziznamy klinického hodnoceni je
nutno uchovdvat pe dobu podle jednoho
z ndsledujicich bodi, podle toho, kterd 2 nich je
delsi:

(i) dva {2] roky od podini poslednihe schvaleni
Hidosti o registraci v nékteré oblasi ICH a
dokud budou existovat dosud nevyiizené nebo
zvaiované Zidosti o registraci v nékteré oblasti
ICH, tykajici se hodnoceného  pfipravia
{pfipraviad) pro hodnocenou indikaci, ncho

(if) dva (2) roky od okam#iku, kdy relevantnim
regulaénim  orgintm  zadavatel nebo CRO
ornami, #e¢ byl ukonfen wivoj kteréhokoliv
z hodnocenych piipravikil (pHipraviu)

Zdravotnické zafizend ani zkoudejici v Zidném
piipadé, mimo jiné véemé pFipadu uplynuti vise

uvedenych  obdobi  uchoviviéni, neodstrani
zeentra ani  nezlikviduje #idné  zéznamy
klinického  hodnoceni  bez  pledchoziho

pisemného souhlasu zadavatele

6._Odmena. Zadavatel bude prostiednictvim
CRO poskytovat finanéni podporu pro klinické
hodnoceni v souladu stimto Clinkem a
ustanovenimi stanovenymi v roepoctu, Rozpis
Plateb pfedstavuje 100% celkove odmény za
provedeni klinického hodnoceni. PPD  ani
zadavatel neuzavieli Zidnou separitni smlouvy
s¢  zkousgjicim ani  dal¥imi  Eleny tymu
klinického hodnoceni.

() Vrozpodétu je uvedena maximdlni castka,
kterd bude uhrazena za providéni klinického
hodnocenl. Oudhadovand hodneta plateb podle
této smlouvy je priblimé 32,431 ,- K& Pokud se
smiuvni strany nedohodnou pisemnd  jinalk,
budou veikere odmény a platby hrazeny piimo
zdravotnickému zafizeni

{b) Pfi kontrole dat béhem plinované navitévy
CRO wvcentru bude mit zkoulejici vedkerd
piiméfené dostupnd data, ziskand aF do
predchoziho  dne, dplna a  pfipravend
k vyhodnoceni. CRO s wyhrazuje privo
pozdriet platbu za data, kterd CRO neobdr# do
deseti (10} pracovnich dni od navitévy
veentry, svyjimkou okolnosti, kdy dojde ke
zpofdéni dat nebo kjejich neobdrfeni bez

==
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(b} All Study Records must be retained for the
longer of:
(i} two (2} years after the last approval of

a marketing application in an ICH region and until
there are no pending or contemplated marketing
applications in an [CH region for the Study Drug(s) for
the indication being investigated: or

(i} two (2) wyears after the relevant
regulatory authorities are notified by Sponsor or CRO
of discontinuation of the development of anv of the
Study Drog(s).

In no event, including without limitation expiration of
the retention periods above, shall either Institution or
Investigator remove from the Site or destroy any Study
Records without the prior written consent of Sponsor.

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. Remuneration set forth in Budgel represents
100% of total remuneration for performance of the
Study and PPD and Sponsor agrees that no separate
agreement was executed with Principal Investigator or
any other member of the Study Team.

{a) The Budget indicates the maximum amount
that will be paid for the conduct of the Swudy, The
estimated value of financial payment under this
Agreement shall be approximately CZK 32,431,
Unless the parties otherwise consent in writing, all
compensation and payments shall be made directly to
Institution.

ib) When data 15 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,
excepl in circumstances where data is delayed or not
received through no fault of Institution or Investigator,
or in situations beyvond the Instiution and
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zavinéni ze stramy zdravotnického zafizeni nebo
zkoudejictho, nebo v situacich mimo kontrolu
2dravotnického zafizeni a zkousejiciho

(c) £ Zidnych plateh providéngch podle této
smiouvy nebudou strhiviny Z4dné srazky na
dané jakéhokoliv drubu. Za platbu velkerych
piislusnych dani zodpovida wyhradné jejich
prijemce podle této smlouvy,

(d) Za veskerd finanéni wedndni se zkousejicim
a/mebo pracovniky kiinického hodnoceni, véetné
povéfencho lékamike, za provadéni klinického
hodnoceni 2 jejich strany zodpovidd vyhradné
zdravoinické zafizeni, Zadavatel ami CRO
v #adném pfipadé nezodpovidaji za provddéni
zidnych plateb zkousejicimu.

{e) Zdravotnické zafizeni a zkoulejici, kazdy
znich jednotlivé, timto stvrruji, #o odména
whrazena radavatelem nebo CEO
sdravotmckému zafizeni:

(1) predstavuje b&mou tini hodnotn sluieh
provadénych podle této smlouvy,

(i) neni poskytovdna vyménou za Fdnou
vyslovnou anmi nepfimo vyjadienou dohodu ze
strany zdravotnického rafizeni nebo
zkoufejicihe o tom, 2& budou doporuéovat neho

zajisfovat  piimivy stams  pro  jakékoliv
piipravky zadavatele & ovliviiovat |ékopisnd
rozhodnuti  zdravomického  zafizeni nebo
zkowdejiciho & jejich  rozhodovini o
predepisovini nebo videji, a

(i) nezohledfiuje objem ani  hodnotu
Jaklehkoliv doporuéeni e strany

zdravetnickeho zafizeni nebo zhousejiciho

T
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Investigator's control.

ic) No deductions for taxes of any kind shall be
made from any payments paid hereunder. Payment of
all applicable taxes shall be the sole responsibility of
the payee hereunder,

(d) Institation 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 pavments to

Inviestigator.

(e} Institution and Investigator each herchy
acknowledge that any compensation paid by Sponsor
or CRO to Institution:

(i) constitutes fair market value for services performed
hereunder;

(i1} is not given in exchange for any explicit or implicit
agreement by Institution or Investigator to recommend
or provide favorable status for any of Sponsor's
praducts or to influence Institution’s or Investigator’s
formulary, prescribing or dispensing decisions; and

(ii1) does not take into account the volume
or value of any referrals generated by Institution or
Investigator.
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{f) Pro vedkeré slutby poZadované protokolem,
u kierjch zadavatel souhlasil stim, Ze za né
bude poskytovat odménu, bude vyhradnim
zdrojem  odmény zadavatel prostrednictvim
CRO. Zidna &st klinického hodnoceni nebude
provadéna s vyuditim zdroji od #adnych tfetich
stran, mimo jiné véetné jakéhokoliv financovin
viddneu nebo  viddni  agenturou,  bez
pfedchoziho pisemného souhlasu zadavatcle,
s vigimkou tfetich platcl. Zdravotnické zafizeni
ani zkoudejici nebudou wsilovat o propliceni
castek hrazenych zadavatelem & jeho jménem
ami Castek za jakekoliv materidly poskytnuré
zadavatelem & jeho  jménem  zdarms
zdravotnickému  zafizeni nebo  zkoudejicimu
(napriklad hodnoceny pfipravek) z #dného
viadniho programu  rdravotni péée ani od
Fadného tetiho platce.

(g) Aby wvinikl nirok na platbu, museji byt
veskere procedury podie protokolu provedeny
plné v souladu s protokolem a touto smlouvou a
predani data muscjl bt Uplnd a sprivad Aby
byla data dplnd & sprivnd, musi platit, %e kazdy
subjekt  podepsal  informovany  souhlas
schvileny EK, oprivaéni subjekm, je-li
oddéleno od informovaného souhlasy, a veikeré
procedury oznatené v protokolu byly provedeny
pii vymalofeni nejlepiihe Gsili*, phdem:
veskere vynechané polokky byly uspokojive
vysvétlenmy

(h) Zdravotnické zafizeni a zkoudejici jseu
sropuméni s tm, F¢ CRO omémi  odménu
uhrazenou podle této smlouvy zadavateli, a e
zadavatel bude tyto plathy hldsit v mite, v jaké
to bude dle sviho vyhradniho uviZeni
povaloval za wvyZadované podle plamjch
zakonl, predpisi nebo kodexdt pro  praxi
v priimysiu
1. Kontroly a audity

{a) Zadavatel a CRO (a pripadni  Fidné
opravnéni zistupci zadavatele nebo CRO) maji
pravo, na zakladé ozndmeni v pfiméfenéd dobé
piedem a ve vzijemné dohodnutych Gasech,
kontrolovat centrum a  zérnamy klmického

hodnoceni zkoudejiciho, adravotnického
zafizeni, pfipadného  spoluzkoudejiciho  a
jakéhokoliv  zaméstnance, zistupce nebo

dodavatele kieréhokoliv z vie uvedenych.
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{f} 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 partics, 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 government healtheare 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 Institation or Investigator {such
as the Study Drug).

(g} To be ehgible 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 1o 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 i the Protocol must have been
carried out on a “best efforts™ basis, with all omissions
satisfactorily explained.

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

T Inspections and Andirts.

{a) 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 emplovee,
agent or contractor of any of them.
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(b) Statni organy ncho jiné vhodné kontrolni
afady (mistni & zahranilni), mimo jiné véemé
Statntho dstave pro kontrolu 1&&v ( SUKL™),
jakoZ 1 EK, maji privo kdykoliv kontrolovat
centrum  a  ziznamy klinického  hodnoceni

Thouejiciho, #dravotmického zafizeni,
piipadného  spolurkousejiciho a  jakéhokoliv
maméstnance, zdstupce nebo  dodavatele

kterchokoliv z vi%e uvedenych, Zdravomické
zafizenl amebo rkousejici budou zadavatele
bezodkladné (pfedem, je-li to proveditelnd)
informovat o pfipadném auditu nebo kontrole ze
strany kontrolniho dfadu nebo EK v souvislosti
5 klinick¥m hodnocenim a je-li to proveditelné,
umoZni zadavateli nebo jim povéfens osobé
ucast na takovém auditu nebo kontrole. Na
Zadost CRO  nebo  zadavatele poskyine
zdravotnicke rafizeni a zkoulejici CRO anebo
zadavateli kopie veSkerych informaci pfimo
souvisgjicich & klinickym hodnocenim, které si
Jakykoliv mistni a'ncbo zahranitni kontrolni
ufad vyiadal, které mu byly poskyinuty, neho
které obdriel.

{c) Informace riskané z kontrol zadavatelem
nebe jeho jménem si mohou mez  sebon
predival zadavatel 8 CRO a jejich prisluiné
pobocky, obchodni partnefi a zéstupei.

(d) JestliZe pti jakékoliv takové kontrole vyjde
najevo neshoda s touto smlouvou, ma zadavatel
amebo CRO ndrok zabezpeéit shodu nebo
perudit  dodivky hodnoceného  pripravku
{pfipravkll) a ukonit G(&ast zdravomického
zafizenl a zkousejictho na klinickém hodnoceni

8. Zakar wkonu povolini. Zdravotnické
zafizeni a zkoulejici dmto potvrzuji, #e pro
zdravotnické  zafizeni, zhoudejictho a  jejich
Zaméstnance, Fistupce, spoluzkoudejici,
dodavatele a jinou fyzickou & privmickou osobu
vyutiton v jakékoliv funkei v souvislosti
s klinickym hodnocenim plati: (1) #idné takové
osobé nebyl zakdzdn vykon povolini ani nebvla
Jinak vvlouéena nebo zbavena kvalifikace, ani
se dle jejihofjejich nejlepdihe védomi u takové
osoby neuvaZuje o zdkazu vykonu povoldni,
vylouteni nebo zbaveni kvalifikace podle
clinku 306 zikona Federal Food, Drug. and
Cosmetic Act, 21 US.C. § 335(a) &i pedle
jakéhokoliv srovnatelndho  zdkonma  nebo
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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 1o be
present at such audit or inspection. Upon CRO's or
Sponsor’s request, Tnstitution and Investigator shall
provide CRO andfor Sponsor copies of any
information directly related to the Study requested by,
provided to or received by any local and/or foreign
regulatory agency.

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

(d) I any such inspection discloses any non-
compliance with this Agreement, Sponsor andior CRO
15 entitled to secure complisnce or discontinue
shipments of Study Drugis) and terminate Institution’s
and Investigator’s participation in the Study,

8, Debarment Centification, Institution and Investigator

hereby certify that neither of them, nor any of their
employees, agents, sub-investigators, contractors, or
any other person or enmtity used in any capacity m
connection with the Study (a) has been debarred or
otherwise excluded or disqualified, or, to the best of its
or their knowledge, is under consideration for
debarment, exclusion, or disqualification, under Article
306 of the Federal Food, Drug, and Cosmetic Act, 21
LUL.S.C. § 335(a), or any comparable law or repulation
applicable outside the United States, (b) s otherwise
disqualificd or suspended from performing a clinical
research study, (c) is excluded, debarred, suspended, or
rendered otherwise incligble to  participate in
healthcare programs or in procuremenl or non-
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predpisu  plamého  mimo  Spojené  staty
americké, (b) #idnd takovi osoba nebyla jinak
zbavena kvalifikace nebo pozastavena jeji éast
na néjakém vyzkumném klinickém hodnoceni,
(¢} 2adna takovd osoba nebyla vyloutens, nebyl
J1 rakazan vykon povoldni, nebyla porastavena
jeji 0fast ani jmak neztratila kvalifikaci pro
ufast na programech zdravoini péfe &
programech  zapiitovani  zdravotni  péde
(procurement or non-procurement pPrograms)
(tak, jak je wento viraz definovin zikonem 42
USC, 1320a-THf)) nebo mna podobnych
programech v zemich mimo Spojené  staty
americkeé, (d) Zidné takovi osoba nebyla
odsouzena za  spichini  trestného  Cinu
vsouvislosti s poskytovanim  poloZek  nebo
sluZeb zdravotni péée nebo {e) Zidnd takovd
ozoba jinak nepodléhd Edn¥m omezenim nebo
sankcim ze strany FDA nebo jakéhokoliv jiného
statniho orginu nebo relevantnibo rdravotniho
Ufadu.  JesthZze zdravotnické zafizeni a
zkouScjici obdr2i cendmeni nebo jinak se dozvi
o jakémkoliv takowém, skutedném nebo
navihovanem rzakazu vikonu povelani, ztrand
kvalifikace, pozastaveni, vyloudeni, odsouzeni,
omezeni nebo sankei nebo vyietfovini, kieré by
mohlo vést k takovému kroku vidi kerdkoliv
zosob Ofastnicich se providéni  klinického

hodnoceni, osmami zdravotnické zafizeni a
zkoudejici futo skuteénost pisemné CRO do
dvou (2) precovnich dntl,

9. Intcgrta dat. Zdravotnické zafizen| a

zhoudejici stvrzuji, #e veikerd data dodand CRO
nebo zadavateli budou pfesnd. Zdravotnické
rafizeni a rkouSejici dile berou na védomi, e
vyingdleni, falfovini nebo  porméfiovini
Jakychkoliv dat subjektd nebo jinych informaci
ze strany zdravoinického zafizeni, zkousejiciho
nebo  kterchokohv  zjejich  pifslusngch
zaméstnancl, zistupel nebo dodavateld, které
2dravotnicke zafizeni nebo zkousejici predavaji
podle této smlouvy, mife mit za nasledek
trestnéprivei amebo spravnépriaval kroky prot
zdravotnickému  zafizeni a  zkouSejicimu,
PHisluiné odsouzeni by rovné2 mohlo vést
k zahajeni fizeni o zdkazu vvkomu povolini.
Pokud budou proti zdravomnickému zafizeni a
zkoulejicimu podniknuty takové trestnépravni

nebo  spravné  prival  kroky,  oznami
[ 22
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procurement programs (as that term is defined in 42
U.S.C. 1320a-Th{f)), or from similar programs in
countries outside the United States, {d) has been
convicted of a ciminal offense related to the provision
of healthcare items or services, or {e) is otherwise
subject to any restrictions or sanctions by the FDA or
any other government agency or relevant health
authority. If Institution and Investigator receives notice
of or otherwise becomes aware of any such actual or
proposed  debarment, disqualification, suspension,
exclusion, conviction, restriction, or sanction or any
investigation that could lead to such an action against
any person participating in the conduct of the Study,
Institution and Investigator shall notify CRO in writing
within two (2) business days.

9. Data Integrity. Institution and Investigator
certify that any data supplied to CRO or Sponsar will
be accurate.  Inmstitution and Investigator further
acknowledge that fabrication, falsification or alteration
by Institution, Investigator or any of their respective
employees, agents, or contractors of any subject dara
or other information provided by Institution or
[nvestigator pursuant to this Agreement may result in
criminal andior administrative actions  against
Institution and [nvestigator. Such a conviction could
also lead to debarment proceedings. Institution and
Investigator will immediately notify Sponsor and CRO
if such ¢riminal or administrative actions are brought
against them,
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zdravotnické zafizeni a  zkouofejici  tuto

skuteénast thned zadavateli a CRO.

10, Divémost a nepouiti

(a) Veskeré informace, které CRO, zadavarel
nebo jakykoliv zistupce CRO nebo zadavatele
poskytne  zdravotnickémm Fafizent a
zkoudejicimu (mimo jiné véetné podminek této
smlouvy, protokole, Souboru informaci pro
zhoudejiciho, veikerych technickich informaci,
procedury, metody, sloudeniny nebo formulace)
(kromé& zismamfi pacientl) a hodnoceny
pripravek jsou povaZoviny za vihradni majetek
a diovémé informace zadavatele nche jim
povifend osoby (, divémeé informace™), Po dobu
platnosti t&to smiouvy a daldich deseti (107 let
od dokonéeni klinického hodnoceni ve viech
centrech  nebude  zdravotnické  zafizeni a
zkoudejic] zpiistupfovat tyto informace Zadné
tfeti strané ani je pouZivat pro 2idny jing héel
nei providéni klinického hodnoceni

{(b) Povinnosti zachovini divémosti podic
tohoto élinku s¢ nevetahuji na informace, pro
které plati

{iy zadavatel @mebo CRO  poskytne
#dravotnickému  zafizeni nebo  zkoufejicinu
pisemné svoleni sjejich poufitim nebo
zpiistupnénim,

(ii) jejich zpfistupnéni EK, subjekmu, SUKL
nebo jinym kontrolnim dfadim je poZadovino
zikonem nebo pfedpisem,

{iii) jsou nebo se stanou vefgné zndmymi bez
jakéhokoliv jednani nebo opomenuti ze strany
zdravotnického zafizeni nebo zkousejiciho,

(iv) byly vdrfeni zdravomického zafizeni
aimebo zkoudejiciho, jak doklidaji pisemné
zdmmamy, pfed jejich obdrienim  nebo
zptistupnénim zadavatelem neho CRO,

(v) byly zpfistupnény zdravotmickému rafizeni
nebo zkoudejicimu theti stranou, kterd nebyla
vizina Zidnim omezenim zachovani diivémost
a kjejimu zachovani nezavazala zdravotnické
zafizeni nebo rkousejiciho nebo

(vi) byly nexdvisle vyvinuty zaméstnanci
zdravotnického zafizeni nebo zkouSejiciho, kuefi
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10, Confidentiality and Non-Llse.

(a) 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 technmical information, procedure,
method, compound or formulation) {excluding patient
records) and the 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)
vears after completion of the Study at all sites,
Institution and Investigator shall not disclose to amy
third party or use such information for any purpose
other than the conduct of the Study.

(b} The confidentiality obligations of this Section
shall not apply Lo infarmation that;

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

(it} 13 required by law or regulation to be disclosed to
the EC, the subject, the SUKL or other regulatory
agencies;

{iii} is or becomes public knowledge through no act or
omission of Institution or Investigator;

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

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

{vi) was independently developed by employees of

Institution or Investigator who had no access to, or
knowledge of Confidential Information,
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neméli #adny piistup k divémym informacim
ani jejich emalost.

{c) JestliZe a wvmife, vjake bude 2adino
jakékoliv pouziti nebo zpHsmpnéni vide
uvedenych informaci, oendmi thned zkousejici
anebo zdravommické rafizeni tuto  skutetnost
pisemng rzadavateli nebo CRO 2 #idné divémé
informace nepoufije ani nezpfistupni, dolud
zadavatel nebo CRO neda pisermmy souhlas

(d) Zddnou East obsahu téro smlouvy neles
vykladat veom smyslu, 2¢ by omerovala
rpristupfiovini diivérnych informaci
zkouSejicim a‘nebo zdravotnickym  zafizenim
tak, jak je poZadovano zikonem nebo na
zikladé soudniho pFikazu nebo jiného vlddniho
piikazu nebo  Fidosti, v ka¥dém takovem
piipadé za pfedpokladu, ¥ zkoudejici a‘nebo
zdravotnické zafizeni o tom wvias informuje
CRO a zadavatele, a Ze zkoufiejici anebo

zdravotnické  zafizeni vynalodi  vedkeré
phméfené Gsili k omezeni zpistupndal a
zachovani  divémosti  téchto  divémych

informaci v mife, vjaké to bude pfiméfend
moZne

ie) Zkoudejici a =zdravotnické  zafizeni
zodpovidaji za zajift®nil toho, aby jejich
piisludni zamdstnanei, zéstupei a dodavatelé
byli vizini stejnymi podminkami zachowvéni
dilvErnosti a nepougiti

{f) Podminky zachovini divérnost a nepoudit,
které jsou zde stanovemy, nahrawuji veskere
piedchozi podminky zachovini divémosti a
nepoufiti, které byly mezi smluvnimi stranami
dohodnuty v souvislosti 8 klinickjm
hodnocenim, oviem =za predpokladu, Ze
opravoéni zkoulejiciho uvedené ve smlouvd o
zachovani divérnosti =istivd plné plamé a
afinné

I1. A, Data a publikace.

(@) JestliZe je klinické hodnoceni providénoe
Jako  souédst  multicentrického  klinického
hodnoceni, bude mit prvni publikace visledkd
klinického hodnoceni formu  multicentrické
publikace, jejimi? autory budou zkoudejici

Kariovarska krajska nemocenice / PLIIIED
Czech Republic

Canfidential

{c) To the extent any use or disclosure of the
foregoing mformation 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 pgives written
consent.

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

(e) Investigator and Institution shall be
responsible for ensuring that their respective
employees, agents, and contractors are obligated to
these same terms of confidentiality and non-use,

if) The terms of confidentiality and non-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

11. A. Data and icati

(a) If the Study is being conducted as part of a
multi-center clinical trial, the first publication of the
results of the Study shall be in the form of a multi-
center publicabion authored by investigators in this
Study. However, if a multi-<center publication is not
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tohoto  klinickéhe hodnoceni, Pokud oviem
nchude multicentrickd publikace pfedloZena do
osmndcti (1B) mésich od dokonéeni neho
predéasného ukonéeni klinického hodnoceni ve
viech centrech, smi zdravotnické zafizeni a
zkoudejici  publikovat visledky  Klinického
hodnoceni ze zdravoimckeho zafizend v souladu
5 timto Elankem,

(k) ZkouSejici a zdravotnické zafizeni pledaji
zadavateli kopii jakékoliv navrhované publikace
nebo prezentace ke kontrole a opornamkovani
neyméné étyficeipdt (43) dn pied takovou
prezentaci nebo predinim  k publikaci. Po
uplymuti tohoto obdobi étvficeti péti (45) dnl
smi zkouSejici a zdravotnické zafizeni piistoupit
k prezentaci nebo pledani k publikaci, jestlize
zadavatel zhouSejicimu a  zdravotnickému
zafizeni pisemné neornamil, #F&  takov
navrhovana  publikace amebo  prezentace
zpfistupfiuje divémé informace. Zkoulejicl a
zdravotnické zafizend timto souhlasi s tim, Ze
pred publikaci provedou veikeré smény nebo
vymazy, které budou nezbymé k tomm, aby se
zabranilo zpPistupnéni divErmych informaci.
Dile na ¥dost zadavatele odloZi zkousejici a
zdravotnické zafizeni publikaci nebo prezentaci
o dalfich devadesat (90) dnd, aby mohl
radavate| podniknout nezbyiné kroky k ochran
svych zijmi dufevniho viastnictvi

(c) Ldravotmcké zafizeni a zkoudejici budou po
dobu obdobi kontrolovini, jek jsou zde tato
obdobi popsana, pavrhovanou  publikaci
uchovavat jako divémou a Fidné zvidi velkerd
pommamky ze strany zadavatele

(d) Zadavatel ma neomezené pravo pouZivat,
vietné prava publikovéni, veskerd data a
informace z klinického hodnoceni bez souhlasu
zkoudejiciho nebo zdravoinickdho zafizend, za
predpokladu  dodrfeni  veskerych  platnych
zakonit a piedpisf, pfidem#Z se md za to, Ze
divérnost subjekol bude  zachovina,
Fdravotnicke rafizeni a rkoufejici nepoufji
data vytvofena beéhem klinického hodnoceni ani
vysledky klinického hodnoceni pro Zddny jiny
utel neF pro pééi o subjekt nebo pro interni
vizkumné afely, Interni wyzkumné ddely
mamenaji  interni, nekomeréni  vwekumne
aktivity, které nejsou financovany tFeli stranou
(jinou ne¥ statni agenturou)
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submitted within eighteen (18) months following
completion or termination of the Stady at all sites,
Institution and Investigator may publish Institution’s
Study resulis in accordance with this Section.

(1)) Investigator and Institufion will provide
Sponsor with a copy of any proposed publication or
presentation for review and comment at least forty-five
{45) days prior to such presentation or submission for
publication. At the expiration of such forty-five (45)
day period, Investigator and Institution may proceed
with the presentation or submission for publication
unless Sponsor has notified Investigator and Institution
in writing that such proposed publication and/or
presenfation  discloses  Confidenpal 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 minety (90) days to permit Sponsor to take
necessary actions to protect its intellectual property
inlerests.

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

{d) Sponsor shall have the unrestricted right w
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 durimg the
Study or results of the Stady for any purpose other
than care of a subject or for internal research purposes.
Intermal research purposes means intemal, non-
commercial research activities that are not funded by a
third party (other than a government agency).

Page L7 of 36



(e} fkouviejici a zdravotnické zafizeni budou
zadavateli bez dal¥l odmény népomocni phi
Fiskini reprintd jakékoliv publikace (publikaci)
zkoufejiciho, kerfi na =zikladé klinického
hodnoceni venikne,

B. Ochrana dat.

Pfed klinickjm hodnocenim a béhem néj si
CRO amebo zadavatel wviidd, shromdZdi a
uchovi osobni ddmje zkoudejictho a daliich
pracovnikt  klinického hodnoceni (subjekty
dat™). Soudasti téchto ddajl mohou byt jméno
subjekth dat, kontaktn{ ddaje a dal¥f informace
umodnujici  #Histéni  lotodmosti, jako  jsou
pracovni zkuSenosti a profesni  lovalifilace,
publikace, souhrmy a vzdélani. Tyto osobni
tdaje mohou byt dile pfediviny dalfim strandm
nachazejicim se v zemich na celém svété (napf.
ve Velké Britanii, ve Spojenich stitech
americkych a v Japonsku), mezi néZ patfi: (1)
pobocky CRO, (i) zadavatel, jeho pobocky a
licenéni partnefi, (i) obhchodni  parnefi
poskytujici vypomoc zadavateli, jeho pobodkim
a licentnim partneriim, (iv) kontrolni organy a
jingé zdravotni afady, (v) institucionalni
hodnotici komise a etické komise a (vi) monitofi
a auditofi Klinickych hodnoceni.

Osobni idaje subjektd dat mize CRO a tyto
dalg strany uchovdvat, zpracovavat a pfedavat
pro Uéely vyzkumn pod vedenim zadavatele,
mimo jiné véemné: (i) posuzovini vhodnost
subjektd dat pro klimické hodnoceni a/nebo pro
jindg  klinickda hodnoceni, (i) fizeni,
monitorovinl, kontroly & auditn klinického
hodnocend, (i) analyzy, kontroly a ovéreni
vislediil klimického hodnocend, (iv) hlifeni
bezpefnosti a farmakovigilance v souvislosti
& kKlinickym hodnocenim, (v} pfipravy a podind
regulaénich dokumentli, finanénich Odajd,
korespondence a sdéleni pro reguladni (fady
v souvislosti 5 klimickhm  hodnocenim, (v}
pfipravy a2 poddani regulaénich dokumenti,
korespondence a sdéleni pro reguladni tfady
v souvislosti s jindmi 1&Gvimi pripravky
pouitgmi v jinvch kliniclkgch hodnocenich,
které mohou obsahovat stejnou chemickou
sloudeninu, kierd se mnachézi v hodnoceném
pripraviku, (vii) kontrol a Setfeni regulaénimi
ufady v souvislosti s klinickym hodnocenim,
{viti) vlastni kontroly a interniho auditu v ramei
CRO a jejich pobofek a vramei zadavatele,

_—
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{e) Investigator and Institution, without any additional
compensation, will assist Sponsor in obtaining reprints
of any Investigator publication(s) resulting from the
Study.

B._Data Protection.

Prior to and during the Study, CRO and/or 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. Tn
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), inclading the following: (i) CROs affiliates;
(i) the Sponsor, its affiliates and licensing partmers;
(iif) business partners assisting the Sponsor, its
affiliates and licensing partners; (iv) regulatory
agencics and other health authoritics; (v) Institutional
Eeview Boards and Ethics Commuittees and [(vi) shedy
monitors and auditors,

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, mspection and
audit of the Study; (iii) analysis, review and
verification of the Study resulis; (iv) safety reporting
and pharmacovigilance relating to the Study; (v)
preparation and submission of regulatory filings,
financial disclosures, comrespondence and
communications to regulatory agencies relating to the
Study; (vi) preparation and submission of regulatory
filings, comespondence and communications (o
regulatory agencies relating to other medications used
in other clinical smdies that mav contain the same
chemical compound present in the Study medication:
(vii) inspections and mvestigations by regulatory
authorities relating to the Study; (viii) self-inspection
and internal audic within the CRO and itz affiliates and
within Sponsor, its affiliates and licensing partners;
(ix) archiving and eudit of Study records; (x)
publication on www.clinicaltrials.gov and websites and
databases that serve a comparable purpose; (xi)
compliance with legal and reguiatory requirements and
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jeho pobodek a licenénich partnerd, {ix)
archivace a auditu  zdwnamd  klinického
hodnoceni, (x) publikace na strankich

www.clinicaltnals.gov a na webovych strinkich
a v databdrich, které slou#ri pro srovmatelné
acely, (xi) shody se zdkonmimi a reguladnimi
pozadavky a  (xii) (poure v piipadé
zkoudejictho)  ulo¥emi  vdatabdazich pro
usnadnéni vybéru zkoudejicich a center pro
budoucl klinickd hodnocend

Zadavatel plni pro tyto osobmi ddaje funkci
sprivee dat v mife, vjaké budou osobni tdaje
piedany zadavateli nebo zpracovany CRO pro
uely klinického hodnoceni jménem zadavatele,
jinak v pfipadé, ze CRO zachazi s jakymikoliv
osobnimi adaji podle této smlouvy pro viastni
aéely CRO nebo jinak zplsobem odpovidajicim
spravei dat, je sprivcem dat takovich osobnich
adajii v mife, v jaké s nimi takto zachizi, CRO.
CRO bude zpracovdvat veikeré ,osobni Gdaje™
tak, jak jsou definoviny ve smérnici 95/46FES o
ochrané osobnich (daji a zékonem €. 101/2000
Sb., o ochrané osobnich 1daji, ve =néni
pozdéjlich pfedpist (spolefné _legislativa o
ochrané osobmich ddapd™), subjektd dat pro
aéely souvisgjici s klinickim hodnocenim a
velkeré  takové  zpracovdvdni v ramci
evropského  hospodirského  prostorn bude
providéno vsouladu s legislativou o ochrané
osobmich 0daji a jinak (v rdmci evropského
hospodéfského  prostoru  nebo  mimo  néf)
v souladu se viemi platnymi zikony a predpisy
tykajicimi se ochrany 0daji & ochrany soukromi
Zkoudejici a zdravoinické zafizeni timto divaji
svilj souhlas a souhlas{ s tim. % od ostatnich
pracovidkl  klinick¢ho  hodnoceni  ziskaji
veikere nezbytné souhlfasy pro shér, pouditi,
zpracovani a pledévini osobnich Gdajl pro viie
wvedené adely.

12, Vymalesry

(a) Je wislowné dohodnuto, #c #adni 7o
smluvnich stran na zdkladé této smlouvy
nepievadi na Zadnou z ostatnich smluvnich stran
Zadné privo ani licenci na 2idné patenty,
autorskd priva ani jiné proprietdmi privo, jc
ma ve vlastnictvi k datu zahajeni plamosti této
smlouvy, nebo které venikne mimo wyzkum
provadény podle této smiouvy

(b) Zdravotnické zafizeni & zkoulejici kaddy

f=-__=3
Karlovarska kraiska nemocenice / 1D
Czech Republic

Canfidential

(xif} (in the case of the Investigator only) storage in
databases to facilitate the selection of investigators and
sites for future clinical trials.

The Data Subject’s personal information may be
retained, processed and transferred by The Sponsor
shall be the data controller for such personal data to the
extent that the personal data is transferred o 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 contraller of such
personal data to the extent of such dealings. CRO will
process all “persomal data®, as defined in the Dam
Protection Directive 9546EC and in Act No.
1012000 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 cammied out in accordance with the Dama
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.

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.

12. Inventions.

{a) It is expressly agreed that no party transfers by
operation of this Agreement to any of the other parties
any right in or license to any patents, copyrights, or
other proprietary right owned as of the commencement
date of the Agreement or arising outside of the
research comducted under this Agreement,

() Institution and Investigator each acknowledge
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Jednotlivé ummavaji, ¢ mySlenku, z ni2 kiinické
hodnocen! vychdzl, pojal a vyvinul zadavatel
nebo nékterd pobotka zadavatele, a #= CRO
nebo zadavatel oslovil zdravotmické zafizeni
amebo zkoufejictho za dfelem provedeni
klinického hodnoceni. Zkoufejici  amebo
zdravotnické zafizeni zadavateli plné a
bezodkladné pisernd zpPistupni  velkeré
vynilezy a poznatky vyvoje, které zdravotnicke
rafizeni nebo  zkouSejici, néktery =ze
spoluzkoudcjicich  nebo  nlktert 2z jejich
prisludnych  zaméstnancl, =zdstupch  nebo
dodavatelt objevi ph providéni klinického
hodnoceni nebo na  ziklad®  pouditi  dat
z klinického hodnoceni (spoletng | poznatky
vyvoje”). Zadavatel je vyhradnim viastnikem a
mid vyhradni priva na vedkeré poznatky viveje,
které souviseli s hodnocenym  piipravkem,
mimo  jiné vletnd novich zplsobd pouditi,
procesil, derrviri, formulaci nebao
terapeutickych kombinaci & markerii Gfinnosti
nebo bezpeénosti hodnoceného piipravku Ei
zplsobl jejich pouZiti, nebo kieré vyuFivaji
divémych informaci. Zdravotnickeé zafizeni a
zkoudejici budou se zadavatelem v plné mife
spolupracovat pfi udgleni priv na viie uvedené
zadavateli a pii ziskdvani patentii nebo jejich
jiné prévni ochrany

13. Publicita

{a) CRO a zadavatel muscji pisemné
schvilit tiskova prohlifeni zkoudejiciho nebo
zdravotnického zafizeni mnebo kieréhokoliv
z jejich prisluSnych zam@stnanch, #stuped nebo
dodavatelG ohledné klinického hodnoceni nebo
hodnoceného pfipravim (pfipravkd), ne# bude
moiné dand prohlifeni uvefejnic.

(b) Béhem klinického hodnoceni a po ném miide
zkoudejici a zdravommické zafizen! obdriet
dotazy od reportérli nebo finandnich analytikd,
Piedtim, neZ budou na jakykoliv takovy dotaz
reagoval, se zkousejici a zdravotmickeé zafizeni
poradi s oddélenim pro  lékafské =zileZitosti
{Medical Affairs Department) zadavatele nebo
se zastupcemn CRO, kiery byl zkouSejicimu a
zdravotnickému zafizeni pridélen
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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 [nvestigator, any sub-
investigator or any of their respective employees,
agents, or contractors in the conduct of the Study or as
a result of using data from the Study (collectively
“Developments™). Sponsor shall have sole ownership
and rights in any Developments that relate to the Smdy
Drug, including but not limited to, new uses,
processes, derivatives, formulations, or therapeutic
combinations, or markers of Study Drug efficacy or
safety or uses thereol 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.

13. Publicity.

{a) CRO and Sponsor must approve, in writing, press
staternents by Investigator or Institution or any of their
respective employees, agents, or contractors regarding
the Study or the Study Drug(s) before the statements
are released.

(b} During and after the Study, Investigator and
Institution may receive inquiries from reporiers or
financial analvsis. Tnvestigator and Institution will
confer with Sponsor’s Medical Affairs Department or
the CRO representative assigned to Investigator and
Institution before responding to any such ingurry.
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(¢} Zdravoinické zafireni ani zkoudejici
nepouiji mizev CRO, zadavatele ani jméno
#adného =z jepich pfislosnych zaméstnanci,
zastupcii &1 dodavatelit v Zidnych reklammich
ani prodejnich propaganich materidlech ani
v ¥idné publikaci, ani# by predem ziskali
pisemny souhlas CRO nebo zadavatele, podle
vhodnosti. K tomu, aby zdravotnické zafizeni
spinilo své zévazky tykajici se hlaSeni, smi
oviem identifikovat zadavatele jako zadavatele
klinického  hodnoceni a  obdrfenou  Gastka
rdrojl. CRO a zadavatel nepoufji jméno
zhoudejiciho, nizev zdravotnického zafizeni ani
JITEERLD Fadného Z jejich piislusnych
raméstnanch, rastupe ¢ dodavateld v Zadnych
prodejnich  propagaénich  materidlech ani
v Eidné puoblikaci, ami# by pfedem ziskali
pisemny souhlas rhougejiciho neho
zdravotnického  zafizeni, podle  vhodnosti.
Wehled® na vife uvedené smi zadavatel nebo
CRO pouwfit nirev zdravolnického zafizeni a
jména  zkouiejiciho bez jejich  souhlasu
vregistreech a na  webovich  strankich
kliniclkych hodnocend, v regulaénich podanich a
sdilenich a we videckwch Clancich a
prezentacich, kde jsou uvedeny ndevy viech
ufasmicich se center a/nebo jména zkousejicich,
vsoulada  splainymi  politikami  nebo
podminkami pfisluiného Casopisu, spoleénost
neho jindymi platnymi publikaénimi politikami &
podminkami

14, Pojisténi a odikodnéni v piipadé Gjmy na
zdravi subjekiu

{a) Zadavatel zajisti pro klinické hodnoceni
pojisténi  odpovédoosti  za Bkodu  pro
zkoufejiciho a zadavatele v souladu s § 52, odst.
3, pism, f) zikona o lefivech. Tato pojistka
fadné lryje, vmife pofadované danou
legislativou, dmrti  subjektu  podiéhajici
odikodnéni nebo odikodnéni subjekiu v pfipadé
tjmy ma =dravi vyplyvajici a utrpéné v pritbéhu
provadéni  kfimického  hodnoceni.  Kopie
pojistného  certifikatu  je  ktéto smlouvé
pfipojena jako piiloha C.

(b) Zdravotnické zafizeni prohladuje a zaruéuje,
e mi a bude udrZovat vhodné pojiseeni
vsouladu s § 45, odst. 2, pism. n) zdkona o
zdravotnich slufbich, tWkajici se jeho piipadné
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{c) Neither Institution nor Investigator shail 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 mav be. However, in order for Institution fo
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 emplovees, agenis, or contractors in any
sales promotional matenal 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 joumnal,
society or other applicable publication policies or
conditions,

14.  Insurance and Subject Injury Reimbursement.

(a) Sponsor will provide clinical trial insurance of
liability for damages for the Investigator and the
Bponsor 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.

(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
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odpoviédnosti pii poskytovani [ékafské péce.
Toto pojistné kryti je ve shodé s platmymi
rakony a nezahmuje pojisténi odpovédnost
v souvislosti s provédénim uréitého klinického
hodnoceni. Podle § 45, odst. 2, pism. n) zikona
o zdravotnich shezbach musi bit toto pojistné
kryti plamé po celou dobu poskotovani |ékarskeé
péde zdravotnickym zafizenim.

{c) Lkouiejici prohlafuje a zaruéuje, 7 ma a
bude wudrfovat vhodné pojidtén] profesni
odpovednost v Castkich dostatednych pro
uhrazeni vedkerych narokil vyplivajicich 2 jeho
ginnosti nebo povinnosti podle této smlouvy.

{d) Zadavatel prostfednictvim CRO proplati
zdravotnickému zafizeni nasledujici dodateéné
naklady:

(1) vefkeré piiméfené a obvykle naklady vemiklé
zkousejicimu a zdravotnickému zafizeni a
souvisejici s diapnostikon nef#idouci pfihody
tykajici se hodnocenéhe pipravko (pfipravicl)
ncho procedury podle protokolu a

() veikeré phméfent a obvyklé naklady
veniklé za 16ébu télesné ajmy subjektu, jestliie
zadavarel na ziklad® porady se zkoudejicim
amebo zdravolnickym zafizenim uréi, ¥e dand
neZidouci piihoda pfiméfené  souviscla
s podinim hodnoceného pFipravin (pfipravidd)
nebo provedenim procedury podie protokolu,
ovicm za predpokladu, Ze:

) zdravotmické zafizeni a zhousejici
zarutuji & prohladwji, #& nebudou
#dné naklady uhrazené zadavatelem
za léfbu Ojmy dle popisu viie
iftovat pojistiteli  subjekn  ani
tretimu plati,

2) ryto ndklady jiZ nehradi theti strana,

3) danou neFidouci pfihodu nelze pfipsat
nedbalosti nebo porufeni povinnosti
ze strany zdravommického zafizeni,
rkoutejiciho, jakéhokoliv
spoluzkousejictho nebo jakéhokoliv
jejich zastupce,

4) nezadouci prihodu nelze  pFipsat
néjakému rakladnimu onemocnéni,
bez ohledu na to, zda piediim bylo,
&i nebylo diagnostikovino, a
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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 ltr. n) of the Health Services Act, this insurance
coverage must be valid for the entire length of the
Institution’s provision of medical care.

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

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

(1) all reaspnable and customary costs
incurred by Investigator and Institution and associated
with the diagnosis of an adverse event involving the
Study Drug(s) or a Protocol procedure; and

(it} all reasonable and customary costs
incurred for treatment of a bodily injury to the subject
if Sponsor determines, after consulting with
Investigator andfor Institution, that the adverse event
was reasonably related to administration of the Study

Drugis) or a Protocol procedure; provided, however,
that:

§] Institution and Investigator warrant
and represent that they will not bill
subject’s insurer or third pany paver
for any costs paid by Sponsor for
treatment of an injury as described

above;

2) such costs are not already covered by
a third party;

3 the adverse event is not atiributable to

the negligence or musconduct by
Institution, Investigator, any sub-
investigator, or any agent of either of
therm;

4) the adverse event is not attnbutable to
any underlying illness, whether
previously diagnozed or notg; and

3) the Smdy Drug{s) or Protocol
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3) hodnoceny pripravek (pfipravicy) byl
podan neho procedura podle
protokolu byla provedena v souladu
s protokolem

Zadavatel bude mit modnost uhradit dodateéné
niklady plimo poskytovateli slufby, jesthize
dané slufby zdravotnické zafizeni neposkytuje

15. Odikodnéni. V rémci protipnéni za plndni
zde stanovenych povinnostt  zkouSejicim,
zdravotnickym zafizenim a jakymkoliv z jejich
piisludnych  spravedi, povéfencl, Fediteld,
tfednich osob, =zistupcl, dodavatell nebo
zaméstnancl (spoledné | pHjemei odikodnéni™)
zadavatel kaddého 7 prijemcii  odskodnéni
odikodni a ochrini jej proti privai cdpovédnesti
prijemci  odikodnéni za jakoukoliv  ztratu,
fkodu, ndklady nebo  vydaje (véemd
pfiméfenych nakladd na privni zastoupeni}
(spoletné _erita™), které mohou vyplynout
z niaroku nebo soudniho procesu thed strany na
zikladé tvrzeni o télesné djmé subjekiu s cilem
ziskat ndhradu Skody, kterd byla pfimo
rpisobena mebo k niZ pfispéla jakakoliv bitka
podand nebo procedura provedend v souladu
s protokolem.  Télesna djma” mmamend fyzicks
poranéni, lehéi ncho zivainédi onemocnéni
viemé ijmy na dufevnim zdravi, kterou urditd
osoba kdykoliv utrpi, victné amrti z ndkteré
z téchio piidin, Nehledé na vide uvedené nemajl
prijemci odikodnéni ndrok na odSkodnéni podle
tohoto  Elinku, pokud nedodrieli  viechny
z ndsledujicich bodi:

(a) prijemci odskodnéni dodreli vefkeré platmé
zikony a pfedpisy (mimo jiné viemé ziskani
informovanych souhlast, opravnéni subjekhu,
je-li oddéleno od informovaného souhlasu, a
souhlasit EK a vedkerych daldich nezbyingch
souhlasi tak, jek stanovi plamé zdkony),

protokol & velkera doporuleni dodana
zadavatelem nebo CRO k poukivini & podavini
kteréhokoliv z hodnocenych piipravki
(pfipraviu),

(b) zadavateli byl kaZdy takovy nérok nchbo
soudni proces thned pisemné oznamen

(c) pfijemeci odikodnéni plné spolupracuji pfi
vydetfovini a obhajobé proti jakémukoliv
danému néroku nebo soudnimu procesu

(d) zadavatel s1 ponechava pravo obhajoby proti
jakémukoliv nérokn nebo soudnimu procesu

Karlovarska krajska nemocenice [ PHIIIED
Czech Republic

Confidential

procedure  was admimstered
accordance with the Protocol,

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

15. Indemnification, In consideration of the
performance of the obligations set forth herein by
Investigator, Institution and any of their respective
regents, trustees, directors, officers, apents,
conlractors, or cmployvees (collectively,
“Indemnitees™), Sponsor shall indemnify, defend and
hold harmless each Indemnitee from and against
Indemmnitees’ legal liability for any loss, damage, cost
or expense (including reasonable attorneys' fees)
{collectively, “Loss™) which may anse from any third
party claim or suit alleging Bodily Injury to a subject
and sesking damages directly caused or contributed to
by any substance or procedure administered in
accordance with the Protocol. “Bedily Injury” means
physical injury, sickness or discase, including mental
injury, sustained by a person, including death resulting
from amy of these at any time. Notwithstanding the
forepoing, Indemnitees shall not be entitled to
indemmity under this Section unless Indemnitees have
complied with all of the following:

{a) the Indemnitces shall have complied with all
applicable laws and regulations (including, without
limitation, obtaining mformed 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 fumished by Sponsor or CRO for the
use and administration of any Stady Drug(s);

(b} Sponsor is promptly notified in writing of any such
claim ot sui;

{c) the Indemnitees cooperate fully i the

investigation and defense of any such claim or suit;

(d) Sponsor retains the right to defend any claim
or suit in any manner it deems appropriate, including
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takovim zplzobem, jaky povaiuje za vhodny,
viemné priva ponechat si pravniho poradee dle
sveé volby, a

(&) zadavatel md vyhradni privo nirok urovnat,
oviem za piedpokladu, Ze nepfipusti pochybeni
jmenem piijemch odikodnéni, ani¥ by pfedem
ziskal jejich pisemné svoleni, které nebude
bezdivodné odepfeno ani pozdrieno

Prijemce odskodnéni ma privo si zvolit a zajistit
zastoupeni samostatnym privnim poradcem za
predpokladu, #e dany pfijemce odikodnéni
ponese veikerd naklady a wvydaje souvisejic
& limlo samostatnym zastoupenim.

Nehled® na wvye uvedené sc povinnost
zadavatele poskytnout  odikodnéni  nebude
vitahovat na Fidnou zirdtu v mife, v jaké dand
ziraita  vyplyne  znedbalosti, damysiného
tresiného  &inu nebo  profesniho  pochybeni
kteréhokoliv z pfijemcil odikodnéni, pfitem? se
mai za to, Ze (i} podini jakékoliv Hiky v souladu
s protokolem  nepfedstavuje  nedbalost  ani
profesni pochybeni pro Géely této smlouvy a (ii)
odchylka od protokolu, kterd je z lékafského
hlediska nezbytnd pro ochranu zdravi ncbo
bezpeEnosti  subjektu klinickeho hodnocenl a
odpovidi  pfevafujicim standardim  Iékafské
péce, nepfedstavuje nedbalost, imyslny trestny
&im ani  profesni pochybeni piijemci
odikodnéni.

CRO wvyslovné odmita jakoukoliv odpovEdnost
¥ souvislost 5 hodnocendim piipravkem
{piipravky) véemé odpovidnosti za jakjkoliv
narok tvkajici se piipravku, kiery vyplyne zc
stavu zplsobencého nebo Gdajné zplsobencho
podinim daného piipraviu, kromé rozsahu,
viakém je dané odpovédnost zplsobena
nedbalosti, tmyslnym porudenim  povinnost
nebo porudenim této smlouvy ze strany CRO.

16. Dobs trvéni klinického hodnoceni a
phedéasné ukondeni

{a) Tato smlouva vstupuje vplatnost datem
tdinnosti a bude piné platnd a Géinnd po celou

——
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the right to retain counsel of its choice; and

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

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

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 shall not
constitute negligence or malpractice for purposes of
this Agreement, and (if) 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 malfeasance or malpractice by the
Indemnitees,

CRO expressly disclaims any liability in connection
with the Study Drug(s), including any liability for any
product claim arising out of a condition caused by or
allegedly caused by the administration of such product
except to the extent that such liability is caused by the
negligence, willful misconduct or breach of this

Agreement by CRO.

16. Study Term and Termination.

(@) This Agreement shall commence on the Effective
Date and shall continue in full force and effect for the
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dobu trvani klinického hodnoceni, pokud
nebude ukonfena diive dle ustanoveni tohoto
Elanku,

(b} Zadavatel @ CRO si vyhrazuji pravo Qdast
zdravotnického zafizenl a zkouSejictho nebo
jakéhokoliv subjektu v klinickém hodnoceni Gi
samotné klinické hodnoceni pfedéasné ukonéit,
a to kdykoliv a z jakéhokoliv diivodu nebo bez
ditvodu. JestliZe bude bast zkouSejiciho neho
zdravotnického zafizeni na kfinickém hodnoceni
nebo samotné klinické hodnoceni predéasné
ukondeno, zastavi zkoudejici ndbor subjekd,
ukondi  1&fbu  hodnocenym  piipravkem
(piipravky) tak, jak to bude zlékafského
hlediska pfipustné, a wvelkery hodnoceny
pripravek (plipravky) writi nebo zlikviduje
v souladu s pokyny, které poskyine CRO, a
v souladu s regulaénimi poZadavky

(c) Fkoudejici amebo zdravotnické zafizeni
mohou plainost této smlowvy ukonéit pisemnim
oxmamenim & thicetidenni (30denni) vipovédni
Ihitou, jestliZe:

(i) =zkouSejici neni schopen v klinickém
hodnoceni pokrafovat a nebyla za néj nalezena
nihrada pfijatelnd pro zadavatele a zdravornické
zafizend,

(i) CRO se dopusti podstatného poruieni této
smlouvy & toto poruieni nebude napraveno do
theeti (30) dnd od obdr¥eni piisluiného
pisemného ozndmeni,

{11} zhousejici urti, 2z pokradovani v klinickém

hodnoceni  ohrozi  bezpednost  subjekil
klinickeho hodnoceni a toto jeho rozhodnuti se
bude zaklidat na pliméfeném Iékafském
tsudku, nebo

{iv) piisluiny stémi nebo zdravotni dfad nebo
EK zdravotnického zafizeni odeyjme souhlas
5 provadénim klinckého hodnoceni

T
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full duration of the Study unless carlier terminated in
accordance with the provisions of this Section.

{b) Sponsor and CRO reserve the right 1o terminate the
participalion 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 freatment with the Study Drug(s) to the extent
medically permissible, and return or dispose of all
Study Drug(s) in accordance with instructions
provided by CRO, and regulatory requirements.

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

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

)] CRO  matedally breaches  the
Agreement and such breach is not cured within thirty
(30) days of receipt of written notice thereof:

(iti) the Investigator determines continpation of the
Study will compromise the safety of the Stody subjects
and such determination 1% based on reasonable medical

judement; or
{iv) the approval for the Study is withdrawn by the

applicable government or health authority or
Institution’s EC.
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(d} V pfipadé pfedéasného ukonéeni budou
uskuteCnény  platby  #a  viechny slufby
pozadované protokolem, které byly provedeny
do data GOfinnosti daného ukonfeni, a zm
viechny pfiméfené, dolofené a nerruiitcing
niklady, které zdravomnickému zafizeni nebo
zkousejicimu vznikly v souvislosti s klinickym
hodnocenim dle pozadavikl protokolu a
zamyslené v rozpoétu. Pokud plathy pfesihnou
Gistku ndlezejici za slufby provedend podie
protokolu, zdravotnické zafizeni pfebyvieénou
castku bezodkladng vrati CROD

(e} CRO ani zadavatel nezodpovidaji v
zdravotmickému  zabzeni & zhoudejicimu za
Zidnou rtratu ziskil, ztrdto pfileZitost ani jing
nasledné Skody

17. Pietrvanj platnosti po ziniku smiouvy.
Povinnosti podie Elanka 5, 7, 8, 9, 10, 11, 12,

13, 14, 15, 20, 22 a 24 zistivaji v plamosti i pa
vyprieni, pfedéasném ukonéeni nebo zrufeni
této smiouvy.

18, Postoupeni

{a) Pro plipadné postoupeni této smlouwvy nebo
Jakychkoliv prav & povinnosti podle této
smlouvy zkouSgjicim nebo  zdravotnickim
zafizenim na tfetl stranu je vyZzadovan piedchozi
pisemmy souhlas CRO a zadavatele

{(b) pro plipadné postoupeni ze strany CRO na
tteti stranu pinou ne? zadavatele nebo jeho
pobockn je vyladovén pledchozi plsemny
souhlas zadavatele, neni ale vyZadovén souhlas
Zdravotmického zafizeni nebo zkoudejiciho,

(¢} Zkousejici, zdravotmické zafizeni a CRO
timto urndvaji, e zadavatel mize postoupit sim
nié sebe neho na et siranu zodpovédnost za
jakikoliv nebo viechna priva a povinnost
zadavatele nebo CRO podle této smlouvy, & to
pisemnym oznamenim zkoudejicimu,
zdravotnickému zafizeni a CRO

Karlovarska krajska nemocenice | PTTID
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(d} In the event of termination, pavments 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.

{e} Neither CRO nor Sponsor shall be responsible to
the Institution and Investigator for any lost profits, lost
opportunilies, or other consequential damages.

17, Survival. The obligations under Sections 5, 7, 8, 9,
10, 11, 12, 13, 14, 15, 20, 22, and 24 shall survive the
expiration, termination, or cancellation of this
Agreement.

18. Assignment.

(a) Any assignment of this Agreement or any rights or
obligations hereunder by Investigator or Institution to a
third party shall require the prior written consent of
CRO and Sponsor; and

ib) 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.

ic) Investigator, Institution and CRO hershy
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.
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19. Nezavisly dodavetel. PR providéni
klinického hodnocend jednd zkoufejici i
zdravotnicke zafizeni jako nezavisly dodavatel
viiéi CRO a zadavateli a nikoliv jako zdstupce,
partner nebo  raméstmansc CRO nebo
radavatele. FkouSejici, zdravotnické zafizeni
ani Fadny zjejich pfisluSnich zaméstnanch,
zastupcli nebo  dodavaiell nemaji  Zadné
opravnéni uzavirat smlouvy s fetimi stranami,
kterymi by byli vazani CRO nebo zadavatel

20, Cela smiouva; dodatky. Tato smlouva
predstavuje celé ujedndni smluvnich stran a
nahrazuje veskeré ostatni smlouvy, vyslowvné i
predpokladané, mezi smhovnimi stranami, které
s tvkaji pfedmétu této smlouvy. Tato smiouva
nesmi byt dopliovina nebo  pozméfiovana
Zidnym jinym zpisobem kromé pisemného
dokumentu podepsaného oprévnénymi zistupei
smiuvnich stran

21. Oznameni. Vedkera omameni, pofadaviy,
#dosti nebo jina sdéleni, jejichZz podavani,
predavani ncbo zasilini libovolaou smluvni
stranou libovolné jiné smluvnl strané miiZe byt
nebo je poZadovino podle této  smlouvy
(spoleéné ,,ozndmeni™), budou mit pisemnou
formu a budou zasilina jako zdsilka prvni thidy
(first-class), doporuéenou nebo  obdobnou
poitou s dorufenkou, vyplaceng, nebo budou
piedivina osobng (viemn€ dorudeni kurymni
slufbou) mnebe budou =zasilina faxem G

elektronicky, na nasledujicl adresy:
CRO Original:

PFPD Investipator Services LLC,
224 Narth Front 51,

Sponsor Original:

Takeda Develppment Centre Europe Lid,
i Aldwych

London, WC2B JAE

Ilntted Kingdom

Atin;

Phane:

Ermail,

VEDO 4013
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19. Independent Contractor. In conducting the Study,
Investigator and Institution will each be acting as an
independent contractor with respect o 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
OT SpOonsor.

20. Entire Agreement; Amendments. This Agreement
represents the entire understanding between the parties,
and supersedes all other agreements, cxpress or
implied, between the parties concerning the subject
matter hereof. This Agreement may not be amended
or modified in any manner except by & wmitten
document signed by authonized representatives of the
parties,

21, MNotices. All notices, demands, 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, retum receipt requested,
postage pre-paid, or hand-delivered (including delivery
by courier) or sent by fax or electronic transmission,
addressed as follows;

Wit to:

PPD Investigator Bervices LLC,
829 North Front 5,

Wilmington, NC 28407 US4
At

phone:

fax:

With a Copy to:
Fakeda Development Centre Europe Lid.

o1 Aldwych
London, WC2B 4AE
Linited Kingdom
Aftm;

Phone!
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Instibulion Orivinik
Karlovarska krajska nemocnice. a.s.
Bezrudova 10018

Joi 0 Karlovy Fary

Crech Republic

Investigator Original:
TR R p— v

Karlovarska krajskd nemocnice, a.s.
Gastroenteralogické oddéleni
Bezrucova TI1HVTR

Fa0 0 Karlovy Vary

Crech Republic

22, Rozhodné pravo, Tato smlouva se vyklida
dle priva Ceské republiky, mimo jiné véetns
zikona a vyhlasky a bez pfihlédnuti k jeho
koliznim normam.  Tim nejsou  dotéeny
povinnosti smhwvnich stran tykajici se FDA
podie piishuinich zikont USA

£3, Stejnopisy. Tato smlouva je vyhotovena ve
ttech (3) stejnopisech, znich# zdravotmické
zafizeni, zkoudejici a CRO obde vidy jeden.
Kakdy stejnopis pfestavuje po jeho vyhotoveni a
doruéeni original a viechny stejnopisy
predstavu]i jednu a m samou smlowvi.

24, Soulad s protikorupfnimi  zékony. PR
provadéni klimckého hodnoceni pro zadavatele
edravotnické  zafizeni, zkoudcjici a jejich
prisluini zaméstnanci, zistupci a dodavatelé (i)
nebudon nabizet, providé, shbovat, dévat
ppravnéni ani pfijimat  Fadnou platbu  ani
predivat nic cenného, mimo finé vEetné wplatkid,
primo i neprimo, Hidné vefejné dfedni osobé,
regulaénimu  afadu ani nikomu jinému za
uéefem ovliviiovini, zplsobeni & odménéni
Jjakéhokoliv jedndni, opomenuti nebo rozhodnuti
k zabespedeni necestné vyhody nebo ziskani
ncho udrfeni obchodni émnost a (i) budou
dodrzovat wveSkeré plamné protikorupéni a
protiiplatkafské #ikony a piedpisy.
Ldravotnické zafizeni nebo zhoufejici budou

WEDD 403
Karlovarska krajska nemocenice [ PT Zhorilova
Czech Republic
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22. Goverming [aw. This Agreement shall be
interpreted in accordance with Crzech 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.5. laws.

23, Counterparts, This Agreement is executed in three
(3) counterparts, of which the Institution, Investigator
and CRO shall each receive one. Each counterpart
when executed and delivered will be an original and all
of the counterparts shall constitute one and the same
Agreement.

24, Compliance with Anti-Corruption Laws. In
conducting the Swdy for Sponsor, Institution,

Investigator and their respective emplovees, agents,
and contractors (i) shall not offer o make, make,
promise, authorize or accept any payment or give
anything of value, including but not limited to bribes,
either directly or indivectly to any public official,
regulatory authority or anyvone 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. Instution or Investigator shall notify
CRO and Sponsor immediately upon becoming aware
of any breach of [nstitution’s or Investigator’s
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ihned informovat CRO a zadavatele poté, kdy se  obligations under this Section.
dozvi o jakémkoliv porufeni povinnost
zdravotnického  zafizeni nebo  zkouSejiciho

podle tohoto Elanku,

23, Rozpory. V piipadé jakéhokoliv romporu 25. Discrepancies. In the case of any discrepancy
mezi Leskon a anglickon vers této smlouvy md  between the Czech and the English versions of the
prednost Seska verze. Agreement, the Czech version shall prevail.

VEDD 4013
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26. Riiné. CRO miize vyu#it pro provadéni
uriityeh shuZeb podle této smlouvy jedné nebo
vice svych poboéek. Pro Gfely této smliouwvy
pobotky mnamenaji jakoukoliv korporaci, firma,
spoleénost typu partnership nebo  jakgrkoliv
subjekt, ktery  vwvkomdvd  kontrolu, je
kontrolovin nebo spada pod spoletnou
kontrolu. Pro dGéely této smlouvy mmeamend
ofontrola®  zakonnouw  pravomoc  fidit nebo
uréovat Hzenl takového subjektu,
prosifednictvim  pfimého & nepfimého
viastmictvi takového subjektu, smhoné 61 jinak.

27, Publikace smlouvy. Publikace v souladu se
zikonem 3402015 o registru smluv. Instiluce,
radavatel a CRO timto berou na védomi, Ze
detaily této smiowvy musi bit zvefejnénv podle

zikona ¢, 340d2015 o registru smilov
https:‘smlouvy.gov.cz/’ (“registr smbuv™)

Smluvni strany souhlasi, #¢ #idnd obchodni
fajensivi  nebo  osobnl  informace nebudou
zvefejnény jako soufast takoveé publikace, Pro
ucely této smlouvy takovd obchodni tajemstvi
zahruji, ale nejsou omezeny ma: informace o
platbich pfilofend jako pifloha A, minimilni

podet  plinovanych  zafarenych  subjekafll
ofekivany  pofet  zafareoych  subjektd
hodnoceni a ofekdvané trvinl klinického

hodnoceni. Jake vysledek si smluvni strany
schvalili verzi smlouvy uréenoun na publikaci, ve
které byly obchodni tajemstvi a  osobni
informace redigované. Toto je pfilofené jako
piiloha B (,odsouhlasend forma smlowvy®).
Smiwvni strany souhlasi, #e instituce zvefejni
odsoublazencu formu smlouvy do 5 pracovnich
dnii ode dne posledniho podpisu smiouvy.
V Ease (mysli se béhem nebo poTizvercinéni
instituce informuje CRO [/ zadavatele o
publikovani smlouvy vregistu smluv na
uréenou ermai lovou adresu
tatiana hraskof@ppdicom, na kterou bude
zaslana notifikace o publikaci smlouvy
vregistru, Pokud  instituce  nezvelejni
dohodmutou formu smlouvy do 5 pracovnich
dnlil ode dne posledniho podpisu smlouvy,
#adavatel nebo PPD mike #verepmit dohodnutou
formu smlouvy, Pokud je podpis smiouvy po 1.
dervenci 2017, smluvni strany souhlasi, e
smlouva nebude GOfinnd, pokud nebude

VEDO 4013
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26, Miscellancous. CRO may use one or more of its
affiliates to perform certain services under this
Agreements. For the purposes of this Apreement,
affiliates means any corporation, firm, parinership or
other entity which controls, is controlled by, or is
under common control.  For purposes of  this
Agreement, “control” shall mean the legal power to
direct or cause the direction of such entity whether
through the direct or indirect ownership of such entity
by contract or otherwise

27. Agreement Publication. Publication in accordance
with Act mo. 3402015 Coll. on Contract Register.
Institution, Sponsor and CRO hereby acknowledge that
details of this Agreement are required to be published
pursuant to Act no. 34062015 Coll., on the Contract
register: hittpesmlouvy. gov.cz’ (“Apreements
Register™).

The Parties agree that no business secrets or personal
information shall be disclosed or made public as pant
of such publication. For the purposes of this
Apreement, 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 Stdy. As a result, the Parties have agreed a
version of this Agreement for publication, in which all
business secrets and personal information have been
redacted. This is attached hereto as Exhibit B (“Agreed
Form™). The Parties agree that the Institution shall
effect the publication of the Agreed Form on the
Apreements Repgister within 5 working davs of the
Date of Final Signature of this Agreement. Al the time
of publication the Institution will inform CRO /
Sponsor  of publishing the Agreement in the
Agreements Register by designating the following
email address: tatiana hrasko@ppdicom 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 PPD may publish
the Agreed Form. If the signature date of this
Agreement is on or after | July 2017, the Partics agree
that this Agreement shall not come into effect until the
Agreed Form has been published in accordance with
this clause (“Effective Date™). In any event, CRO
reserve the right not to provide Study Drug until this
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dohodnutd  forma  smlouvy  publikovina
vsouladu stimto ustanovenim  (,datum
ufinnosti). 'V ka¥dém piipadt si CRO
vyhrazuje prive mneposkytmout  hodnocené
lé€ivo, pokud nebude smlouva publikovina
podle tohoto ustanoveni.

V pfipadé, #& je platnost dohodmuté formy
smlouvy zpochvbnéna po jejim publikovini,
smluvni strany si (o navzdjem oznAmi
nepraodlen pote, co se o takovém zpochybnéni
dozvi a budou spolupracovat na schvaleni
revidované verze odsouhlasené formy smlouvy
za delem publikace.

V Eidném pfipadé nezvefejni instituce smlouvu
v jing, e dohodnuté formé, pokud to nebude
pfedem plsemnéd schvilend CRO ncho
zadavatelem.

fEbyvafici  cast téfp  stramky  Je  zdmérné
ponechdna prazdnd. |

= —
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Agreement is published in accordance with this clanse.

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

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

[Remainder of this page intentionally lefi blank.]
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MNA DUKAZ VYSE UVEDENEHO vyhotovily IN WITNESS WHEREOF, the parties have executed

this Agreement and it shall be effective as of the

smiuvni strany tuto smiouve, kierd nabyva :
Effective Date set forth above.

aéinnosti k datu aéinnost uvedenému vivie,

PPD Investigator Services, LLC.

| e e———

Marme:

Title:

Dlate:

Karlovarska krajskd nemocnice, 2.5,

|

Mame:

Title:

Date:

Title:

Drate:

Karlovarska krajska nemocenice / PUIIID Page 32 of 36
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Piiloha €. 1 - Rozpis Plateb Appendix no. I - Payment Schedule
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