CLINICAL STUDY AGREEMENT

This Clinical Study Agreement (the
"Agreement") is made and entered into by and
between:

Fakultni nemocnice Brno, Jihlavska 20, 625
00 Brno, Czech Republic, ID N.: 65269705, TAX
ID: CZ65269705, state contributory
organizations set up by the decision of the
Ministry of Health, without the obligation to
register in the Commercial Register director
MUDr. Roman Kraus, MBA (the “Institution”)

and

employee of internal clinic of hematology, FN
Brno (the “Investigator”)

and

Karyopharm Therapeutics Inc., a Delaware
Corporation with a place of business at 85 Wells
Ave. Newton MA 02459 USA (“Sponsor”)

PREAMBLE:

WHEREAS the Sponsor is conducting a clinical
study (the “Study”) of the product (the
“Study Drug”) with Karyopharm Europe GmbH
registered by the District Court of Munich under

217360, a wholly owned subsidiary of
Karyopharm Therapeutics Inc., with a business
address at Franziska-Bilek-Weg 9, 80339
Munich, Germany (“‘Karyopharm  Europe
GmbH”), acting as Sponsors EU Legal
Representative;

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Fakultni nemocnice Brno

SMLOUVA O KLINICKE STUDII

Tato smlouva o klinické studii
»Smlouva“) je uzavifena mezi:

(dale jen

zdravotnickym zafizenim Fakultni nemocnice
Brno, Jihlavska 20, 625 00 Brno, Ceska
republika, 1C: 65269705, DIC: CZ65269705,
statni pfispévkove organizace zfizené
rozhodnutim Ministerstva zdravotnictvi, bez
povinnosti zapisu do obchodniho rejstfiku,
jednajici: MUDr. Romanem Krausem, MBA -
feditelem (dale jen ,zdravotnické zafizeni*)

a

Iékafem Interni
jematologické a onkologické Kkliniky Fakultni
nemocnice Brno (dale jen ,zkouSejici®)

a

zadavatelem Karyopharm Therapeutics Inc.,
spoleCnosti registrované ve staté Delaware se
sidlem na adrese 85 Wells Ave. Newton, MA
02459, USA (dale jen ,,zadavatel®).

PREAMBULE:

Zadavatel
»studie®)
»hodnoceny pfipravek”“) se spole€nosti
Karyopharm Europe GmbH registrovanou
obvodnim soudem v Mnichové pod Cdislem
217360, je dcefinou spole€nosti ve
stoprocentnim spoleCnosti
Karyopharm Therapeutics Inc., se sidlem na
adrese Franziska-Bilek-Weg 9, 80339 Mnichov,
(dale jen ,Karyopharm Europe
GmbH*), ktera vystupuje jako zakonny zastupce
zadavatele v Evropé;

provadi klinickou studii
pFipravku

(dale jen

(dale jen

ktera

vlastnictvi

Némecko
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WHEREAS the Study shall be conducted in full
compliance with the Sponsor's

any amendments thereto (the “Protocol”) which
is hereby incorporated by reference as an
integral part of this Agreement, as per
Attachment 1,

WHEREAS Sponsor desires to engage the
Institution and the Investigator to conduct the
Study, and the Institution and the Investigator
wish to conduct the Study;

WHEREAS the Investigator agrees to act as the
principal investigator for the Study at the
Institution;

NOW, THEREFORE, in consideration of the
terms and conditions set forth herein, the parties
agree as follows:

1. SERVICES AND OBLIGATIONS

1.1. Conduct of Study

a) The Institution and the Investigator hereby
agree to conduct the Study in accordance with
this Agreement, the budget outlined in
Attachment 2 hereto (the “Budget”) and the
Protocol. The Institution and the Investigator
shall also follow Sponsor’s instructions as they
relate to the Institution’s and/or the Investigator’s
performance under this Agreement.

b)  The Study shall be conducted at Internal
hematology and oncology clinic, Fakultni
nemocnice Brno. The Institution the
Investigator shall ensure that all individuals and
entities that perform any portion of the Study
under the Investigator's supervision (the “Study
Personnel”) conduct the Study in accordance
with the Protocol and the terms and conditions
defined in this Agreement. Further, the Institution
and the Investigator shall ensure that all Study
Personnel are trained in the Protocol and good
clinical practices.

and

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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Studie bude provadéna v plném souladu s
rotokolem zadavatele

a jakymikoli dodatky k
nému (dale jen ,,protokol®), ktery je pfipojen k
této smlouvé ve formé odkazu 1 a zaclenén do
ni odkazem;

Zadavatel si preje najmout zdravotnické zafizeni
a zkousejiciho k provedeni studie a zdravotnické
zarizeni a zkouS$ejici si preji studii provést;

Zkousejici souhlasi, ze bude vykonavat funkci
hlavniho zkouSejiciho studie ve zdravotnickém
zafizeni;

S ohledem na uvedené skutecnosti a na smluvni
podminky stanovené v této smlouvé, strany
dohodly nasledovné:

1. SLUZBY A POVINNOSTI

1.1. Provadéni studie

a) Zdravotnické zafizeni a zkouSejici timto
souhlasi, ze budou provadét studii v souladu s
touto smlouvou, rozpoétem vymezenym v pfiloze
2 této smlouvy (dale jen ,rozpocet“) a
protokolem. Zdravotnické zafizeni a zkou3ejici
také budou dbat pokynd zadavatele tykajicich se
smluvniho plnéni
zkousejiciho podle této smlouvy.

zdravotnického zafizeni a

b) Studie bude provadéna na Interni
hematologické a onkologické klinice Fakultni
nemocnice Brno. Zdravotnické =zafizeni a
zkousejici
pravnické osoby, které budou provadét jakoukoli
¢ast studie pod dohledem zkouSejiciho (dale jen
»personal studie) studii provadély v souladu s
protokolem a podminkami
definovanymi v Zdravotnické
zarizeni a zkouSejici dale umozni vySkoleni
veSkerého personalu studie v zalezitostech

protokolu a spravné klinické praxe.

zajisti, aby vSechny fyzické a

smluvnimi
této smlouvé.
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C) The Institution and the Investigator shall
start to conduct the Study as soon as all of the
following events have occurred: (i) the Protocol
and the Study have been approved by the
responsible ethics committee(s) and the
competent authority(ies); (i) the site initiation
visit at the Institution has been performed; and
(iii) Case Report Forms (as defined below) and
the Study Drug have been made available to the
Institution and/or the Investigator. iv) the
Agreement was registered in accordance with
Law on Reqgistration of Contracts, n. 340/2015
Caoll.

1.2. Regulatory Compliance of Study

a) Each party shall perform its obligations
under this Agreement with due diligence and in
strict compliance with: (i) all laws and regulations
applicable to the conduct of clinical trials
including without limitation, Act No. 378/2007
Coll., on Pharmaceuticals, as amended, Act No.
372/2011 Coll.,, on Medical Services, as
amended, and Regulation No. 226/2008 Coll.,
Specifying the Good Clinical Practice and
Stipulating the Detailed Conditions of the Clinical
Trial; (i) all generally accepted standards of
good clinical practice, including without limitation
the current Good Clinical Practices Guidelines of
the International Conference on Harmonization
and the ethical principles of the World Medical
Association Declaration of Helsinki; (i) the
applicable laws related to data protection and
data privacy, including without limitation, Act No.
101/2000 Coll., on Personal Data Protection, as
amended (implementing the EU Data Protection
95/46/EC); (iv) any
applicable laws and regulations as well as
standard, specifications and guidelines of local
and foreign authorities having jurisdiction over
the performance of the Study (collectively, as
amended from time to time, the “Applicable
Regulatory Requirements”).

Directive and other

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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C) Zdravotnické zafizeni a zkouSejici zahaji
provadéni studie, jakmile probéhnou nasledujici
udalosti: (i) protokol a studie budou schvaleny
odpovédnou etickou komisi (etickymi komisemi)
a pfislusnym dfadem (pfisluSnymi arady); (ii)
bude vykonana iniciaCni navstéva na pracovisti
zdravotnického zafizeni; a (iii) zaznamy subjektu
studie (jak jsou definovany nize) a hodnoceny
pfipravek budou dany k
zdravotnickému zafizeni a/nebo zkousejicimu

dispozici

(iv) smlouva bude uvefejnéna v registru smluv v
souladu se zakonem €. 340/2015 Sb..

1.2.
urada

Soulad studie s pozadavky kontrolnich

a) Kazda strana bude plnit své smluvni
zavazky podle této smlouvy nalezité a v pfisném
souladu se: (i) vSemi platnymi pravnimi pfedpisy
vztahujicimi se na provadéni klinickych
hodnoceni, zejména zakonem ¢&. 378/2007 Sb. o
IéCivech, v platném znéni, zakonem ¢&. 372/2011
Sb. o zdravotnich sluzbach, v plathném znéni a
vyhlaskou ¢&. 226/2008 Sb. o spravné klinické
praxi a blizS8ich  podminkach
hodnoceni 1éCivych pfipravkd, v platném znéni;
(i) vS8emi obecné pfijatymi standardy spravné
klinické praxe, zejména aktualnimi pokyny pro
spravnou klinikou praxi Mezinarodni konference
pro harmonizaci a etickymi principy Helsinské
(iii)
platnymi pravnimi pFedpisy vztahujicimi se na
ochranu soukromi Udajli, zejména zakon ¢&.
101/2000 Sh. o ochrané osobnich udaji, v
platném znéni (implementujicim smérnici EU
95/46/ES o ochrané udaju); a (iv) jakékoli jiné
platné pravni predpisy, jakoz i standardy,
specifikace a pokyny mistnich i zahraninich
Ufadu, které maji pravomoc nad provadénim
studie (dale souhrnné, s doplhovanim &as od
Casu ,,platné kontrolni pozadavky“).

klinického

deklarace Svétové Iékarské asociace;
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b) Any modifications to the Protocol will be
made in accordance with the Applicable
Regulatory Requirements and approved by the
Sponsor. The Protocol may only be amended by
the Sponsor.

1.3. Study Subjects

Institution and Investigator shall use their best
efforts to enroll as Study subjects the required
number of subjects meeting the requirements of
the Protocol Detailed criteria of subjects to be
enrolled in the Study are provided in the
Protocol. As the Study is part of a multicenter
trial, Sponsor may request the Investigator to
stop enrolment at any time.

1.4. Study Drug and Study Supplies

a) Sponsor agrees to provide the Study Drug
and other co-therapies required for the conduct
of the Study (collectively “Study Supplies”) at
no cost to the Institution or the Investigator in
amounts sufficient for the conduct of the Study.
Immediately upon receipt of any Study Supplies,
the Institution and/or the Investigator shall
provide Sponsor with an acknowledgement of
receipt. The Institution and the Investigator shall
maintain control of Study Supplies in accordance
with: (i) Applicable Regulatory Requirements; (ii)
the manner outlined in the Protocol; and (iii)) any
additional documents provided by the Sponsor
related to the technical aspects of storage
(including temperature monitoring, if applicable),
preparation and/or dispensing of the Study
Supplies. The Institution and/or Investigator shall
safeguard Study Supplies with the same degree
of care used for its own similar property but in no
case less than with reasonable care.

b)  The Institution and the Investigator shall
ensure that the Study Supplies are solely used
for the purpose of conducting the Study in
accordance with the Protocol and for no other
CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Fakultni nemocnice Brno

b)  Jakékoli upravy protokolu budou
provadény v souladu s platnymi kontrolnimi
pozadavky a schvaleny zadavatelem. Pouze
zadavatel mlze doplfiovat protokol.

1.3. Subjekty studie

Zdravotnické zafizeni a zkouSejici vynalozi
maximalni  usili k zafazeni  protokolem
pozadovaného pocétu subjektd do studie.

Podrobna kritéria pro subjekty zafazované do
studie jsou uvedena v protokolu. Protoze je
studie soucasti multicentrického hodnoceni,
zadavatel muze kdykoli pozadat zkousSejiciho,
aby zastavil zafazovani.

1.4. Hodnoceny pripravek a materialy studie

a) Zadavatel souhlasi, ze bezplatné poskytne
hodnoceny pfipravek a ostatni terapie, které
vyzaduje provadéni studie, (dale souhrnné
»materialy studie“) zdravotnickému zafizeni
nebo zkousSejicimu v mnozstvi dostateCném pro
provedeni studie. Zdravotnické zafizeni a/nebo
zkousejici vystavi zadavateli potvrzeni o pfijmu
jakychkoli materiald studie bezodkladné po jejich
pFijmu. Zdravotnické zafizeni a zkouSejici budou
mit materialy studie pod kontrolou v souladu
s(e): (i) platnymi kontrolnimi pozadavky; (ii)
zplsobem vymezenym v protokolu; a (iii)
jakymikoli dodate€nymi dokumenty poskytnutymi
zadavatelem, které souviseji s technickymi
aspekty (v€etné  monitorovani
teploty, je-li to relevantni), pfipravou a/nebo
vydejem material(l studie. Zdravotnické zafizeni
a/nebo zkouSejici zabezpedli materialy studie se
stejnou péci, jakou vénuji svému vlastnimu
podobnému majetku, v kazdém pfipadé vSak s
péci ne mensSi nez pfimérenou.

uchovavani

b)  Zdravotnické zafizeni a zkouSejici zajisti,
aby materialy studie byly pouZivany vylu¢né pro
ucely provadéni studie v souladu s protokolem a
pro zadné jiné ucely. Zdravotnické zafizeni a
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purpose. Furthermore, the Institution and the
Investigator shall ensure that Study Supplies are
not transferred to any third parties. Unless stated
otherwise in writing by Sponsor, the Study
Supplies are and will remain the sole property of
the Sponsor. The Institution and the Investigator
shall be responsible to the Sponsor for the Study
Supplies entrusted to them, shall keep the Study
Supplies in a safe and secure location and shall
notify Sponsor immediately if any Study Supplies
are lost, damaged or destroyed.

C) Upon completion or termination of the
Study or at Sponsor's request, the Institution
and/or the Investigator shall deliver all unused
Study Supplies to the address indicated by
Sponsor or destroy it/them, as instructed by
Sponsor and in accordance with the Applicable
Regulatory Requirements. Neither the Institution
nor the Investigator shall destroy any Study
Supplies without Sponsor’s express consent.

1.5. Informed Consent

a) The Investigator shall obtain in compliance
with all Applicable Regulatory Requirements an
informed consent properly signed by or on behalf
of each Study subject prior to the subject’s
participation in the Study. The Institution and
Investigator shall ensure compliance with the
informed consent requirements.

b) The Investigator shall use the form of the
(the
Form”) provided by Sponsor and approved in
compliance with all Applicable Regulatory
Requirements.

informed consent “Informed Consent

1.6. Case Report Forms and Study Data

a) Sponsor shall supply (or if electronic,
provide access to) the forms to be used and
completed by the Investigator to document a
Study subject’s participation in the Study (the
“Case Report Forms” or “CRFs”). The
Investigator shall record all data generated as a
CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Fakultni nemocnice Brno

zkouSejici dale zajisti, aby materidly studie
nebyly pfevadény zadnym tfetim stranam. Pokud
zadavatel nestanovi pisemné jinak, materialy
studie jsou a zUstavaji ve vyluéném viastnictvi
zadavatele. Zdravotnické zafizeni a zkousSejici
odpovidaji za svéfené materialy
studie, budou materialy studie uchovavat na
bezpeéném budou zadavatele
bezodkladné pfipadé
poskozeni nebo likvidace jakychkoli materiall
studie.

zadavateli

misté a

informovat v ztraty,

C) Po dokonéeni nebo ukonceni studie nebo
na zadost zadavatele doruli zdravotnické
zafizeni a/nebo zkouSejici vSechny nepouzité
materialy studie na adresu
zadavatelem nebo je zlikviduji podle pokynu
zadavatele a v souladu s platnymi kontrolnimi
pozadavky. Zdravotnické zafizeni ani zkousejici
nezlikviduji ~ zadné studie bez
vyslovného souhlasu zadavatele.

oznacéenou

materialy

1.5. Informovany souhlas

a) ZkouSejici obdrzi v souladu se vSemi
platnymi poZadavky informovany
souhlas fadné podepsany kazdym subjektem
studie nebo jeho z&stupcem piedtim, nez se
subjekt zu€astni studie. Zdravotnické zafizeni a
zkousejici zajisti splnéni pozadavku
informovaného souhlasu.

kontrolnimi

b)  Zkou3ejici pouZije formulaf informovaného
souhlasu (déle jen,formulaF informovaného
souhlasu®) v podobé poskytnuté zadavatelem a
se vSemi

schvalené v souladu

kontrolnimi poZzadavky.

platnymi

1.6. Zaznamy subjektu studie a udaje studie

doda formulafe, které bude
k dokumentaci
subjektu ve studii (dale jen ,,zaznamy subjektu
studie“ neboli ,,CRF*“) nebo k nim poskytne
pfistup, jsou-li v elektronické podobé. ZkouSejici
vCas, pfesné a uplné zaznamena v3echny udaje

a) Zadavatel

zkouSejici  pouzivat UcCasti
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result of conducting the Study (the “Study Data”)
in a timely, accurate and complete manner, and
shall ensure that the Case Report Forms for
each Study subject are duly signed and dated by
the Investigator. At the request of Sponsor,
Institution or Investigator will promptly correct
any errors in and/or omissions from the Case
Report Forms for the Study and will make
available to Sponsor the corrected Case Report
Forms and supporting records for further
verification. To the extent the Study requires
completion of electronic Case Report Forms, the
Institution and the Investigator shall ensure that
they have implemented and maintain appropriate
computer security sufficient to protect the
confidentiality, integrity and availability of such
Study Data in accordance with the Applicable
Regulatory Requirements. The Investigator shall
not grant unauthorized users access to the
electronic data capture (EDC) system used in
the Study, and in particular, shall not share or
disclose his/her username and/or passwords.

b)  The Institution and the Investigator shall
take reasonable and customary precautions to
prevent the loss or alteration of any Study Data.
The Institution and the Investigator acknowledge
and agree that the Sponsor shall own all Study
Data.

1.7. Adverse Events

The Investigator agrees to immediately and fully
inform the Sponsor and, when applicable, the
ethics committee(s) and competent authorities,

of any significant risks, adverse events or

unexpected results related to the Study,
according to the Applicable Regulatory
Requirements and applicable Protocol

provisions. Institution and/or Investigator agree
to immediately inform the Sponsor of any
deviations from the Protocol necessary to protect
the safety, rights or welfare of Study subjects
enrolled in the Study.

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Fakultni nemocnice Brno

vytvorené v dlsledku provadéni studie (dale jen
»udaje studie“) a fadné podepiSe a opatfi
datem zaznamy subjektu studie pro kazdy
subjekt
zkouSejici na zadost zadavatele neprodlené
opravi jakékoli chyby a/nebo chybéjici udaje v
zaznamech subjektu studie a
zadavateli opravené zaznamy subjektu studie a
podpurné dalSimu  ovéreni.
Zdravotnické zkouSejici  zaijisti
zavedeni a udrzovani vhodného zabezpeceni
pocitacu,
davérnosti, celistvosti a dostupnosti udaji studie
v souladu s platnymi kontrolnimi pozadavky, a to
v rozsahu Umérném pozadavku studie na
pouzivani elektronickych zaznam( subjektu.
Zkousejici neumozni neopravnénym uzivatelim
pfistup do systému elektronického zaznamu
Gdaju  (electronic  data  capture, EDC)
pouzivaného ve studii a zejména nebude sdilet
ani zpfistupfiovat své uzivatelské jméno a/nebo
heslo.

studie. Zdravotnické zafizeni nebo

zpfistupni

zdznamy K
zafizeni a

které bude dostatecné k ochrané

b) Zdravotnické zafizeni a zkouS$ejici pfijmou
pfiméFena a obvykla opatfeni zabrariujici ztraté a
zménam jakychkoli udaju studie. Zdravotnické
zafizeni a zkouSejici
souhlasi, ze vSechny udaje studie jsou majetkem
zadavatele.

berou na védomi a

1.7. Nezadouci pfihody

ZkouSejici souhlasi, ze bude bezodkladné a
uplné zadavatele, a, je-li to
relevantni, etickou komisi (etické komise) a
pfislusné ufady o jakychkoli vyznamnych
rizicich, nezadoucich pfihodach nebo
neoCekavanych vysledcich souvisejicich se
studii, v souladu s kontrolnimi
poZzadavky a pfislusnymi ustanovenimi
protokolu. Zdravotnické zafizeni a zkousejici
souhlasi,
zadavatele o jakychkoli odchylkach od protokolu
nezbytnych pro ochranu bezpecnosti, prav nebo
prospéchu subjektll zafazenych ve studii.

informovat

platnymi

ze budou bezodkladné informovat
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1.8. Financial Disclosure

The Investigator shall complete and return to
Sponsor the financial disclosure document(s)
provided by Sponsor concerning financial
interests and other conflicts of interest which the
Investigator and/or his/her family members may
have in the Sponsor and/or the Study Drug. The
Investigator shall also ensure that all sub-
investigators complete and provide Sponsor with
such  financial disclosure form(s). The
Investigator agrees that she/he and any sub-
investigators shall provide the Sponsor with an
updated financial disclosure form or forms if the
information originally submitted changes during
the course of the Study or within one (1) year
after the completion or termination of the Study.

1.9. Biological Samples.

Institution and Investigator shall collect, retain,
disclose, and use any blood, fluid, tissue and
other biological samples, and tangible materials
directly or indirectly derived from such samples
(collectively, the  “Biological Samples”)
collected by the Institution, or the Investigator
from any Study subject, solely for the purposes
of the Study and in accordance with the Protocol
and the Informed Consent Form. Institution
and/or Investigator shall provide Sponsor with
quantities of Biological Samples as required by
the Protocol. Sponsor may use Biological
Samples for future research.

2. COMPENSATION

a) Attachment 3 Compensation and Payment
terms, attached hereto, specify the terms, to be
paid by Sponsor for the Study, the timing of such
payments and the payee. The compensation for
the conduct of the Study is set out in the Budget.

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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1.8. Zpristupnéni finanénich informaci

ZkouSejici vyplni a vrati zadavateli dokument(y)
zpristupnéni poskytnuté
zadavatelem ve véci finan¢nich zajmd a jinych
konfliktl zajmu, jez zkouSejici a/nebo jeho

finanénich informaci

rodinni  pfisluSsnici  mohou mit ohledné
zadavatele a/nebo hodnoceného pfipravku.
ZkouSejici také zajisti, aby vSichni
spoluzkous$ejici vyplnili a poskytli zadavateli
takovéto formulafe zpfistupnéni financnich

informaci. Zkousejici souhlasi, Zze on sam a
vSichni  pfipadni poskytnou
zadavateli aktualizované formulare zpfistupnéni
finan¢nich informaci, pokud se
predloZzené informace zméni v prabéhu studie
nebo do jednoho (1) roku od dokonéeni nebo
ukonceni studie.

spoluzkouS$ejici

puvodné

1.9. Biologické vzorky

Zdravotnické zafizeni a zkouSejici budou
odebirat, uchovavat, zpfistupfiovat a pouzivat
jakékoli vzorky krve, tekutin, tkané a jiné
biologické vzorky (dale souhrnné ,biologické
vzorky“), které zdravotnické zafizeni nebo
zkousejici odebere jakémukoli subjektu studie,

pouze pro ucely studie a v souladu s protokolem

a formulafem  informovaného  souhlasu.
Zdravotnické  zafizeni  a/nebo  zkouSejici
poskytnou zadavateli mnozstvi biologickych

vzork( pozadované protokolem. Zadavatel muize
biologické vzorky pouzit pro budouci vyzkum.

2. ODMENA

a) Pfiloha 3 k této smlouvé, Odmény a
platebni podminky, podminky plateb
zadavatele za studii, jejich rozvrh a pfijemce
plateb. Odména za provedeni studie je
stanovena v rozpoétu. Castky uvedené v

uvadi
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The amount(s) included in the Budget represents
the entire compensation under this Agreement
and it includes without limitation, all work and
care anticipated by the Protocol, the use of the
faciliies and  equipment, staff costs,
administrative costs, overhead, third party costs,
taxes, travel and other expenses, etc. The
amounts in the Budget represent the fair market
value of the covered costs associated with the
conduct of the Study and do not take into
account the volume or value of any referrals or
business. Institution and Investigator (as
applicable) agree to use the funding provided
under this Agreement solely for the purposes of
carrying out the Study.

b) All  payments hereunder shall be
contingent upon completion in accordance with
the Protocol of all outstanding Case Report
Forms up to the date of the request for payment
and provision of such other documentation as
Sponsor may reasonably request. The Institution
and the Investigator acknowledge that Sponsor
may refuse to make payment in case of a breach
of this Agreement. No payment will be due or
payable by Sponsor in respect of (i) except as
provided for in the Budget, recruited but
unenrolled Study Subjects, (ii) costs not included
in the Budget, (iii) any costs relating to the Study
or the Study Subjects resulting from the
Investigator’s failure to follow the Protocol, or
(iv) a Study Subject who cannot be evaluated
under GCP or whose medical data cannot be
used due to the failure of the Institution or the
Investigator to comply with medical
protection provisions of Applicable Regulatory
Requirements, proper records, or
incomplete, uncorrected or unverifiable Case
Report Forms.

data

lack of

c)  The Institution and the Investigator shall
not, in connection with the Study, charge a Study
subject or any third-party payer for any cost
which the Sponsor is obligated to pay or for any
materials that were provided by or on behalf of
Sponsor at no cost to Institution and Investigator

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Fakultni nemocnice Brno

rozpoCtu predstavuji Uplnou odménu podle této
smlouvy, zejména odménu za v8echnu praci a

péci  predpokladanou protokolem, pouziti
pracovist a vybaveni, naklady na personal,
administrativni naklady, pau$alni naklady,

naklady tretich stran, dané, cestovné a jiné
vydaje apod. Castky v rozpodtu predstavuji
pfiméfenou pokrytych
souvisejicich s provadénim  studie a
nezapocitavaji mnozstvi ani hodnotu jakychkoli
doporuéeni ¢i obchodnich jednani. Zdravotnické
zafizeni a zkousejici (je-li to relevantni) souhlasi,
Ze budou pouzivat financovani poskytnuté podle
této smlouvy vyluéné pro ucely provedeni studie.

trzni cenu nakladu

b) VSechny platby podle této smlouvy jsou
podminény vSech
zaznamd studie v

vyplnénim
subjektu
protokolem, a to az do data vyzadani platby, a
poskytnutim vesSkeré dalSi dokumentace, kterou
zadavatel pfimérené
Zdravotnické zafizeni a zkouSejici berou na
védomi, Zze zadavatel mize odmitnout provedeni
platby, dojde-li k porudeni této smlouvy. Zadna
platba nebude dluzna ani splatna zadavatelem,
pokud se tyka (i) subjektil studie, které proSly
naborem ale nebyly zafazeny do studie (s
vyjimkou pfipadd uvedenych v rozpoctu),
(i) nakladi nezahrnutych do rozpoctu,
(iii) jakychkoli nakladd souvisejicich se studii
nebo subjekty studie, které vznikly v disledku
nedodrZzeni  protokolu  zkouSejicim
(iv) subjektu studie, jejz nelze vyhodnotit podle
spravné Kklinické praxe nebo jehoZ zdravotni
Udaje nelze pouzit, protoze zdravotnické zafizeni
nebo zkousSejici nedodrzeli ustanoveni platnych
kontrolnich  pozadavkd  ohledné
zdravotnich udajl, protoze chybi fadné zaznamy
nebo protoze zaznamy subjektu studie jsou
neuplné, neopravené nebo neovéfitelné.

neuplnych
souladu s

muze vyzadovat.

nebo

ochrany

c) Zdravotnické  zafizeni a
nebudou ve spojitosti se studii u€tovat subjektu
studie ani zadnému platci, ktery je tfeti stranou,
Za4dné néaklady, které ma povinnost uhradit
zadavatel, ani za zadné materialy, které poskytl

zadavatel nebo byly poskytnuty jménem

zkousejici
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(such as the Study Drug).

3. CONFIDENTIALITY

a) “Confidential Information” means all
confidential or proprietary information or data, of
any kind whatsoever and however memorialized,
that is: (i) disclosed by or on behalf of the
Sponsor to the Institution, the Investigator or the
Study Personnel in connection with this
Agreement; or (i) obtained, developed or
generated by the Institution, the Investigator
and/or the Study Personnel as a result of
performing the Study. The Confidential
Information shall include, without limitation, the
Study, the Study Drug, the Protocol, the
Investigator's Brochure, the Study Data, the
Intellectual Property (defined below) and
information regarding the Sponsor, its affiliates.
All Confidential Information shall belong solely
and exclusively to the Sponsor.

b) Confidential Information does not include
information that (i) is in the public domain at the
time of its disclosure to the Institution and/or the
Investigator; (ii) was, as evidenced by written
records or other competent proof, in the
Institution’s and/or the Investigator's possession
on a non-confidential basis prior to its disclosure;
or (iii) enters the public domain as a result of a
third party’s activities, through no act or omission
by the Institution, the Investigator or any Study
Personnel.

c¢)  The Institution and the Investigator shall
hold all strict
confidence and use all reasonable safeguards to
prevent unauthorized use or disclosure. The
Institution and the Investigator shall use the
Confidential Information only as required for the
purpose of this Agreement. The Institution and
the Investigator shall limit their disclosure of the
Confidential Information to those members of the

Confidential Information in

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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zadavatele bezplatné zdravotnickému zafizeni a

zkous$ejicimu  (jako  napfiklad  hodnoceny
pfipravek).

3. DUVERNOST

a) ,Davérné informace*” znamenaji

vSechny divérné nebo vlastnické informace
nebo udaje jakéhokoli druhu a jakkoli ulozené do
paméti, to jest: (i) zpfistupnéné zadavatelem
nebo jeho jménem zdravotnickému zafizeni,
zkousejicimu nebo personalu studie ve spojitosti
s touto smlouvou nebo (ii) ziskané, vyvinuté
nebo zdravotnickym
zkousejicim a/nebo  personalem
dasledku provadéni studie. Dlvérné informace
zahrnuji zejména studii, hodnoceny pfipravek,
protokol, soubor informaci pro zkouSejiciho,
Udaje studie, duSevni vlastnictvi (definované
nize) a informace tykajici se zadavatele a jeho
dcefinych  spole€nosti.  VSechny
informace patfi vyluéné a vyhradné zadavateli.

vytvofené zafizenim,

studie v

davérné

b) Duvérné informace nezahrnuji informace,
které (i) se nachazeji ve vefejné sféfe v dobé,
kdy byly zpfistupnény zdravotnickému zafizeni
a/nebo zkousejicimu; (ii) byly, jak je doloZzeno
pisemnymi zaznamy nebo jinymi pfisluSnymi
dikazy, ve vlastnictvi zdravotnického zafizeni
a/nebo zkouSejiciho bez zavazku dlivérnosti
jesté pred zpfistupnénim nebo (iii) se octly ve
verfejné sféfe v duUsledku konani treti strany,
nikoli opomenuti
zdravotnického zafizeni, zkouSejiciho nebo
jakéhokoli personalu studie.

vSak z dlvodu konani di

Cc)  Zdravotnické zafizeni a zkousSejici budou
udrzovat vSechny duavérné informace pfisné
davérné a budou pouzivat veSkeré pfimérené
zabezpeceni proti jejich neopravnénému pouziti
nebo zpfistupnéni. Zdravotnické =zafizeni a
zkouS$ejici budou pouzivat divérné informace
pouze zpusobem, ktery vyzaduje ucel této
smlouvy. Zdravotnické zafizeni a zkouSejici
omezi zpfistupnovani davérnych informaci na ty
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Study Personnel who need to know the
Confidential Information for the conduct of the
Study and are subject to obligations of
confidentiality no less stringent than those
contained in this Agreement. The Institution and
the Investigator shall advise the Study Personnel
of the confidential nature of the Confidential
Information and remain liable for any breach by a

Study Personnel.

d) Should the Institution or the Investigator or
any Study Personnel receive a court order or
other legally binding request to disclose
Confidential Information, the Institution or the
Investigator shall immediately inform Sponsor
upon the discovery of such request and before
any Confidential Information is disclosed. The
Institution and the Investigator shall cooperate
with the Sponsor in any efforts to seek limitation
or protection from the order demanding
disclosure. In any case, the Institution and the
Investigator shall disclose only the minimum
amount of Confidential Information necessary to
comply with such request.

e) The obligations of confidentiality exist at all
times during this Agreement and shall survive
the expiration or earlier termination of this
Agreement for a period of ten (10) years.

4. INTELLECTUAL PROPERTY

The Institution and the Investigator acknowledge
and agree that the Sponsor shall have exclusive
ownership rights to all Study Data,
improvements,  developments, discoveries,
inventions, work, know-how and other rights
(whether or not patentable), created, developed,
and/or reduced to practice as a result of or in
connection with the conduct of the Study and/or
the use of the Study Drug or the Confidential
Information, together with all intellectual property
rights relating thereto (“Intellectual Property”).
The the Investigator
promptly disclose in writing to the Sponsor all
Intellectual Property made by the Institution, the

Institution and shall

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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¢leny persondlu studie, ktefi ddvérné informace
potfebuji znat k provadéni studie a podléhaji
zavazkim micenlivosti, jez nejsou méné pfisné
nez zavazky obsazené v
Zdravotnické pouci
personal studie o ddvérné povaze davérnych
informaci a nadale nesou odpovédnost za
jakakoli poruseni davérnosti personalem studie.

této smlouvé.

zafizeni a zkou3ejici

d) Pokud zdravotnické  zafizeni nebo
zkousejici Ci kdokoli z personalu studie obdrzi
soudni pfikaz jiny pravné zavazny
pozadavek na zpfistupnéni davérnych informaci,
zdravotnické zafizeni nebo zkouSejici budou
zadavatele o takovémto pozadavku informovat,
jakmile se o ném dozvédi, a to pfedtim, nez
dojde k jakychkoli  informaci.
Zdravotnické zafizeni a zkouSejici budou se
zadavatelem spolupracovat pfi jakémkoli usili
zajistit ochranu pfed pfikazem k zpfistupnéni
Gdaju nebo jeho omezeni. Zdravotnické zafizeni
a zkousejici v kazdém pripadé zpfistupni jen
minimalni informaci
nezbytné ke splnéni takového pozadavku.

nebo

zpfistupnéni

mnozstvi  dlvérnych
e)  Zavazky miCenlivosti plati po celou dobu
trvani této smlouvy a zlstavaji v platnosti po
dobu deseti (10) let od vyprSeni nebo drfivéjsiho
ukonc&eni této smlouvy.

4. DUSEVNI VLASTNICTVi

Zdravotnické zafizeni a zkouSejici berou na
védomi a souhlasi, Ze zadavateli nalezi vylu¢na
vlastnicka prava i dalSi prava ke vSem udajum
studie, vylepSenim, vyvoji, objeviim, vynalezim,
praci, know-how (at jiz jsou patentovatelné nebo
ne), které byly vytvofeny, vyvinuty a/nebo
zavedeny do praxe v dusledku nebo ve spojitosti
s provadénim a/nebo  pouzivanim
hodnoceného  pfipravku nebo  ddvérnych
informaci, jakoz i v8echna prava k dusSevnimu
vlastnictvi s nimi souvisejici (dale jen ,,dusevni
vlastnictvi“). Zdravotnické zafizeni a zkouSejici

studie

neprodlené pisemné zpfistupni zadavateli
veskeré duSevni vlastnictvi vytvofené
10/38
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Investigator and/or the Study Personnel. Such
written disclosure shall be dated and witnessed
and contain sufficient technical detail to convey a
reasonable understanding of the nature,
purpose, and characteristics of the Intellectual
Property. The Institution represents and warrants
to Sponsor that it has, and will have and
maintain in full force and effect,
agreements with all Study Personnel assigning
to the Institution their respective rights to any
and all Intellectual Property conceived or
reduced to practice by any of them. The
Institution and Investigator hereby assign,
convey, and grant to Sponsor all of the
Institution’s and/or Investigator right, title, and
interest in and to Intellectual Property and to the
extent such Intellectual Property is not presently
assignable at the Sponsor's request, the
Institution and the Investigator shall cause all
rights titles and interests in and to any such
Intellectual Property to be assigned to the
Sponsor without additional compensation and
provide reasonable assistance to obtain patents,
including causing the execution of any invention
assignment or other documents.

written

5. PUBLICATION AND PUBLICITY

5.1. Publication

a) The Institution and the Investigator agree
that the Sponsor shall have the sole and
exclusive right to the first publication of the
results of the Study. Such Sponsor publication is
intended to be a multi-center publication of the
Study results, collected from all investigators and
institutions participating in the Study (the “Multi-
Center Publication”).

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Fakultni nemocnice Brno

zdravotnickym zafizenim, zkouSejicim a/nebo
personalem
zpfistupnéni bude opatfeno datem a svédeckym
prohlasenim a bude obsahovat
technické podrobnosti na to, aby umoznilo
pfiméfené pochopeni povahy,
charakteristik dotyéného duSevniho vlastnictvi.
Zdravotnické zafizeni prohlaSuje a zarucéuje
zadavateli, ze ma uzavieny a bude udrZovat v
piné platnosti a ucinnosti pisemné dohody s
veSkerym personalem studie, kterymi personal
postupuje zdravotnickému zafizeni sva pfislusna
prava na veSkeré dusSevni
vytvofené nebo uvedené do praxe. Zdravotnické
zafizeni a zkousejici timto postupuji, upisuji a
pfedavaji zadavateli veSkera prava, vlastnické
tituly a subjektivni prava zdravotnického zafizeni
a zkousejiciho tykajici se dusevniho vlastnictvi;
zdravotnické zafizeni a zkouSejici zafidi, aby
byla prava, vlastnické tituly a subjektivni prava k
takovémuto dusSevnimu vlastnictvi v rozsahu, v

studie. Takovéto pisemné

dostatecné

ucelu a

vlastnictvi jim

némz takovéto dudevni vlastnictvi nelze v
souCasnosti na Zzadost zadavatele postoupit,
postoupena zadavateli bez dodate¢né odmény,
a poskytnou zadavateli pfiméfenou pomoc pfi
ziskani patentu, v€etné vyhotoveni dokumentu o
postoupeni jakéhokoli

dokument.

vynalezu nebo jinych

5. PUBLIKACE A PUBLICITA

5.1. Publikace

a) Zdravotnické zafizeni a  zkouSejici

souhlasi, ze zadavateli nalezi vylu¢né a vyhradni

pravo na prvni publikaci vysledkd studie.
Takovouto publikaci zadavatele ma byt
multicentricka  publikace  vysledk(l  studie

shromazdénych od vSech
zdravotnickych zafizeni uCastnicich se studie
(dale jen ,,multicentricka publikace®).

zkouSejicich a
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b)  The Institution and the Investigator may
publish or otherwise present the results of the
Study obtained by the Institution and/or the
Investigator (an “Independent Submission”)
provided that all of the following conditions have
been satisfied: (i) the Multi-Center Publication
has been published; or, if no such publication
has occurred, at least eighteen (18) months have
passed since the completion, or earlier
termination, of the Study at all participating sites
(including the final database lock); (ii) before
submitting the Independent Submission to a
publisher, reviewer or other outside party, the
Institution and/or the Investigator must submit
the proposed Independent Submission to the
Sponsor and allow the Sponsor at least sixty (60)
days to review and provide comments; (iii) the
Institution and/or the Investigator shall, as
requested by the Sponsor, delete all references
to Confidential Information (excepting the results
of the Study obtained by the Institution and the
Investigator); (iv) the Institution and the
Investigator shall consider the Sponsor’s
comments and proposed revisions in good faith;
and (v) if at any point during the initial sixty (60)
day review the Sponsor so requests, the
Institution and/or the Investigator shall delay the
publication or presentation of the Independent
Submission for up to forty-five (45) additional
days in order to permit the Sponsor time to
obtain Intellectual Property protections.

5.2. Publicity

The Institution and the Investigator shall not use
Sponsor's name, the names of any of its
employees designees, symbols, or
trademarks in any advertising, sales promotional
material, or press release without the prior
written permission of the Sponsor The Institution
and Investigator grant Sponsor the right to
identify the Institution and Investigator and use
their name in publicity, advertising, or press
releases directed at Study subject enrollment
and in all listings of clinical trial sites.

and

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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b)  Zdravotnické zafizeni a zkouSejici mohou
publikovat nebo
studie obdrzené zdravotnickym
a/nebo zkouSejicim (dale
nabidka“) za predpokladu, Zze byly splnény
nasledujici podminky: (i) byla publikovana
multicentricka publikace nebo, pokud k takové
publikaci nedoslo, uplynulo osmnact (18) mésicl

jinak prezentovat vysledky
zafizenim

jen ,nezavisla

na vSech zu€astnénych pracovistich
kone€ného zablokovani databaze); (i) prFed
nabidnutim navrhu nakladateli,
editorovi nebo jiné tfeti strané musi zdravotnické
zafizeni a/nebo zkousejici predlozit navrzenou
nabidku zadavateli a ponechat
zadavateli nejméné Sedesat (60) dni na jeji
zkontrolovani a okomentovani; (iii) zdravotnické
zafizeni a/nebo zkousejici na zadost zadavatele
odstrani veSkeré odkazy na davérné informace
(s vyjimkou vysledki obdrzenych
zdravotnickym zafizenim a zkouSejicim); (iv)
zdravotnické zafizeni posoudi
komentare zadavatele a jim navrzené zmény v
dobré vife; a (v) pokud o to zadavatel kdykoli
béhem plvodni kontrolni Ihity Sedesati (60) dnu
pozada, zdravotnické zafizeni a/nebo zkouSejici
odlozi publikaci nebo prezentaci
nabidky o az c&tyficet pét (45) dodatecnych dnu,

(vCetné

nezavislého

nezavislou

studie

a zkousejici

nezavislé

¢imz umozni zadavateli ziskat ochranu
dusevniho vlastnictvi.

5.2. Publicita

Zdravotnické zafizeni a zkouSejici nebudou

pouzivat nazev zadavatele, jména kterychkoli
jeho zaméstnancl a zmocnéncu, symboly nebo
ochranné zadné  reklamé,
propagacnich ani  tiskovych
zpravach bez predchoziho pisemného svoleni
zadavatele. Zdravotnické zafizeni a zkouSejici
davaji zadavateli pravo identifikovat zdravotnické
zafizeni a zkousejiciho a pouZivat jejich nazev €i
jméno pfi propagaci, v reklamé nebo tiskovych
zpravach zaméfenych na nabor subjektld studie

znamky v
materialech
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6. INDEMNIFICATION, NOTIFICATION OF
CLAIMS AND INSURANCE

6.1. Sponsor’s Indemnity Obligations

Sponsor undertakes to defend, indemnify and
hold harmless the Institution and the Investigator
against any and all third party claims, damages,
losses and costs arising out of (i) material breach
of this Agreement; or (ii) gross negligent or willful
act or omission by Sponsor, including by its
officers, employees, contractors or other staff.
Sponsor indemnification shall not apply in case of
(i) any negligence or intentional misconduct of
Institution and or Investigator; (i) failure of
Institution and/or Investigator to comply with all
Applicable Regulatory Requirements; (iii)
failure of Institution and/or Investigator to perform
the Study in strict compliance with (a) the
Protocol and (b) all written instructions delivered
by Sponsor to the Institution and/or Investigator
or (iv) any breach by Institution and/or
Investigator of this Agreement.

6.2.
Indemnity Obligations

The Institution’s and the Investigator’s

The Institution and the Investigator undertake to
defend, indemnify and hold harmless the
Sponsor including its officers, employees,
contractors, agents or other staff against any and
all claims, damages, losses and costs arising out
of (i) any breach of this Agreement by the
Institution and/or the Investigator; or (i) any
negligence or willful act or omission of the

Institution, the Investigator, Study Personnel or
CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Fakultni nemocnice Brno

a ve v8ech seznamech na registranich

webovych strankach klinickych hodnoceni.

6. ODSKODNENIi, OZNAMOVANI
POHLEDAVEK A POJISTENI

6.1. Zavazky zadavatele ohledné
odskodnéni

Zadavatel se zavazuje, ze bude branit, odSkodni
a zachova bez uhony zdravotnické zafizeni a
zkousejiciho pred pohledavkami,
Skodami, tretich  stran

veSkerymi
a naklady
vzniklymi z ddvodu (i) zasadniho poruseni této
smlouvy zadavatelem nebo (ii) hrubé nedbalosti
nebo umysiného jednani ¢i opomenuti na strané
zadavatele vcetné jeho vedoucich pracovnikd,
zaméstnancU, dodavatell nebo jiného personalu.
Odskodnéni uplatnit v
pfipadé (i) jakékoli nedbalosti nebo umysiného
nespravného jednani na strané zdravotnického
zafizeni a/nebo zkousSejiciho; (ii) nesplnéni vSech
platnych kontrolnich pozadavku
zdravotnickym zafizenim a/nebo zkousSejicim; (iii)
nedodrZeni (a) protokolu a (b) v3ech pisemnych
pokynu pfedanych zadavatelem zdravotnickému
zafizeni a/nebo zkouSejicimu pfi provadéni
studie  zdravotnickym a/nebo
zkousejicim nebo (iv) jakéhokoli poruseni této
zdravotnickym a/nebo
zkousejicim.

ztratami

zadavatelem nelze

zafizenim

smlouvy zafizenim

6.2.
zkousejiciho ohledné odskodnéni

Zavazky zdravotnického zafizeni a

Zdravotnické zafizeni a zkouSejici se zavazuji,
Ze budou branit, odSkodni a zachovaji bez
uhony zadavatele jeho vedoucich
dodavateld,
obchodnich zastupcl nebo jiného personalu
pred jakymikoli pohledavkami, Skodami, ztratami
a naklady vzniklymi z ddavodu (i) jakéhokoli
poruseni této smlouvy zdravotnickym zafizenim

a/nebo zkouSejicim (ii) jakékoli nedbalosti nebo

véetné

pracovnikd, zameéstnancu,
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any of their officers, employees, contractors or
staff.

6.3. Notification of Claims

The Institution and the Investigator shall
immediately serve a notice in writing to the
Sponsor about any investigation, claim or legal
proceedings related to the Study against the
Institution, the Investigator, the Study Personnel
or other staff in connection with the Study. The
Institution and the Investigator shall fully
cooperate in all reasonable aspects upon
request of the Sponsor in the investigation
and/or defense of these claims or lawsuits.

6.4. Insurance

a) Sponsor shall obtain clinical trial
insurance in compliance with the § 52 (3f) of the
Act No. 378/2007 Coll., on Pharmaceuticals, as
amended, as required by the Applicable
Regulatory Requirements.

b)  The Institution and shall subscribe to and
maintain  all required by the
Applicable Regulatory Requirements, including
without limitation, liability insurance in
compliance with § 45 (2) of the Act No. 372/2011
Coll.,, on Health Care Services, as amended .
Institution shall provide evidence of such
insurance(s) upon request by the Sponsor.

insurances
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umysiného jednani &i opomenuti na strané
zdravotnického zafizeni, zkou$ejiciho, personalu
studie nebo jejich vedoucich pracovnik,
zameéstnancu, dodavatell nebo personalu.

6.3. Oznamovani pohledavek

Zdravotnické zafizeni a zkouSejici bezodkladné
podaji zadavateli pisemné oznameni o jakémkoli
vySetfovani, pohledavce nebo soudnim fFizeni,
které souvisi je vedeno ¢i
uplatfiovano zdravotnickému  zafizeni,
zkouSejicimu, personalu studie nebo jinému
personalu ve spojitosti se studii. Zdravotnické

se studii a
VUGi

zafizeni a zkou$ejici budou na Zadost
zadavatele plné spolupracovat ve vSech
pfiméfenych ohledech ve véci vySetfovani

a/nebo obhajoby u téchto pohledavek nebo
soudnich fizeni.

6.4. Pojisténi

a) Zadavatel uzavie pojisténi klinického
hodnoceni v souladu s § 52 (3f) zakona C&.
378/2007 Sb. o l|éCivech, v platném znéni a

podle platnych kontrolnich pozadavka.

b)  Zdravotnické =zafizeni uzavie a bude
udrzovat pojisténi podle platnych
kontrolnich  pozadavkd, pojisténi
odpovédnosti za 8kodu v souladu s § 45 (2)
zakona €. 372/2011 Sb. o zdravotnich sluzbach,
v platném znéni. Na Zadost zadavatele poskytne
doklad o doty¢ném pojisténi (dotyCnych
pojisténich).

veskera
zejména
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7. INSPECTIONS, AUDITS, MONITORING
AND RECORD KEEPING

7.1. Regulatory Inspections

The Institution and the Investigator shall
promptly notify Sponsor of any inspection or
investigation relating to the Study by any
regulatory, governmental or law agency
(including without limitation the EMA and the US
FDA) of which they become aware. Sponsor
and/or their representatives shall have the right
to be present at and/or participate in any such
inspection or investigation. Before the Institution
or the Investigator submit any materials or
information to an agency in connection with an
inspection or investigation, the Sponsor shall
have the right to review, provide and/or comment
on any such materials and/or information. In the
event any such inspection, audit, or regulatory
action reveals a failure of the Institution,
Investigator or Study Personnel to perform their
respective duties and obligations as provided
herein, the Institution or Investigator, shall, as
appropriate, take all necessary measures to
remedy each such failure as soon as practicable.
The Institution shall provide Sponsor with copies
of all documentation issued by any regulatory
authority in connection with the Study.

7.2. Audit and Monitoring by the Sponsor

a) The Sponsor and their representatives
may audit, the
Investigator and the Study Personnel at the
Institution with reasonable prior notice to the
Institution. Such audit, monitor and/or meeting
shall be conducted during normal business hours

monitor and/or meet with

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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7. INSPEKCE, AUDITY, MONITOROVANI A
VEDENi ZAZNAMU

7.1. Kontrolni inspekce

Zdravotnické zafizeni a zkouSejici neprodlené

oznami zadavateli jakoukoli inspekci nebo
vySetfovani souvisejici se studii vedené
jakymkoli kontrolnim, statnim nebo pravnim

Uradem (zejména Evropskou agenturou pro
légivé pripravky a Ufadem pro kontrolu potravin
a léciv v USA), o nichz se dozvédi. Zadavatel
a/nebo jeho zastupci maji pravo byt pfitomni pfi
takovychto inspekcich vySetfovanich
a/nebo se jich Predtim,
zdravotnické zafizeni nebo zkouSejici predlozi
jakékoli materialy nebo informace ufadu ve
spojitosti s inspekci nebo vySetfovanim, bude
mit zadavatel pravo takovéto materialy a/nebo
informace zkontrolovat, poskytnout a/nebo
okomentovat. V pfipadé, ze takovato inspekce,
audit nebo
nedostatky

zkousejiciho
vykonavani

nebo

zUcastnit. nez

fizeni kontrolniho ufadu odhali
zdravotnického zarizeni,
nebo personalu studie pfi
jejich pfisluSnych povinnosti a
podle této smlouvy,
zafizeni nebo zkousejici, je-li to relevantni,
pfijmou co mozna nejdfive veSkera nezbytna
opatfeni k odstranéni kazdého takového
nedostatku. Zdravotnické zafizeni poskytne
zadavateli kopie veskeré dokumentace vydané
jakymkoli kontrolnim uUfadem ve spojitosti se
studii.

zavazkl zdravotnické

7.2. Audit a monitorovani zadavatelem

a) Zadavatel a jeho zastupci mohou provadét
audit ¢i monitorovani a/nebo se setkavat se
personalem  studie ve
zdravotnickém zafizeni, pouze s pfedchozim
oznamenim zdravotnickému zafizeni. Takovy
audit, monitorovani a / nebo zasedani se

zkouSejicim  a
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and with reasonable frequency for audits and
visits to monitor the progress of the Study and
review Study records, documents, information,
data, and materials (including the Study Data).
The Institution and the Investigator shall assist
the Sponsor and their representative(s) in
scheduling such visits and to resolve any
questions relating to such records and reports.

b) The Sponsor and their representative(s)
shall be entitled to: (i) examine and inspect the
facilities required for the performance of the
Study; (i) inspect source documents; and (iii)
inspect, request correction of and copy all Study
Data (including, without limitation, Case Report
Forms, original reports of laboratory tests and
examination findings, and all other notes, charts,
reports, or memoranda related to the Study
subjects or to the conduct of the Study), which
the Sponsor is authorized to access by the
signed Informed Consent Form, and/or the
Applicable Regulatory Requirements. The
Investigator shall cooperate with the Sponsor
during audits and monitoring visits and in the
resolution of any questions regarding the Study
Data.

7.3. Record Keeping

The Institution and the Investigator shall maintain
accurate, complete and current records of all
Study Data, including the Case Report Forms (or
equivalent electronic data),
documents and any other essential documents
or materials as required by the Protocol, the
Applicable Regulatory Requirements and the
Sponsor’s (collectively the
"Records"). The Institution and the Investigator
shall keep all the Records in a safe and secure
location for the period required by the Applicable
Regulatory Requirements, or for a period of
fifteen (15) years following the completion of the
Study, whichever is longer. The Institution and/or
the Investigator shall destroy the Records at the
end of the Records keeping period. In case, that

relevant source

instructions
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uskuteéni b&hem normdlni pracovni doby a
pfiméfené Casto za Ucelem auditd a navstév k

monitorovani  pokroku studie a kontroly
zaznamu, dokumentl, informaci, U(daji a
materiald  studie (v€etné Udajd  studie).

Zdravotnické zafizeni a zkouSejici pomohou
zadavateli
takovychto navstév a pfi feSeni jakychkoli dotaz(
tykajicich se dotyénych zaznamu a zprav.

a jeho zastupclm pfi planovani

b) Zadavatel a jeho zastupci maji pravo: (i)
provadét inspekce a kontroly
potfebnych k provadéni studie; (i) provadét
inspekce zdrojovych dokument( a (iii) provadét
kontrolu, vyZzadovat opravu a kopirovat vSechny
Udaje studie (zejména zaznamy subjektu studie,
pGvodni zpravy o laboratornich testech a nalezy
vySetfeni a veSkeré ostatni poznamky,
pacientské karty, zpravy nebo vzkazy souvisejici
se subjekty studie nebo s provadénim studie), k
jejichz pfistupu zadavatele opravriuje podepsany
formular informovaného souhlasu a/nebo platné
kontrolni pozadavky. ZkouSejici
zadavatelem spolupracovat béhem auditl a
monitorovacich navstév a pfi fedeni jakychkoli
dotaz( tykajicich se udaju studie.

pracovist

bude se

7.3. Vedeni zaznamu

Zdravotnické zafizeni povedou
pfesné, uplné a aktudlni zadznamy o vSech
udajich studie v€etné zaznamid subjektu studie
(nebo ekvivalentnich elektronickych udajl),
relevantnich dokumentech a
jakychkoli jinych zasadnich dokumentech nebo
materialech vyzadovanych protokolem, platnymi
kontrolnimi poZzadavky a pokyny zadavatele
(dale souhrnné ,zdznamy“).
zafizeni a zkouSejici budou uchovavat vSechny
zadznamy na bezpe¢ném misté po dobu
vyZzadovanou platnymi kontrolnimi poZadavky
nebo po dobu patnacti (15) let po dokon&eni
studie (plati delSi z téchto obdobi). Zdravotnické
zafizeni a zkouS$ejici zlikviduji zaznamy na konci
obdobi uchovavani zaznaml. V pfipadé ze

a zkouSejici

zdrojovych

Zdravotnické
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the Sponsor sends written notice (including
Sponsor’'s contact person) to the Institution at
least thirty (30) days prior to the date
deletion/disposal will occur then the Institution
shall cooperate with the Sponsor in extending
the Record keeping period or shipping the
Records to another facility for storage, at the
Sponsor’s reasonable expense.

8. TERMINATION AND SUSPENSION

8.1. Term

The term of this Agreement shall commence on
the last date of the named party’s signature.
Unless terminated earlier in accordance with this
Section 8, this Agreement shall remain in effect
until the final Study documentation required to be
provided under the Protocol is received and
accepted by the Sponsor, and Sponsor has
performed a closeout visit at the Institution.

8.2. Termination by Sponsor

Sponsor, may terminate this Agreement with
immediate effect (i) if the Institution and/or the
Investigator breaches this Agreement and fails to
cure such breach within fifteen (15) calendar
days from the receipt of written notice; (ii) if
Sponsor in good faith believe the Study Drug or
the Study presents an
unreasonable medical risk to the Study subjects
or if there are efficacy or safety concerns; (iii) if
the Study is suspended or not initiated at the
Institution for any reason; (iv) In the event that
Sponsor receives notice from the Institution or
Investigator or otherwise becomes aware that a
debarment action has been brought against the
Investigator or Study
Personal or that such Party is threatened with
debarment or (v) In the event that Sponsor
notice from the Institution or

continuation  of

Institution or other

receives
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zadavatel zaSle pisemné oznameni
kontaktni osoby zadavatele)
zafizeni nejméné tficet (30) dnld pfed datem

(vCetné
zdravotnickému

planovaného vymazani/likvidace, bude
zdravotnickému  zafizeni se zadavatelem
spolupracovat pfi prodlouzeni obdobi

uchovavani zaznam( nebo zaslani zaznama k
uschové na jiné pracovisté, a to na pfimérené
naklady zadavatele.

8. UKONCENI A PRERUSENI

8.1. Obdobi platnosti

Obdobi platnosti této smlouvy zapocne k datu
posledniho podpisu dotyéné strany. Pokud
nebude tato smlouva ukoncena dfive v souladu
s timto ¢lankem 8, zlstava ac¢innou, dokud
zadavatel kone€nou dokumentaci
studie podle protokolu a neprovede uzaviraci
navstévu zdravotnického zafizeni.

nepfijme

8.2. Ukonceni zadavatelem

ukonéit tuto smlouvu s
(i) pokud zdravotnické
zafizeni a/nebo zkou3ejici porusi tuto smlouvu a
nenapravi doty¢né poruSeni do patnacti (15)
kalendafnich dnli od obdrzeni pisemného
oznameni; (ii) pokud se zadavatel v dobré vife
domniva, Ze hodnoceny pfipravek
pokraCovani studie predstavuji nepfimérené
riziko pro subjekty studie nebo existuji obavy
ohledné ucinnosti &i bezpecnosti; (iii) pokud
zdravotnické zafizeni z jakéhokoli
prerusi nebo nezahgji studii; (iv) v pfipadé, ze
zadavatel obdrzi ozndmeni od zdravotnického

Zadavatel muze

okamzitou uc€innosti

nebo

ddvodu

zafizeni Ci zkouSejiciho nebo se jinak dozvi, ze
zkousSejicimu
nebo jinému personalu studie bylo zahajeno
fizeni o ztrat®¢ opravnéni ke klinickym
hodnocenim nebo Ze doty¢né strané =ztrata

vidéi zdravotnickému zafizeni,

17/38

CONFIDENTIAL / DUVERNE



Investigator or otherwise becomes aware of any
activities in connection with the Study which may
constitute a violation of Anti-Bribery and Anti-
Corruption provision. Sponsor, may also
terminate this Agreement without cause upon
thirty (30) calendar days’ notice.

8.3. Termination by the Institution or the
Investigator

Either the Institution or the Investigator may
terminate this Agreement with immediate effect:
(i) if Sponsor breaches this Agreement and fails
to cure such breach within thirty (30) calendar
days from the receipt of written notice; or (ii) if
the Institution and/or the Investigator in good
faith believe that the continuation of the Study
presents an unreasonable medical risk to the
Study subijects.

8.4. Surviving Clauses

The termination or expiration of this Agreement
shall not relieve either party of its obligation to
the other with respect to the following provisions:
Section 1.4 b) and c) [Study Drug and Study
Supplies], Section 1.8 [Financial Disclosure],
Section 1.9 [Biological Samples], Section 3
[Confidentiality], Section 4 [Intellectual Property],
Section 5 [Publication and Publicity], Section 6
[Indemnification, Notification of Claims and
Insurance], Section 7 [Inspections, Audits,
Monitoring and Record Keeping], Section 8.4
[Surviving Clauses], Section 10 [Anti-Bribery and
Anti-Corruption], Section 11 [Data Transfer],
Section 12 [Miscellaneous] and Section 13
[Applicable Law].

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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tohoto opravnéni hrozi nebo (v) v pfipadé, Ze
zadavatel obdrzi ozndmeni od zdravotnického
zafizeni €i zkouSejiciho nebo se jinak dozvi o
jakychkoli €innostech ve spojitosti se studii, které
mohou predstavovat ujednani o
opatfenich proti podplaceni a korupci. Zadavatel
také muze ukoncit tuto smlouvu bez divodu na
zakladé pisemné vypovédi s vypovédni lhdtou
tficet (30) kalendarnich dna.

poruseni

8.3. Ukongéeni zdravotnickym zafizenim
nebo zkousejicim

Zdravotnické zafizeni nebo zkouSejici mohou
ukongit tuto smlouvu s okamzitou uc&innosti: (i)
pokud porusi tuto
nenapravi doty¢né poruSeni do ftficeti
kalendafnich dnd od obdrzeni
nebo
a/nebo

smlouvu a
(30)
pisemného
(i) pokud se zdravotnické
zkouSejici vife
domnivaji, ze hodnoceny pfipravek nebo
pokraCovani studie predstavuji nepfiméfené
riziko pro subjekty studie nebo existuji obavy
ohledné ucinnosti &i bezpec€nosti.

zadavatel

oznameni

zarizeni v dobré

8.4. Ujednani zistavajici v platnosti

Vyprdeni nebo ukon&eni této smlouvy nezbavuje
zadnou ze stran jejich zavazkud vaci ostatnim, co
se ty€e nasledujicich ujednani: ¢ldnek 1.4 b) a c)
[Hodnoceny pfipravek a materialy studie], ¢lanek
1.8 [Zpfistupnéni finan&nich informaci], ¢lanek
1.9 [Biologické vzorky], ¢lanek 3 [Davérnost],
Clanek 4 [DuSevni vlastnictvi],
[Publikace a publicita], ¢lanek 6 [OdSkodnéni,
oznamovani pojistnych udalosti a pojisténi],
Clanek 7 [Inspekce, audity, monitorovani a
vedeni  zaznamll], 8.4 [Ujednani
zustavajici v platnosti], ¢lanek 10 [Opatfeni proti
podplaceni a korupci], ¢lanek 11 [Pfenos udaju],
Clanek 12 [Rdzna ujednani] a clanek 13
[Rozhodné pravo].

¢lanek 5

¢lanek
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8.5. Suspension of the Study

The Sponsor may suspend the Study at any time
for any reason upon written notice, which
suspension shall not be deemed a breach of this
Agreement by Sponsor.

9. NON-DEBARMENT

The Institution and the Investigator represent
and warrant that neither they nor any of the
Study Personnel (if the fact shall be reasonably

known) is or ever has been debarred,
disqualified, excluded or suspended from
participation in clinical research by any

competent authority or agency in any country
(including in particular but without limitation the
US FDA), and that it shall not make use of, nor
involve in this Study any person or organization
which is or has been debarred, suspended,
excluded or disqualified by any competent
authority to participate in clinical research. In the
event the Institution or the Investigator or any
person or organization involved in the Study is or
becomes threatened with or becomes debarred,
disqualified, suspended or excluded during the
Study, the Institution and the Investigator shall
notify Sponsor in writing about this fact within
five (5) days of its discovery.

10. ANTI-BRIBERY AND ANTI-
CORRUPTION

a) The Sponsor is subject to anti-bribery and
anti-corruption laws which make it a criminal
offence for the Sponsor to directly or indirectly
offer, give or promise a Bribe to a Government

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Fakultni nemocnice Brno

8.5. Preruseni studie
Zadavatel muze prerusit studii kdykoli a z
jakychkoli ddvodd na zakladé pisemného

oznameni; toto pferuSeni nebude pokladano za
poruseni této smlouvy zadavatelem.

0. ABSENCE ZTRATY OPRAVNENI

Zdravotnické zafizeni a zkouSejici prohlasuji a
zarucuji, ze ani oni, ani nikdo z personalu studie
(pokud jim takova skuteCnost mize byt pfi

pfiméfeného Usili znama) nikdy
opravneéni na klinickém
vyzkumu ani nebyli prohlaseni nezpUsobilymi k
Ucasti na klinickém vyzkumu, ani takovato jejich
uCast nebyla pozastavena &i vyloucena zadnym
prislusnym Ufadem v zadné zemi (zejména
Uradem pro kontrolu potravin a 1é&iv v USA), a
ze v této studii nebudou pouzivat ani do ni
nezapoji zadnou osobu ani organizaci, ktera
dfive nebo v soulasnosti ztratila opravnéni ¢i
byla prohlasena nezplsobilou k Uuc€asti na
klinickém vyzkumu nebo jejiz u€ast na klinickém
vyzkumu byla €i je pozastavena nebo vylouc€ena.
V pfipadé,
zkousejici nebo jakakoli osoba ¢i organizace
zapojena do studie ztrati opravnéni k ucasti na
klinickém nebo jsou prohlaseni
nezpusobilymi k Ucasti na klinickém vyzkumu
nebo bude takovato jejich u€ast pozastavena
nebo vyloudena, jim hrozi,
zdravotnické zkousejici  tuto
skute€nost oznami zadavateli do péti (5) dnli od
okamziku, kdy se to dozvédi.

vynalozeni

neztratili k ucasti

ze zdravotnické =zafizeni nebo

vyzkumu

anebo toto

zafizeni a

10. OPATRENIi PROTI PODPLACENI A
KORUPCI

a) Zadavatel podléha  zakonum  proti
podplaceni a korupci, podle nichz by pfimé di
nepfimé nabidnuti, pfedani €i pfislibeni uplatku
Ufedni osobé& ¢&i jinému obchodnimu protéjSku
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Official or other business counterpart. A “Bribe”
is an offer, authorization, direction, delivery
provision, gift or promise of a payment or
anything of value to any Government Official or
other business counterpart for the purpose of
inducing or influencing that person to assist the
Sponsor in; (i) attempting to gain or retain
business; or (ii) securing an improper advantage.
A "Government Official" is any elected official,
any officer or employee of any government
department, any employee, officer or director of
a state-owned or quasi-governmental enterprise
or any person acting in an official capacity for or
on behalf of any government, including for its
public agencies, departments and/or
international organizations.

b) Acknowledging the Sponsor’s obligation,
the Institution and the Investigator represent and
warrant that neither they nor any of their officers,
directors, employees, staff or agents (including
all Study Personnel) have offered, authorized,
directed, delivered, provided, gifted, paid or
promised a Bribe to any Government Official or
business counterpart in connection with the
Study and agree that neither they nor any of their
officers, directors, employees, staff or agents
(including all Study personnel) shall offer,
authorize, direct, deliver, provide, gift, pay or
promise a Bribe to any Government Official or
business counterpart in connection with the
Study. The Institution and the Investigator shall
promptly notify Sponsor if either learns of or has
reason to know of any activities in connection
with the Study which may constitute a violation of
this Anti-Bribery and Anti-Corruption section of
this Agreement or the anti-bribery, anti-
corruption laws that apply to the Institution and
the Investigator. In addition, the Institution and
the Investigator shall cooperate as and to the
extent reasonably requested by the Sponsor and
take all reasonable actions necessary to assist
Sponsor in connection with any audit by the
Sponsor of the the
Investigator's compliance with this Anti-Bribery
and Anti-Corruption section of this Agreement or
the anti-bribery and/or anti-corruption laws that

Institution’s and/or

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Fakultni nemocnice Brno

zadavatele znamenalo naplnéni  skutkové
podstaty trestného ¢&inu. ,,Uplatek“ je nabidka,
schvaleni, nafizeni, poskytnuti, dar nebo pfislib
platby nebo ¢ehokoli hodnotného jakékoli ufedni
osob& ¢&i jinému obchodnimu protéjSku za
ucelem pfimét & ovlivnit tuto osobu, aby
pomohla zadavateli (i) pokusit se ziskat nebo
udrzet si obchodni pfilezitost nebo (ii) ziskat
nepatfi¢nou vyhodu. ,,Ufedni osoba“ je jakykoli
voleny zastupitel, jakykoli nebo
zaméstnanec statniho jakykoli
zaméstnanec, vedouci pracovnik nebo fFeditel
podniku ¢aste¢né nebo plné vlastnéného statem
nebo jakakoli osoba jednajici z moci ufedni
jménem jakéhokoli statu, v€etné jeho verejnych

urednik
Uradu,

Urad, oddéleni a/nebo mezinarodnich
organizaci.
b) Védomi Si zavazku zadavatele,

zdravotnické zafizeni a zkouSejici prohlasuji a
zarucuji, ze ani oni, ani zadny z jejich vedoucich
pracovnik(l, Feditell, zaméstnanc(, personalu
nebo obchodnich zastupcd (v€etné vesSkerého
studie) nenabidli, neschvalili,
nedodali, neposkytli, nedarovali,
nezaplatili ani nepfislibili Uplatek zadné ufedni
osobé & obchodnimu protéjSku ve spojitosti se
studii a souhlasi, Ze ani oni, ani zadny z jejich
vedoucich pracovnikl, feditelll, zaméstnancd,
personalu nebo obchodnich zastupcl (vCetné
veSkerého persondlu studie) nenabidnou,
neschvali, nezafidi, nedodaji, neposkytnou,
nedaruji, nezaplati ani nepfislibi uplatek zadné

personalu
nezafidili,

Ufedni osobé& ¢&i obchodnimu protéjSku ve
spojitosti se studii. Zdravotnické zafizeni a
zkouSejici  budou  neprodlené informovat

zadavatele, pokud se kterykoli z nich dozvi nebo
ma davodné podezieni o jakychkoli ¢innostech
ve spojitosti se studii, které mohou znamenat
poruseni Clanku této
opatifeni proti podplaceni a korupci, ktera se
vztahuji na zdravotnické zafizeni a zkousejiciho.

ujednani smlouvy o

Zdravotnické zafizeni a zkouS3ejici budou navic

spolupracovat a v rozsahu pfiméfené
vyzadaném zadavatelem pfijmou vSechna
pfiméfena opatfeni nezbytna k tomu, aby

pomohli zadavateli ve spojitosti s jakymkoli
auditem, ktery zadavatel zaméfi na dodrzovani
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apply to the Institution and the Investigator.

11. DATA TRANSFER

a) The |Institution and the Investigator
undertake to protect the personal data of the
Study subjects and to process them in
accordance with the applicable data protection
laws and regulations.

b) Both prior to and during the course of the
Study, the Investigator and the Study Personnel
may provide the Sponsor and Sponsor
designees with personal data. Such data may
include contact information, bank
account details, work experience, qualifications,
publications, résumés, educational background,
performance  information,  facilities, staff
capabilities, and other information relevant to the
Study (the “Personal Data”). The Investigator
hereby consents to the processing (including
use, disclosure or transfer) of his/her Personal
Data as required for the following purposes (the
“Purposes”): (i) the conduct of clinical trials; (ii)

names,

review by governmental or regulatory agencies,
the Sponsor and their agents, and affiliates; (iii)
compliance with legal or regulatory
requirements; and (iv) storage in databases for
use in selecting investigators and institutions for
future clinical trials. The Investigator also agrees
that for the Purposes, his/her Personal Data may
be transferred abroad, even if such Personal
Data is transferred to countries that do not
ensure an equivalent level of protection as that
provided in the Czech Republic. The Institution
and the Investigator represent that all Study
Personnel have given express consent to the
processing and transfer of their Personal Data
for the Purposes and shall notify Sponsor
immediately if such consent has been withdrawn.

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Fakultni nemocnice Brno

tohoto ¢&lanku o opatfeni proti podplaceni a
korupci ze strany zdravotnického zafizeni a/nebo
zkou$ejiciho nebo dodrzovani zakonu proti
podplaceni a korupci, které se vztahuji na
zdravotnické zafizeni a zkouSejiciho.

11. PRENOS UDAJU

a) Zdravotnické zafizeni a zkouSejici se
zavazuji chranit osobni Udaje subjektl studie a
zpracovavat je v souladu s platnymi pravnimi
predpisy na ochranu udaju.

b)  Zkousejici a persondl studie mohou pred
studii i v jejim pribéhu poskytnout zadavateli a
zmocnéncum  zadavatele  osobni  Udaje.
udaje zahrnovat jména,
informace, udaje o

uctech, zku&enosti,

mohou
podrobné
pracovni
kvalifikace, publikace, Zzivotopisy, informace o
dosazeném pracovistich,
schopnostech personalu a informace
relevantni pro studii (dale jen ,,osobni udaje“).
ZkouSejici timto souhlasi se zpracovavanim
(v€etné  pouZzivani,  zpfistupfiovani
pfenosu) svych osobnich (dajd v rozsahu
potfebném pro nasledujici ucely (dale jen
»ucely“): (i) provadéni klinickych hodnoceni; (ii)
kontroly ze strany statnich nebo kontrolnich
Ufad(l, zadavatele a jeho obchodnich zastupcu a
dcefinych spole€nosti; (iii) dodrZzovani pravnich
predpisi nebo pozadavk( kontrolnich ufadd a
(iv) uchovavani v databazich za ucelem vybéru
pro
ZkouSejici také
souhlasi, ze pro tyto ucely mohou byt jeho
osobni Udaje pfeneseny do zahrani€i, i pokud by
tyto osobni Udaje byly pfeneseny do zemi, které
nezaruduji stejnou droven ochrany jako Ceska
republika. Zdravotnické zafizeni a zkousejici
prohladuji, Ze veSkery personal studie udélil
vyslovny souhlas se
prenasenim jejich osobnich Gdaju za danymi
ucely a oznami bezodkladné zadavateli, pokud
by takovyto souhlas byl zruSen.

Takovéto
kontaktni
bankovnich
vzdélani,

jiné

nebo

zkouSejicich a zdravotnickych zafizeni

budouci klinicka hodnoceni.

zpracovavanim a

21/38

CONFIDENTIAL / DUVERNE



12. MISCELLANEOUS

a) No amendment to this Agreement
(including its attachments) shall be effective
unless such amendment is made in writing and
signed by the parties hereto.

b) If any provision(s) of this Agreement shall
be declared invalid by a court of competent
jurisdiction, such determination shall not affect
the remaining provisions of this Agreement
which shall remain in full force and effect. The
parties hereto shall, however, attempt to replace
the provision(s) declared invalid as aforesaid
with legally valid provision(s) which reflect(s) the
same purpose of the invalid provision(s) to the
greatest extent possible.

c) This Agreement is entered into between
the parties hereto on principal to principal basis.
Nothing contained in this Agreement shall be
construed to imply a joint venture, employment,
partnership, or principal agent relationship
between the Institution/Investigator and the
Sponsor; and neither party hereto by virtue of
this Agreement shall have the right, power or
authority to act or create any obligation, express
or implied, on behalf of the other party.

d) If there is a discrepancy between the
English and the Czech versions of this
Agreement, the actual intention of the parties
shall be established by a good faith interpretation
considering both versions. In case a discrepancy
cannot be resolved by such interpretation, the
Czech version shall prevail.

e) Sponsor may assign its rights and
delegate its obligations under this Agreement in
whole or in parts. Any of Sponsor’s obligations
under this Agreement may be fulfilled by its
authorized designees. Any of Sponsor’s rights
under this Agreement in relation to the conduct
of the Study, other than Intellectual property and
ownership rights are granted also to its
authorized designees. The Institution and/or the

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Fakultni nemocnice Brno

12. RUZNA UJEDNANI

a) Zadny dodatek k této smlouvé (v&etn&
jejich  pfriloh) pokud
vyhotoven pisemné a podepsan stranami této
smlouvy.

nema udinnost, neni

b) Pokud bude jakékoli ujednani této smlouvy
prohlaseno za neplatné soudem pfislusné
jurisdikce, takovéto  rozhodnuti
zbyvaijici ujednani této smlouvy, jez si zachovaji
plnou platnost a ucinnost. Strany této smlouvy se
v8ak pokusi nahradit ujednani prohlasena za
neplatna zplGsobem uvedenym vySe pravné
platnymi ujednanimi, ktera budou v co nejvétsi
mozné mife naplfiovat tyz Ucel jako neplatna

neovlivni

ujednani.
c) Strany uzaviraji tuto smlouvu jako
nezavislé smluvni strany. Z ni¢eho, co je

uvedeno v této smlouve, nelze vyvozovat, ze jde
o spole¢ny podnik, zaméstnanecky pomér,
partnerstvi nebo vztah obchodniho zastoupeni
mezi zdravotnickym zafizenim / zkouSejicim a
zadavatelem; zadna ze stran této smlouvy nema
na zakladé této smlouvy pravo,
zmocnéni jménem druhé strany jednat nebo
vytvofit jakykoli vyslovny nebo konkludentni
zavazek.

moc ani

d) Pokud bude existovat nesrovnalost mezi
anglickou a Ceskou verzi této smlouvy, bude
skute€ny zamér stran stanoven interpretaci v
dobré vife, pfi niz budou zvazeny obé verze.
nebude mozno vyfesit
takovouto interpretaci, prevazi ¢eska verze.

Pokud nesrovnalost

e) Zadavatel muze postoupit sva prava a
delegovat své zavazky vyplyvajici z této smlouvy
vcelku nebo po c&astech. Jakékoli
zadavatele podle této smlouvy mohou splnit jeho
povéfeni zmocnénci. Jakakoli prava zadavatele
podle této smlouvy souvisejici s provadénim
studie, kromé prav na duSevni vlastnictvi a
vlastnickych prav, jsou udélena také jeho
povéfenym zmocnéncum. Zdravotnické zafizeni

zavazky
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Investigator may not assign any of their rights or
subcontract obligations hereunder without the
prior written consent of Sponsor. Even if Sponsor
authorizes delegation or subcontracting in full or
in part, the Institution and the Investigator remain
fully responsible and liable for the performance
of all delegated duties.

f) Institution and Investigator represent and
warrant that (i) neither have any conflict of
interest that would prohibit or affect conduct of
the Study, and (i) Institution and Investigator
have not received any offer from Sponsor or any
affiliates of Sponsor of extra benefit for
participation in the Study, including offers to
family members. Institution and Investigator will
promptly notify Sponsor in writing if any conflict
of interest arises during the term of this
Agreement.

g) This Agreement its Attachments and the
Protocol, and any amendments thereto,
represent the entire understanding of the Parties
with respect to the Study, and supersedes any
and all other discussions, negotiations and
representations of any kind and constitutes the
entire understanding of Sponsor and the
Institution and Investigator with regard to the
subject matter herein, provided that any
Confidential Information provided to Institution or
the Investigator by Sponsor or its representatives
prior to the effective date of this Agreement shall
be considered Confidential Information under
this Agreement. None of the Parties has entered
into this Agreement in reliance upon any
representation, warranty, covenant, or
undertaking of any party that is not explicitly
stated or referred to in this Agreement

h)  Notices. In any case where any notice or
other communication is required or permitted to
be given hereunder, such notice or
communication shall be in writing and sent by
overnight express or registered or certified mail
(with return receipt requested) or via electronic
mail (email), with read receipt requested and
confirmed by the parties and shall be sent to the

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Fakultni nemocnice Brno

a/nebo zkousejici nemohou postoupit zadna sva
prava ani uzavfit dil¢i subdodavatelské smlouvy
na plnéni zavazk( vyplyvajicich z této smlouvy
bez pfedchoziho pisemného
zadavatel. | kdyZ zadavatel schvali delegovani
nebo uzavieni dil€ich subdodavatelskych smluv
vcelku nebo po ¢astech, zdravotnické zafizeni a
zkousejici zlUstavaji plné odpovédni a ruéi za
plnéni v8ech delegovanych povinnosti.

souhlasu

f) Zdravotnické  zafizeni a  zkouSejici
prohlauji a zaruéuji, ze (i) ani jeden z nich neni
ve stfetu zajma, ktery by branil v provadéni
studie nebo je ovlivnil a (ii) zdravotnické zafizeni
ani  zkouSejici rodinnych pfislusnikd
neobdrzeli za G€ast ve studii zadnou nabidku
mimofadnych vyhod od zadavatele ani jeho
dcefinych spolecnosti. Zdravotnické zafizeni a
zkouSejici  neprodlené pisemné
zadavateli, pokud v obdobi platnosti
smlouvy nastane jakykoli stfet zajma.

véetné

oznami
této

g) Tato smlouva, jeji pfilohy a protokol a
jakékoli dodatky k nim pfedstavuji Uplnou
dohodu mezi stranami, co se tyCe studie,
nahrazuje v8echny ostatni rozpravy, vyjednavani
a prohlaseni jakéhokoli druhu a predstavuje
Uplné porozuméni zadavatele a zdravotnického
zafizeni a zkouS$ejiciho ohledné pfedmétu této
smlouvy za predpokladu, Ze jakékoli duvérné
informace poskytnuté zdravotnickému zafizeni
nebo zkouSejicimu zadavatelem nebo jeho
zastupci pred datem Gc&innosti této smlouvy
budou povazovany za dvérné informace podle
této smlouvy. Zadna ze stran neuzavfela tuto
smlouvu se spolehnutim na jakékoli prohlaseni,
zaruku, Uumluvu nebo pfislib kterékoli strany,
které by nebyly vyslovné uvedeny v této smlouvé
nebo by na né neexistoval vyslovny odkaz.

h)  Oznameni. Ve vSech pfipadech, které
podle této smlouvy vyZaduji nebo umozZhuji
zaslani  jakéhokoli oznameni nebo
komunikace, tyto oznameni
komunikace pisemné a zaslané s dodavkou do
druhého dne, doporuéené nebo postou
potvrzenou pfi doruceni (s doru¢enkou) nebo
elektronickou postou (e-mail) se stvrzenkou o

jiné

budou nebo
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following addresses (or such other address as
either Party may designate from time to time in

writing):

If to Sponsor:

Karyopharm Therapeutics Inc.

Fakultni nemocnice Brno

pre€teni vyzadanou a potvrzenou stranami, a
budou zaslané na nasledujici adresy (nebo jiné
adresy, které kazda ze stran mlze ¢as od Casu
pisemné urcit):

Zadavateli:

Karyopharm Therapeutics Inc.

If to the Institution:

Fakultni nemocnice Brno
Jihlavska 20

625 00 Brno

Czech republic

Attention: feditele

e-mail: fnbrno@fnbrno.cz
tel. +420 532 232 000

If to Investigator:

Fakultni nemocnice Brno
Internal hematology and gynecology clinic

Jihlavska 20

625 00 Brno
Czech Republic

13. APPLICABLE LAW

This Agreement shall be governed by and
construed in accordance with the laws of the
Czech Republic, without regard to its conflict of

laws provisions.

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

13.

Zdravotnickému zafizeni:

Fakultni nemocnice Brno
Jihlavska 20

625 00 Brno

Ceska republika

K rukam: reditele

e-mail: fnbrno@fnbrno.cz
tel. +420 532 232 000

ZkousSejicimu:

Fakultni nemocnice Brno

Interni hematologicka a onkologicka klinika
doc. *

Jihlavska 20
625 00 Brno
Ceska republika

ROZHODNE PRAVO

Rozhodnym pravem pro vyklad této smlouvy je
pravo Ceské republiky bez ohledu na jeho
ustanoveni ohledné koliznich pravidel.
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14. REGISTRATION

Institution represents and warrants to the
Sponsor that Institution is required to disclose
this Agreement and any amendments thereto, in
accordance with Law on Registration of
Contracts, n. 340/2015 Coll (the “Act”). The
parties agree that Institution will submit the
Agreement for publication without undue delay
but no later than fifteen (15) days from the
conclusion of this Agreement and shall
immediately send confirmation to Sponsor that
registration has been completed in accordance
with the Act. The parties further agree that
certain parts of the Agreement are confidential
and proprietary to the Sponsor and shall not be
published. Sponsor shall provide a redacted
version of the Agreement for publication in
accordance with the Act, and Institution agrees
that it shall not publish any other version without
the prior written consent of the Sponsor. The
Investigator agrees to publish his name in
connection with this contract on the public
administration portal in accordance with the Law
on Registration of Contracts, n. 340/2015 Coll.

[SIGNATURE PAGE TO FOLLOW]

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Fakultni nemocnice Brno

14. Registr Smluv

Zdravotnické zafizeni prohlasuje a zaruluje
zadavateli, Zze je povinno zvefejnit tuto smlouvu a
vesSkeré jeji zmény podle zakona o registraci
smluv, ¢.. 340/2015 Sb. (dale jen "zakon").
Strany souhlasi s tim, Ze instituce predlozi
smlouvu k uverfejnéni bez zbyte¢ného odkladu,
avSak nejpozdéji patnact (15) dnd od uzavreni
této smlouvy a okamzité zaSle zadavateli
potvrzeni o tom, Ze registrace byla dokonena v
souladu se zakonem. Strany dale souhlasi s tim,
ze nékteré casti smlouvy jsou pro zadavatele
divérné a jsou majetkem zadavatele a nebudou
uvefejnény. Zadavatel poskytne
verzi smlouvy pro uvefejnéni v souladu se

redigovanou

zakonem a zdravotnické zafizeni souhlasi s tim,
e nebude uvefejiiovat jinou
predchoziho pisemného souhlasu zadavatele.
Zkousejici souhlasi se zvefejnénim svého jména
v souvislosti s touto smlouvou na portalu vefejné
spravy v souladu se zakonem o registraci smluv,
n. 340/2015 Sb.

verzi bez

[INASLEDUJE PODPISOVA STRANA]
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Fakultni nemocnice Brno

This Agreement has been executed in three Tato smlouva byla vyhotovena ve tfech
originals, one for each party, each of which shall stejnopisech, jeden pro kazdou stranu, z nichz
be deemed an original, but all of which together kazdy se povazuje za original, ale vS8echny
shall constitute one and the same instrument. dohromady tvofi jednu a tutéz listinu.

The Institution: / Zdravotnické zafizeni: Fakultni nemocnice Brno

Name / Jméno: MUDr. Roman Kraus, MBA
Title / funkce: feditel

Dated / Datum:

The Investigator / ZkouSejici:

Name / umeno: doc. [N NN

Title / Pracovni zafazeni: lékar

Dated / Datum:

SPONSOR / ZADAVATEL:

Name / Jméno:
Title / Pracovni zafazeni:

Dated / Datum:

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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Fakultni nemocnice Brno

Attachment 1 Priloha 1

Protokol

The Protocol

[PREVIOUSLY PROVIDED TO INSTITUTION AND , I (POSKYTNUT
INVESTIGATOR AND INCORPORATED BY ZDRAVOTNICKEMU ZARIZENI A ZKOUSEJICIMU
REFERENCE] DRIVE A ZACLENEN ODKAZEM]

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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Fakultni nemocnice Brno

Attachment 2 Ptiloha 2

Budget Rozpocet

CZK/k¢

R
o o T

Total 139 358

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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Fakultni nemocnice Brno

CZK/k¢

[ ——————

Total

113 500

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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Fakultni nemocnice Brno
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Total 172 630

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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Fakultni nemocnice Brno
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Attachment 3
Compensation and Payment terms

As consideration for performance of the Study by
the Institution and the Investigator and as
reimbursement for costs of the Study outlined
herein, inclusive of all indirect and overhead
expenses, Sponsor agrees to pay the Institution
in the amounts, at the times and subject to the
conditions, if any, set forth herein and in the
attached Budget.

Sponsor shall utilize a web based electronic
payment system, (“eClinicalGPS”) for all Study
payments as agreed to in the Budget.
eClinicalGPS is owned, supported, and
maintained by Sponsor’s designated payment
agent, (“Greenphire, Inc.”). eClincialGPS is
intended to automate Study payments by using
EDC data and site contract compensation and
payment terms.

Greenphire, Inc. will provide the Institution with a
login to access eClinicalGPS portal and will offer
a web based/phone based training for the
eClincialGPS portal.

Fakultni nemocnice Brno

Priloha 3
Odmény a platebni podminky

Jako odménu za provedeni studie zdravotnickym
zafizenim a zkousejicim a nahradu nakladu
studie popsanych v této smlouvé, v€etné vSech
nepfimych a pausalnich vydaji, zadavatel
zaplati zdravotnickému zafizeni dotyéné &astky
dle rozvrhu a za podminek uvedenych v této
smlouvé a pfilozeném rozpoctu.

Zadavatel bude pouzivat internetovy elektronicky
platebni systém (,,eClinicalGPS*“) pro vSechny
platby ve studii odsouhlasené v rozpodtu.
Systém eClinicalGPS je vlastnén, podporovan a
udrzovan spole¢nosti Greenphire, Inc, ktera je
urCenym platebnim zastupcem zadavatele.
Systém eClincialGPS slouzi k automatizaci
plateb ve studii pomoci Udaji ze systému EDC a
smluvnich podminek pracovisté pro odmény a
platby.

Spole¢nost Greenphire, Inc. poskytne
zdravotnickému zafizeni pfihlaSovaci udaje na
portal eClinicalGPS a poskytne Skoleni pro praci
s portdlem eClincialGPS prostfednictvim

telefonu nebo pres internet.

If Sponsor determines that a Study Subiject failed
to complete treatment under the Protocol
through no fault of the Institution or the
Investigator, Sponsor shall pay Institution based
on site visits completed in accordance with the
amounts set forth in the Budget.

1. Start-up Fee. Sponsor shall pay to
Institution a non-refundable, start-up fee
covering all start-up preparations prior execution
of the Agreement and completion and receipt of
all required regulatory documentation, including
EC approval. Institution shall invoice Sponsor for
the start-up fee in accordance with the
Invoiceable Payment procedure outlined below.
The start-up fee will be paid within forty-five (45)
days of the receipt of the start-up fee invoice.

2. Study Subject Enrollment. Institution
and/or Investigator shall use its reasonable good

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Pokud zadavatel zjisti, Ze subjekt studie
nedokoncil 1é€bu podle protokolu bez zavinéni
zdravotnického zafizeni nebo zkouS$ejiciho,
zadavatel zaplati zdravotnickému zafizeni na
zakladé poctu absolvovanych navstév pracovisté
v souladu s ¢astkami uvedenymi v rozpoctu.

1. Zahajovaci poplatek. Zadavatel zaplati
zdravotnickému zafizeni nevratny zahajovaci
poplatek, ktery pokryje vSechny pfipravy na
zahajeni studie, pfed podepsani této smlouvy a
vyplnéni a pfijeti veSkeré dokumentace
vyZzadované kontrolnimi uUfady, v€etné schvaleni
etickou komisi. Zdravotnické zafizeni vystavi
zadavateli fakturu za zahajovaci poplatek v
souladu s postupem pro platby podiéhajici
fakturaci popsanym nize. Zahajovaci poplatek
bude uhrazen do &tyficeti péti (45) dnu od pfijeti
faktury pro zahajovaci poplatek.

2. Zafazovani  subjektd  do  studie.
Zdravotnické zafizeni a/nebo zkousejici vyvinou
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faith efforts to enroll Study Subjects who meet
the requirements of the Protocol or as otherwise
set forth in the written instructions provided by
the Sponsor. After the fourth ] Study Subject
is randomized to the Study at the Institution,
Institution or Investigator must seek Sponsor
approval prior to initiating additional screening
activities to enroll more Study Subjects after the
. Study Subject. Sponsor approval must be
documented in writing via email or other written
approval. Payments for all Subjects enrolled by
Institution with Sponsor written approval, are
subject to the terms of this Agreement, payment
terms and the Study Budget.

3. Per Subject Costs - Ongoing Payments.
eClinicalGPS will generate an invoice semi-
annually according to the visit schedule, as set
out in the Study Budget and in respect of
Subjects participating in the Study for whom
Sponsor has received completed Case Report
Forms in the preceding 6 months. The generated
invoice will be sent to the Sponsor.

The visit payments are conditioned upon
Institution’s completion of Case Report Forms.
Study Subject data should be entered into EDC
system within seven (7) business days of the
Subject’s visit.

Sponsor will be required to pay only for each
Study visit as set forth in the Budget. Institution
shall receive [} of each payment due and i}
shall be withheld. Following a reconciliation,
amounts withheld and due to Institution shall
constitute the Final Payment, subject to the
requirements of Section 12 of this Attachment 3.

Study visits will be paid within forty-five (45) days
following receipt of invoice and shall continue as
specified above through the Data Close Out
Date and until the Final Payment of all amounts
due is made.

4, Screen Failure Reimbursement. A
“Screen Failure” is defined as a candidate who
enters the screening process based on Protocol
defined eligibility criteria, signs the ICF and
receives any Study procedure but who is not
randomized or enrolled into the Study.

No payment is to be made for candidates who do
not meet the initial eligibility criteria to enter the
screening process, or where there are significant
deviations from the Protocol.

Screen failures will be paid provided that the
CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Fakultni nemocnice Brno

v dobré vife pfiméfené usili a zafadi do studie
subjekty, které splfiuji pozadavky protokolu nebo
jiné pozadavky uvedené v pisemnych pokynech
zadavatele. Poté, co dojde k randomizaci
¢tvrtého | subjektu studie ve zdravotnickém
zafizeni, musi zdravotnické zafizeni nebo
zkouSejici ziskat souhlas zadavatele predtim,
nez zahaji dodateCny screening pro zafazeni
dalsich subjektt studie po ] subjektu studie.
Souhlas zadavatele musi byt dolozen pisemné
ve formé e-mailu nebo jiného pisemného
souhlasu. Platby pro vSechny subjekty studie
zafazené zdravotnickym zafizenim s pisemnym
souhlasem zadavatele podléhaji podminkam této

smlouvy, platebnim podminkam a rozpoctu
studie.
3. Naklady na subjekt — pribézné platby.

Systém eClinicalGPS vytvofi fakturu pololetné na
vSechny navstévy za dané obdobi, jak je
stanoveno v rozpoCtu studie a vzhledem k
subjektim Ucastnicim se studie, pro néz
zadavatel obdrzel vyplnéné zaznamy subjektu
studie bé&hem predeslého pololeti. Vytvorena
faktura bude zaslana zadavateli.

Podminkou plateb za navstévy je vyplnéni
zdznamO  subjektu  studie  zdravotnickym
zatizenim. Udaje o navstévé subjektu je tfeba
vlozit do systému EDC do sedmi (7) pracovnich
dnd od navstévy subjektu.

Zadavatel zaplati za kazdou navstévu subjektu
pouze tolik, kolik je stanoveno v rozpoctu.
Zdravotnické zafizeni obdrzi ] kazdé splatné
gastky a il bude zadrzeno. Po finanénim
vyrovnani se stanou zadrzené c&astky splatné
zdravotnickému zafizeni pfedmétem konecné
platby za podminek pozadavkd ¢&lanku 12 této
prilohy 3.

Platby za navstévy ve studii budou hrazeny do
Ctyficeti péti (45) dnl od pfijeti faktury a budou
pokracovat, jak je uvedeno vy3e, az do data
uzavfeni udaju a dokud nebude uhrazena
konecna platba v8ech dluznych ¢astek.

4. Nahrada za neuspésny
screening. ,NeuspésSny screening“ je definovan
jako kandidat, ktery zahaji proces screeningu na
zakladé  kritérii  zpusobilosti  definovanych
protokolem, podepise formulaf informovaného
souhlasu a absolvuje jakykoli postup v réamci
studie, ale ktery neni randomizovan ani zafazen
do studie.

Za kandidaty, ktefi nesplfiuji pocatecni kritéria
zpusobilosti k zahajeni procesu screeningu,
nebo u kterych dojde k vyznamnym odchylkam
od protokolu, nebudou uhrazeny Zadné ¢astky.

Za neuspésSny screening bude zaplaceno za

34/38

CONFIDENTIAL / DUVERNE



reason for the screen fail could not be
determined without the screening procedures
performed and completed screening CRF pages
were submitted along with any additional
information, which may be requested by the
Sponsor, or its designee to appropriately
document the screening procedures.

The investigator shall request payment for each
Screen Failure shall be requested in
eClinicalGPS , and, specifying the candidate’s
identifiable information and the date of the
Screen Failure.

Payment rate for Screen Failures shall be paid in
accordance with the Budget. Payments for any
Screen Failures exceeding the limit listed in the
Budget are subject to Sponsor’s written approval
and should be directed to Sponsor. If the parties
mutually agree in writing (including email) to
change the approved number of allowable
Screen Failure payments during the course of
the study, an amendment to this Agreement is
not required.

5. Invoiceable Items. Sponsor shall also
pay additional Study related expenses
(“Invoiceable Payments”), as listed herein, in the
attached Budget or as otherwise pre-approved
by Sponsor in writing. Invoiceable Payments
shall be requested by the Investigator in
eClinicalGPS along with supporting
documentation of costs for invoiceable items.
Any Invoiceable Payments requested, shall be
included in the eligible list of payments
generated semi-annualy by eClinicalGPS.
These Invoiceable Payments shall be included
on the invoice that is generated by the Institution
and sent to the Sponsor. Invoices will be paid
within (60) days following receipt of invoice. In
case of late payments, the Institution may asses
a late fee payment in accordance with applicable
law.

The Institution will have up to one hundred
twenty (120) days following the Data Close Out
Date to submit any outstanding Study related
expenses for reimbursement consideration and
to resolve any payment discrepancies.

6. Standard of Care. Institution and/or
Investigator shall not charge any Study Subject
or third-party payor for any medications or Study
tests and/or procedures for which payment has
or will be made under this Agreement. Institution
and Investigator acknowledges that insurance
programs and certain private payors will only pay
for certain medications, testing and/or
procedures that are medically necessary for the
diagnosis and treatment of a particular subject. It
is the Institution’s and/or Investigator’s obligation
to determine which medications, tests and/or

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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predpokladu, Ze neuspéch nebylo mozno zjistit
bez provedeni screeningovych postupl a
vyplnéné stranky z&znamu subjektu byly
predlozeny spolu se vSemi dodateCnymi
informacemi, jez si zadavatel nebo jeho
zmocnénec muzZe vyzadat za UCelem Fadné
dokumentace screeningovych postupu.

ZkousSejici si vyzada platbu za kazdy neuspésny
screening v systému eClinicalGPS a uvede
identifikovatelné informace o kandidatovi a
datum neuspésného screeningu.

Sazba plateb za neuspésny screening bude v
souladu s rozpoCtem. Platby za neuspédné
screeningy pfesahujici mez uvedenou v rozpoctu
vyzaduiji pisemny souhlas zadavatele a zadosti o
né je tfeba zasilat zadavateli. Pokud strany
navzajem pisemné (v€etné e-mailu) odsouhlasi
zménu schvaleného poctu povolenych
neuspésnych screeningd béhem studie, neni
nutny dodatek k této smlouvé.

5. Polozky podléhajici fakturaci. Zadavatel
také uhradi dodate¢né vydaje souvisejici se
studii (dale jen ,platby podléhajici fakturaci®), jez
jsou uvedeny v této smlouvé, v pfilozeném
rozpoCtu nebo jsou jinak prfedem pisemné
schvaleny zadavatelem. Platby podléhajici
fakturaci si zkousSejici zafizeni vyZada v systému
eClinicalGPS a dolozi je  nezbytnou
dokumentaci, je-li to relevantni. .Vyzadané
platby podléhajici fakturaci budou uvedeny na
seznamu opravnénych plateb, ktery je vytvaren
pololetné systémem eClinicalGPS. Tyto platby
podléhajici fakturaci je tfeba uvést na fakture,
kterou vytvofi zdravotnické zafizeni a zaSle ji
zadavateli. Faktury budou uhrazeny do Sedesati
(60) dnli od pfijeti faktury. V pfipadé pozdni
Uhrady je zdravotnické zafizeni opravnéno
uctovat urok z prodleni v zakonné vysi.

Zdravotnické zafizeni bude mit aZz sto dvacet
(120) dnd po datu uzavieni udajd na to, aby
predlozilo vSechny nevyfizené vydaje souvisejici
se studii ke zvazeni nahrady a na vyfeSeni
jakychkoli platebnich nesrovnalosti.

6. Standardni péce. Zdravotnické zafizeni
a/nebo zkouSejici nenaudtuji Zzadnému subjektu
studie ani platci, ktery je tfeti stranou, Zadné Iéky
ani vySetfeni a/nebo postupy ve studii, které byly
nebo budou zaplaceny podle této smlouvy.
Zdravotnické zafizeni a zkouSejici berou na
védomi, Ze programy pojisténi a urciti soukromi
platci hradi pouze urcité druhy Iékl, vySetfeni
a/nebo postupl, které jsou z Iékarského hlediska
nezbytné pro diagnézu a lé¢bu konkrétniho
subjektu. Je povinnosti zdravotnického zafizeni
a/nebo zkousejiciho urcit, které léky, vySetfeni
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procedures are Standard of Care (SOC) for a
Study Subject’s diagnosis and treatment, and to
implement the appropriate third-party billing
procedures for such medications, tests and/or
procedures, in accordance with all applicable
billing requirements of the payor. The Institution
and/or Investigator agrees that any medications,
tests and/or procedures required to be
performed under the Protocol that are not
considered SOC for the diagnosis and treatment
of the Study Subject are intended to be included
within the Budget set forth herein and will not be
billed to insurance programs and/or applicable
private payors in accordance with such payor’s
billing requirement.

Sponsor will reimburse Institution for the cost of
reasonable and necessary medical and hospital
expenses that are not standard of care or routine
care items and procedures so long as: (i) such
costs do not relate to events that would have
been expected from the standard treatment
using currently approved therapies for the Study
Subjects’ condition; (ii) such costs are not
attributable to the negligence or misconduct of
the hospital, clinic, or doctor conducting the
Study; (iii) the Study Subject followed all study
instructions, including attendance at all follow-up
visits; and (iv) Institution submits an invoice for
the items and procedures to Sponsor at the
address below. The Study Subject will be
responsible for any deductibles, co-payments,
and/or co-insurance normally required by his/her
health plan/insurance.

7. EC Fees. Sponsor shall reimburse
Institution for EC fees in connection with the
Study listed in the attached Budget. If Institution
will be using the central EC, Sponsor will pay
Institution’s EC fees directly to the central EC
designated by Sponsor for the Study and will not
reimburse Institution for EC fees incurred in
connection with the Study.

8. Additional  Testing, Treatment or
Procedures. Institution will not be reimbursed for
any additional testing, treatment, or procedures
not required by the Protocol or specified in the
Agreement, this Attachment 3 or the Budget,
unless such additional testing, treatment or

procedures are pre-approved in writing by
Sponsor.
9. Supportive Care Reimbursement. The

Parties agree that costs incurred for certain non-
standard of care supportive care treatment
(“Supportive Care”) as required in accordance
with the Protocol shall be invoiced as a pass-
through expense. Investigator shall promptly

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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a/nebo postupy jsou standardni péci pro
diagnézu a lé¢bu subjektu studie, a uplatnit
vhodné uc€etni postupy tfetich stran pro takovéto
leky, vySetfeni a/nebo postupy v souladu se
vSemi platnymi u€etnimi pozadavky platce.
Zdravotnické  zafizeni  a/nebo  zkouSejici
souhlasi, ze jakékoli léky, vySetfeni a/nebo
postupy, jejichz provadéni vyzaduje protokol,
které se nepovazuji za standardni péci pro
diagnézu a léCbu subjektu studie, maji byt
zahrnuty v rozpoctu studie stanovenému v této
smlouvé a nebudou uétovany programim
pojisténi ani pfislusnym soukromym platcim v
souladu s u€etnimi poZadavky takoveho platce.

Zadavatel nahradi zdravotnickému zafizeni
naklady na pfiméfené a nutné zdravotnické a
nemocni¢ni vydaje, které se vymykaiji standardni
péci nebo nepfedstavuji polozky a postupy
bézné péce za predpokladu, Ze: (i) takovéto
naklady nesouvisi s pfihodami, které by bylo Ize
oCekavat pfi standardni péci s pouzitim aktualné
schvélenych terapii pro onemocnéni subjektu
studie; (ii) takovéto naklady nelze pfipsat
nedbalosti nebo nespravnému jednani na strané
nemocnice, kliniky nebo |ékafe provadéjiciho
studii; (iii) subjekt studie dodrzoval vSechny
pokyny ve studii, v€etné absolvovani vsech
kontrolnich navstév a (iv) zdravotnické zafizeni
zaSle za tyto poloZky a postupy zadavateli
fakturu na niZe uvedenou adresu. Subjekt studie
bude odpovédny za uhradu veSkeré spolulasti
a/nebo spolupojidténi, které normalné vyZaduje
jeho plan zdravotniho pojisténi.

7. Poplatky pro etickou komisi. Zadavatel
nahradi zdravotnickému zafizeni poplatky pro
etickou komisi ve spoijitosti se studii uvedené v

pfilozeném  rozpodtu. Pokud zdravotnické
zafizeni pouZije ustfedni etickou komisi,
zadavatel zaplati poplatky zdravotnického

zarizeni pro etickou komisi pfimo Ustfedni etické
komisi, kterou zadavatel urli pro studii, a
nenahradi zdravotnickému zafizeni poplatky
etické komisi ve spoijitosti se studii.

8. Dodate€na  vySetfeni, [é€ba nebo
postupy. Zdravotnické zafizeni neobdrzi nahradu
za jakakoli dodate¢na vySetfeni, 1éCbu nebo
postupy, které nevyzaduje protokol nebo které
nejsou definovany ve smlouvé, v této pfiloze 3
nebo v rozpoctu, pokud zadavatel tato vySetieni,
IéCbu nebo postupy pfedem pisemné neschvali.

9. Nahrada za podpurnou péci. Strany
souhlasi, ze naklady za urcitou léCbu v ramci
podpurné péce, ktera se vymyka standardni péci
(dale jen ,podpulrna péce”), ktera je vyzadovana
v souladu s protokolem, budou proplaceny po
predlozeni faktury. ZkouSejici se ohledné
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consult with Sponsor Medical Director prior to
treatment or as medically feasible regarding the
necessary Supportive Care treatment before
incurring such costs. Supportive Care treatment
medication may be replaced with an available
generic drug at Sponsor's request. Institution
shall document such Supportive Care treatment
medication in the Study Subject medical record
and in the Case Report Forms. Institution must
submit an invoice for Supportive Care treatment
medication to Sponsor or its designee based on
actual use of such medication for each Study
Subject based on the actual costs incurred by
Institution. No overhead cost shall be assessed
for Supportive Care treatment costs.

10. Unscheduled Visits. An Unscheduled
Visit means a subject visit which is not expressly
set forth in the Protocol, but is related to an
adverse event experienced during the Study or
otherwise required for the Study as directed by
the Investigator. Unscheduled Visits will be
reimbursed in accordance with the rates set forth
in the Budget.

The amount specified in the Budget may be
increased by prior written approval from Sponsor
to provide for the specific circumstances of a
particular Study Subject and an amendment to
this Agreement is not required.

12. Final Payment. Final payment shall be
made within forty-five (45) days and contingent
on (i) all Study Subjects completion of all
required visits and Sponsor's verification that all
Case Report Forms have been entered and
verified; (ii) all queries have been resolved for
each Study Subject visit; and (iii) all Study
documents and equipment have been returned.

Fakultni nemocnice Brno

nezbytné podpurné péce neprodlené poradi s
feditelem zadavatele pro l|ékafskou péci pied

poskytnutim 1é€by nebo jakmile to bude z
Iékafského hlediska mozné, predtim, nez
takovéto ndklady vzniknou. Na  Zadost

zadavatele mohou byt Iéky v ramci podplrné
péCe nahrazeny generickymi léky. Zdravotnické
zarizeni dolozi takovéto léky pouZité v ramci
podpurné péce ve zdravotnim zaznamu subjektu
studie a % zaznamech subjektu
studie. Zdravotnické zafizeni musi zadavateli
nebo jeho zmocnénci predloZit fakturu za léky
pouzité v ramci podplrné péce na zakladé
skuteéné pouzitého mnozstvi Iéku pro kazdy
subjekt studie a skute¢nych nakladl, které
zdravotnickému zafizeni vznikly. PFi urCovani
nakladi za lé¢bu v ramci podplrné péce se
nebudou vyhodnocovat pausaini naklady.

10. Neplanované navstévy. Neplanovana
navstéva znamena navstévu subjektu, ktera neni
vyslovné stanovena protokolem, ale souvisi s
nezadouci pfihodou, ke které doSlo béhem
studie nebo ktera byla jinak ve studii vyzadovana
podle rozhodnuti zkou$ejiciho. Nahrada za
neplanované navstévy bude proplacena v
souladu se sazbami stanovenymi v rozpoctu.

Castka stanovena v rozpo&tu muaze byt po
pfedchozim pisemném schvaleni zadavatelem
zvySena z dlvodu konkrétnich okolnosti urcitého
subjektu, aniz by byl nutny dodatek k této
smlouvé.

12. Konec¢na platba.
uhrazena do Ctyficeti péti (45) dnl a je
podminéna (i absolvovanim vSech
pozadovanych navstév vSemi subjekty studie a
ovéfenim zadavatele, Ze byly vyplnény a
ovéfeny v8echny zaznamy subjektu studie; (ii)
vyfeSenim vSech dotazll pro vSechny navstévy
subjektd studie a (iii) vracenim vSech dokumentu
a vSeho vybaveni studie.

Konec¢na platba bude

13. Payment Instructions. 13. Platebni pokyny.
Payments will be made to the Institution by Platby zdravotnickému zafizeni budou
electronic transfer. provadény elektronickym pfevodem.

Name / Nazev Fakultni nemocnice Brno

Address / Adresa Jihlavska 20, 625 00 Brno, Ceska republika

Emall Addiess /& I

mailova adresa

pank Name [ Nazev ]

banky
CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika
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Fakultni nemocnice Brno

Bank Account

IBAN Number or branch
number / Nazev banky
Cislo IBAN nebo &islo
pobocky

SWIFT Code / Kéd SWIFT

Variable symbol/
Variabilni symbol

VAT/GST/Tax ID Number /

DIC CZ65269705

Banking fees /Bankovni
poplatky

In case of changes in the Institution’s bank
details Institution must promptly inform
Sponsor and its designee in writing. The
parties agree that in case of changes in bank
details which do not involve a change of
Institution/Bank Account Name or change of
country location of bank account no further
amendments are required and written notice
shall suffice.

Invoice should be addressed to:

Karyopharm Therapeutics Inc.

85 Wells Ave.
Newton, MA 02459
USA,

And submitted via eClinical GPS
or send via

In case of any payment issue please contact:

CSA Tripartite, Czech Republic/ Pfedloha, Ceska republika

Pokud dojde ke zméné bankovnich udaju
zdravotnického zafizeni, zdravotnické zafizeni
musi neprodlené pisemné informovat
zadavatele a jeho zmocnénce. Strany
souhlasi, Ze v pfipadé zmén bankovnich udaju,
které nezahrnuji zménu zdravotnického
zafizeni / nazvu bankovniho u¢tu nebo zménu
zemské  pfisludnosti  bankovniho  uctu,
nevyzaduji se dodatky ke smlouvé a postaci
pisemné oznameni.

Faktura¢ni adresa zadavatele:

Karyopharm Therapeutics Inc.

85 Wells Ave.
Newton, MA 02459
USA,

Na adresu nebo [N

nebo skrze eClinicalGPS

V pfipadé problému kontaktujte:
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