MERCK
NON-INTERVENTIONAL STUDY
GRANT AGREEMENT

EFFECTIVE DATE:

This ~ Non-Interventional ~ Study  Grant
Agreement (“Agreement”) is effective as of the
date set forth above (“Effective Date™) and is
between Merck spol. s r.o, Na Hiebenech II
1718/10, Prague 140 00, Czech Republic
(“Merck”), and

University hospital Pilsen, Department of
clinical oncology (the “Institution”):

Street Address: 80, Alej Svobody
City, Postal Code: Pilsen, 304 60
Country: Czech Republic
Telephone Number: XXX

Fax Number: XXX

Email: XXX

Together referred to as the “Parties”, and
individually referred to as a “Party”.

The principal investigator (“Investigator”) on
this study shall be:

XXX
Street Address: 80, Alej Svobody
City, State, Postal Code, Country:

Pilsen, 304 60, Czech Republic
Telephone Number: XXX
Email: XXX

Name of Contact Person at Institution: XXX

Merck Order Number: B626
Merck Contact Person: XXX
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MERCK ,
SMLOUVA O (IST)-POSKYTNUTI
GRANTU PRO NEINTERVENCN{ STUDII

DATUM PLATNOSTI:

Tato Smlouva O POSKYTNUTI GRANTU
PRO NEINTERVENCNI STUDII (,IST“)
(,,Smlouva®) je platna od data stanoveného
vyse (,,Datum platnosti) a je uzaviena mezi
Merck spol. s r.0, Na Hiebenech II 1718/10,
Praha 140 00, Ceska republika (,,Merck®), a

Fakultni nemocnici Plzen, onkologickd a
radioterapeuticka  klinika (,,Zdravotnické
zatizeni®):

Ulice: Alej Svobody 80
Mésto, PSC: Plzef, 304 60
Zemé: Ceska republika
Telefonni ¢islo: XXX
Faxové Cislo: XXX

Email: XXX

Spole¢né jsou oznaCovany jako ,,Strany“a
jednotlive jako ,,Strana®.

Hlavni zkousejici (,,Zkousejici®) pro tuto studii
bude:

XXX

Ulice: Alej Svobody 80

Mésto, stat, PSC, zemé: Plzeti, 304 60,
Ceska republika

Telefonni ¢islo: XXX

Email: XXX

Jméno kontaktni
zafizeni: XXX.

osoby ve Zdravotnickém

Poradové ¢islo Merck: B626
Kontaktni osoba Merck: XXX
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1. Background

1.1  The Institution, through the
Investigator, intends to initiate and conduct the
following non-interventional study (“Study”)
described in  the  Study  Addendum
(“Addendum”) attached as Exhibit A, at a
premises managed by the Institution:

Non-interventional observational study to
investigate the Depth of REsponse to the first
line Erbitux plus FOLFOX therapy in patients

with RAS wild type MEtastatic colorectal canceR
- DREAMER

1.2 As further described herein, the
Institution will assume the role of ‘sponsor’ in
respect of the Study, and will be fully
responsible  for  designing,  conducting,
recording and reporting the Study.

1.3  Merck seeks to stimulate the
advancement of clinical and medical
knowledge and patient care in its areas of
therapeutic interest and is willing to provide
support to the Institution in carrying out the
Study in accordance with the terms and
conditions of this Agreement.

2. Definitions

2.1  Applicable Laws. The laws, rules,
regulations and ordinances governing the
activity contemplated by this Agreement.

2.2  Confidential Information. All
information disclosed by or on behalf of Merck
to Institution and Investigator and their
personnel, including without limitation all pre-
existing intellectual property of Merck.
Confidential Information does not include
information that (i) is publicly available at the
time of disclosure, (ii) was in the possession of
or known by Investigator or Institution prior to
their receipt of the information, (iii) is
independently developed by Investigator or
Institution without use of any Confidential
Information, or (iv) becomes known to
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1. Zakladni informace

11 Zdravotnické zafizeni zamysli
prostiednictvim Zkousejiciho zahdjit a provadét
nasledujici  neinterven¢ni  studii(,,Studie*)
popsané v Dodatku Studie (,,Dodatek®) ktery je
soucasti Ptilohy A v prostorach spravovanych
Zdravotnickym zafizenim:

Neintervencni observacni studie hodnotici
hloubku odpovédi u pacientii s RAS wt
metastatickym kolorektalnim karcinomem
lééenym v prvni linii kombinaci Erbitux plus
FOLFOX- DREAMER

1.2 Jak bude dale popsano, Zdravotnické
zafizeni pfevezme roli ,,zadavatele” s ohledem
na studii a bude plné zodpovédné za navrh,
provadéni, zdznam a hlaSeni tykajici se
Klinického hodnoceni.

1.3 Spolecnost Merck se snazi podporovat
rozvoj klinickych a medicinskych informaci a
lécby pacienta ve svych terapeutickych
oblastech zajmu a je ochotna poskytovat
podporu Zdravotnickému zafizeni pii provadéni
studie v souladu s podminkami této Smlouvy.

2. Definice

2.1 Ptislusné zakony. Zakony, pravidla,
regulacni predpisy a nafizeni, které fidi aktivitu
zamyslenou podle této Smlouvy.

2.2  Duvérné informace. Veskeré informace
zvefejnéné spolecnosti Merck nebo jejim
jménem Zdravotnickému zafizeni a
Zkousejicimu a jeho personalu, véetné, a bez
omezeni, Vyzkumného materidlu (definovany v
¢asti 4 nize), technickych informaci souvisejici
s Vyzkumnym materidlem a veskerého
stavajictho duSevniho vlastnictvi spole¢nosti
Merck. Divérné  informace  nezahrnuji
informace, které¢ (i) jsou vetfejné¢ dostupné v
dobé zvefejnéni, (ii) byly vlastnény nebo
znamy ZkouSejicimu nebo Zdravotnickému
zafizeni pied jejich piijetim, (iii) jsou nezavisle
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Investigator or Institution from a source other
than Merck that has no obligation of
confidentiality with Merck.

2.3  Healthcare Professional. Any trained
professional who is licensed to, or any other
person who in the course of his/her professional
activities  may,  prescribe,  recommend,
purchase, dispense, supply, or administer
Pharmaceutical Products or provide healthcare
services and his/her office staff, and any payor
for Pharmaceutical Products, including any
national and local reimbursement authority.

2.4 Medical Records. The medical records
of Study subjects in connection with the Study,
including, without limitation, treatment entries,
X-rays, biopsy reports, ultrasound photographs
and other diagnostic images.

2.5  Pharmaceutical Product. Any Merck
drug/medicinal product, biological product, or
medical device (irrespective of patent or
regulatory status and/or whether it is branded or
not), whether used alone or in combination, that
is intended to be used on the prescription of, or
under the supervision of, a Healthcare
Professional, and which is intended for use in
the diagnosis, treatment, or prevention of
disease in humans, or to affect the structure or
any function of the human body.

2.6  Study Data. All records and reports,
other than Medical Records, collected or
created pursuant to or prepared in connection
with the Study including, without limitation,
reports (e.g., case report forms, any data
summaries, any interim reports and the Final
Report).
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vyvinuty ZkouSejicim nebo Zdravotnickym
zafizenim bez vyuziti jakychkoli Duvérnych
informaci nebo (iv)  Zkousejici  nebo
Zdravotnické zafizeni ziskd ze zdroje jiného
nez Merck, ktery nema Zzadny zavazek
dtvérnosti viici spolecnosti Merck.

2.3 Zdravotnicky odbornik. Kazdy
proskoleny odbornik, ktery ma licenci, nebo
jakakoli jind osoba, ktera mize v prub¢hu své
pracovni aktivity predepisovat, doporucovat,
nakupovat, vydavat, dodavat nebo podavat
Farmaceutické ptipravky nebo poskytovat
zdravotnické sluzby a jeji personal, jakykoli
platce hradici Farmaceutické ptipravky, vcetné
jakéhokoli ndrodniho a lokdlniho subjektu,
ktery poskytuje uhradu.

24  Lékarské zaznamy. Lékaiské zaznamy
tykajici se Subjektt ve studii v souvislosti se
studii ,vCetn€, ale bez omezeni, zaznamu o

1écbé, RTG snimkt, hlaSeni o biopsii,
ultrazvukovych snimkl a dalsich
diagnostickych snimk.

2.5  Farmaceuticky pfipravek. Jakykoli
1ék/1éCivy  ptipravek  spoleCnosti  Merck,
biologicky pfipravek nebo Zdravotnicky

prostfedek (bez ohledu na patent nebo stav
registrace a/nebo zda se jednd o origindl ¢i
nikoli), pouZivany samotny nebo v kombinaci,
ktery je urCen pro pouZiti na predpis nebo pod
dohledem Zdravotnického odbornika, a ktery je
uren pro pouziti v diagnostice, 1écbé nebo
prevenci onemocnéni u c¢lovéka nebo pro
ovlivnéni struktury nebo jakékoli funkce
lidského téla.

2.6  Data ze studie. Veskeré zaznamy a
zpravy jiného typu nez Lékatfské zdznamy,
které jsou shromazd'ovany nebo vytvareny
podle studie nebo ptipravovany v souvislosti se
studii, v€etné ale bez omezeni, zprav (napf.
formulafe o zaznamech, jakékoli souhrny dat,
jakékoli pribézné zpravy a Zaveérecnd zprava) a
veskeré informace tykajici se inventafe a
ptidéleni veskerého Vyzkumného materidlu.
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3. Grant Funds

3.1  Grant Funds. Merck will provide funds
to support the Study (“Grant Funds”) according
to the Milestone Payment schedule set forth in
the Addendum. The amount of the Grant Funds
Is commensurate with, and does not exceed, the
legitimate fair market value of the costs
associated with carrying out the Study or the
portion of the Study to be funded by this
Agreement.

3.2 Milestone Payment. To request
payments, Institution must notify Merck that a
particular milestone has been reached and must
submit to Merck an invoice for the sum due.
All Monthly Reports (as defined below) must
be submitted before Merck will make an
applicable milestone payment.

3.3 Invoices. Merck shall pay the invoice
within forty-five (45) days of the date of receipt
of the invoice by Merck, provided that if any
amount included in the invoice is disputed,
Merck shall not be required to pay the disputed
amount of the invoice until the dispute is
resolved.

3.4  Taxes. The Institution will be
responsible for all VAT and other tax liabilities
in respect of payment of the Grant Funds by
Merck under this Agreement.

3.5 Early Termination — Payments. In the
event of early termination of this Agreement,
Merck shall pay for all work performed and
expenses reasonably incurred in relation to the
Study and in accordance with this Agreement
up to the date of termination, upon the
presentation of an invoice setting out the sums
incurred.

3.6 Early Termination — Refund. In the
event of early termination, if payment of any
sum has been made by Merck to the Institution
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3. Grantové prostiedky

3.1  Grantové prostiedky. Spole¢nost Merck
bude poskytovat prostiedky pro podporu studie
(,,Grantové prostfedky*) podle Rozpisu plateb
stanovenych v Dodatku. Vyse grantovych
prostiedkii bude umérné a nepiekroci legitimni
pfiméfenou hodnotu na trhu za néklady
souvisejici s provadénim  studie  nebo
castistudie, ktera bude sponzorovana podle této
Smlouvy.

3.2  Rozpis pro platby. Aby mohlo vyzadat
platby, musi Zdravotnické zafizeni informovat
spole¢nost Merck, Ze byl dosazen urcity casovy
bod, a musi pfedlozit spole¢nosti Merck fakturu
za splatnou castku. VSechny M¢gsi¢ni zpravy
(jak je definovano nize) musi byt pfedlozeny
drive, nez spole¢nost Merck provede piislusnou
platbu pro dany ¢asovy bod.

3.3  Faktury. Spole¢nost Merck uhradi
fakturu béhem Ctyticeti péti (45) dnli od piijeti
faktury ve spolecnosti Merck za piedpokladu,
ze pokud bude jakakoli castka na faktuie
zpochybnéna, nebude muset spole¢nost Merck
uhradit zpochybnénou ¢astku na faktufe az do
jejiho vyteSeni.

3.4 Dan¢. Zdravotnické =zafizeni bude
zodpovédné za platbu DPH a dalSich dani s
ohledem na platbu Grantovych prostiedki
spolecnosti Merck podle této Smlouvy.

3.5  Pred¢asné ukonceni - Plathy. V piipadé
pfed¢asného ukonceni této Smlouvy zaplati
spole€nost Merck za veSkerou provedenou
praci a vydaje, které vznikly v souvislosti se
studii a v souladu s touto Smlouvou do data
ukonceni, po ptfedlozeni faktury s uvedenymi
¢astkami k thradé¢.

3.6  Predéasné ukonceni - Nahrada. V
ptipad¢ predcasného ukonceni, pokud byla
provedena platba jakékoli castky spolecnosti
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in advance for work that has not yet been
completed, Institution shall refund to Merck
any part of such sum not utilized within forty-
five (45) days of the date of termination of the
Agreement.

3.7  Use of Grant Funds. Institution agrees
(i) to use all Grant Funds solely for the Study
and in accordance with the budget submitted
and mentioned in the attached Addendum, (ii)
not to seek reimbursement from any third party
for any service performed for the Study that is
covered by Grant Funds, and (iii) to promptly
refund to Merck any unused Grant Funds at the
conclusion or termination of the Study.

3.8  No Inducement. Institution agrees that
the Grant Funds and Merck’s support of the
Study is not being received as a reward or in
exchange for recommending, prescribing,
dispensing, purchasing, supplying, selling,
administering, referring, arranging for, or
ordering Pharmaceutical Products, or to induce
recommending, prescribing, dispensing,
purchasing, supplying, selling, administering,
referring, arranging for, or ordering
Pharmaceutical Products in the future.

4. Performance of the Study

4.1  Conduct of Study. Institution agrees to
conduct the Study in accordance with the terms

and conditions of this Agreement and
Applicable Laws.

4.2  Observational Plan.  The Institution
shall provide to Merck, for Merck’s review, the
final observational plan of the Study
(“Observational Plan”) as well as any
amendment to the Observational Plan

sufficiently in advance to the earlier of (i)
submission to  the relevant  Ethics
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Merck Zdravotnickému zafizeni piedem za
praci, kterd dosud nebyla dokoncena, vrati
Zdravotnické zafizeni spolec¢nosti Merck
jakoukoli cast takové platby, ktera nebyla
vyuzita béhem cCtyficeti péti (45) dni od data
ukonceni Smlouvy.

3.7  Pouziti prostfedki grantu. Zdravotnické
zafizeni souhlasi, (i) ze bude vyuzivat vSechny
Grantové prostfedky vyhradné pro tcely studie
a v souladu s rozpoctem piedlozenym a
uvedenym v prilozeném Dodatku, (ii) ze
nebude pozadovat uhradu od jakékoli treti
strany za jakékoli provedené Sluzby pro ucel
studie, které jsou pokryty Grantovymi
prosttedky a (iii) Ze obratem vrati spolecnosti
Merck jakékoli nepouzité Grantové prostiedky
pii ukonc¢eni nebo uzavieni studie.

3.8 Bez pobidek. Zdravotnické zafizeni
souhlasi, ze Grantové prostiedky a podpora
spole¢nosti Merck pro ucely studie nejsou
ziskavany jako odména nebo vymeéna za
doporucovani, predepisovani, vydej, nakup,
dodavky, prodej, podavani, doporucovani,
sjednavani nebo objednavani Farmaceutickych
ptipravkl nebo jako odména nebo vyménou za
doporucovani, piredepisovani, vydej, ndkup,
dodavky, prodej, podavani, doporucovani,
sjednavani nebo objednavani Farmaceutickych
ptipravkt v budoucnu.

4. Provadéni studie

41 Provadéni studie. Zdravotnické zatizeni
souhlasi, ze bude provadét studii v souladu s

podminkami této Smlouvy a pfislusnych
zakond.
4.2  Observacéni plan. Zdravotnické zatizeni

poskytne spolec¢nosti Merck pro kontrolu ze
strany spole¢nosti Merck findlni observaéni
plan studie (,,Observacni Plan*) a rovnéz
vSechny dodatky Observaéniho Planu s
dostatecnym ptedstihem pro (i) ptredlozeni
ptislusné Etické komisi nebo (ii) pfedloZeni
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Committee/Institutional Review Board or (ii)
submission to the relevant health authority as
applicable or (iii) the start of the Study (or as
the case may be implementation of the
Observational Plan amendment into the Study).
Merck reserves the right to reconsider its
support of the Study if the Observational Plan
or any amendment to the Observational Plan
alters the Study so that it is materially different
from the Study described in the Addendum.

4.3  Sponsor of Study. Institution agrees it
will designate itself as the sponsor of the Study
(according to applicable standards) on any
document or other disclosure regarding the
Study and shall discharge all sponsor
responsibilities under such standards, including
those relating to designing, conducting,
recording and reporting the Study. As the
sponsor of the Study, the Institution will
comply fully, and will ensure that all
participating and authorized sub-investigators
comply fully, with all Applicable Laws,
including, without limitation, local authority
approval or other clearance requirements
(unless exempt), good practice requirements,
Good Laboratory Practice and Good
Pharmacoepidemiology Practices requirements
as applicable, and other applicable regulatory
and ethical standards, including the
requirements on ethics committee approval or
notification and informed consent from
research participants (as applicable), applicable
adverse event reporting requirements for the
Study (as described herein). If required by
Applicable  Laws or good  practice
requirements, Institution shall also be
responsible for registering the Study and any
other data required with a publicly accessible
database or registry, in a timely manner.
Institution agrees that Merck is not the sponsor
of the Study and has no obligations for or
involvement in the conduct of the Study.
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pfislusnému lékovému tiadu nebo (iii) zahdjeni
studie (nebo v piipadé potieby implementaci
dodatku  Observacniho planu  dostudie).
Spole¢nost Merck si vyhrazuje pravo znovu
zvazit svoji podporu studie, pokud Observacni
Plan nebo jakakoli jeho tprava zméni studii
tak, ze bude zasadné odlisné od studie popsané
v Dodatku.

4.3  Sponzor studie. Zdravotnické zafizeni
souhlasi s tim, ze urCi sebe jako zadavatele
studie (podle Mezinarodni konference o
harmonizaci (ICH)/standardi Spravné klinické
praxe WHO nebo jiného piisluSného standardu
v ptipadé¢ neklinickych studii) na jakémkoli
dokumentu nebo jiném zvetejnéni tykajicim se
studie, a bude plnit vSechny povinnosti
zadavatele podle téchto standardii, vcetné téch
souvisejicich s planovanim, provadénim,
zaznamem a hlasenim tykajicim se studie. Jako
zadavatel studie bude Zdravotnické zafizeni
plné dodrzovat a zajisti, Ze vSichni ucastnici a
poveteni spoluzkousejici budou plné dodrzovat
vSechny Pfislusné zakony, vcetné (ale bez
omezeni) schvaleni studie lokalni autoritou
nebo pozadavkt na procleni (pokud se nejedna
o vyjimku), pozadavki Spravné klinické praxe
(nebo v piipadé neklinickych studii pozadavki
Spravné laboratorni praxe, je-li pouZitelné) a
dalsi ptislusné regulacni a etické standardy,
vcetné pozadavku na ziskani schvéleni etické
komise a ziskani informovaného souhlasu od
ucastniki  vyzkumu  (je-li  pouzitelné),
ptislusnych pozadavki na hldseni nezaddoucich
ptihod ve studii (jak je popsano v této
Smlouv€). Zdravotnické =zafizeni bude také
zodpovédné za registraci studie (a bude-li
vyzadovano PfisluSnymi zdkony, Observacnim
planem) ve vetejné piistupné klinické databéazi

nebo  registru, v Casovych  lhltach
pozadovanych PtisluSnymi zakony.
Zdravotnické zafizeni souhlasi s tim, Ze

spolecnost Merck neni zadavatelem studie a
nema zadné zavazky tykajici se provadéni
studie.
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4.4 Independent Medical Judgment.
Institution also agrees to use independent
medical judgment in determining the eligibility
of a Study subject to participate in the Study
and as to all aspects of a Study subject’s
medical care.

4.5  Requlatory Obligations and Insurance.
Because Institution is sponsor of the Study,
Institution will be responsible for all regulatory
and other obligations related to the Study and
therefore agrees to indemnify and hold Merck
harmless from any liability arising from the
Study, including, but not limited to, claims for
injury, damages or losses, except for any
liability that results from the gross negligence
or willful misconduct of Merck.

Where required by Applicable Law, Institution
shall secure and maintain in full force and
effect through the performance of the Study
(and following termination of the Study to
cover any claims arising from the Study)
insurance coverage in amounts appropriate to
the conduct of the Study and in conformance
with the requirements of Applicable Law.

4.6  No Transfer of Value. Institution and
Investigator shall not make a payment or
transfer anything of wvalue, directly or
indirectly, to any official or other person to
influence any decision to obtain or retain
business, to gain an advantage in the conduct of
business, or to induce such official or other
person to perform a function in violation of any
Applicable Laws.

4.7  Debarment. Institution represents and
warrants that neither Institution nor Investigator
have been debarred, disqualified or banned
from conducting clinical trials or are under
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4.4  Nezavisly 1ékatsky usudek.
Zdravotnické zatizeni také souhlasi s pouzitim
nezavislého 1ékarského usudku pfi stanoveni
zataditelnosti subjektu do studie pro ucast ve
studii a s ohledem na vSechny aspekty 1ékaiské
péce subjektu ve studii.

4.5 Regulaéni  zdvazky a  pojisténi.
Vzhledem k tomu, ze Zdravotnické zafizeni je
zadavatelem studie, bude Zdravotnické zafizeni
zodpovédné za vSechny regulacni a dalsi
zavazky souvisejici se studii a proto souhlasi s
tim, Ze odSkodni spole¢nost Merck a zajisti jeji
neposkozeni z divodu jakékoli odpovédnosti
vyplyvajici ze studie, vCetné, ale ne omezeno
pouze na zalobu za poskozeni a ztraty, vyjma
odpovédnosti, kterd vyplyva ze zanedbani nebo
zamérného zneuziti ze strany spolecnosti
Merck.

Vyzaduje-li to PfisluSny zakon, Zdravotnické
zafizeni zajisti a bude udrzovat v plné platnosti
a ucinnosti béhem provadéni studie (a po
ukonceni studie pro pokryti jakychkoli narokt
vyplyvajicich ze studie) pojisténi ve vysi
odpovidajici provadéni studie a v souladu s
pozadavky Ptislusného zakona.

4.6  Bez pteddvani hodnotnych ptredméta.
Zdravotnické zafizeni a ZkouSejici nebudou
provadét zadnou platbu nebo poskytovat cokoli
hodnotného pifimo nebo nepiimo jakémukoli
ufednikovi nebo jiné osobé& s cilem ovlivnit
jakékoli rozhodnuti pro ziskani nebo zachovani
obchodni aktivity, pro ziskdni vyhody pfti
provadéni obchodni aktivity nebo pro pobidku
takového Ufednika ¢i jiné osoby pro provadéni
funkce, coz by poruSovalo jakékoli Ptislusné
zékony.

4.7  Vylouceni.  Zdravotnické  zafizeni
prohlasuje a zaruCuje se, ze ani Zdravotnické
zafizeni ani ZkousSejici nejsou vylouceni nebo
nemaji zakaz provadeét studie nebo nejsou
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investigation by any regulatory authority for
debarment or any similar regulatory action in
any country. Institution shall notify Merck
promptly if such investigation or debarment
occurs.

5. Adverse Events

Institution will be responsible for the recording
and handling of adverse drug reactions and of
serious adverse events arising from the Study
including a causality assessment. Merck as
Marketing  Authorization Holder of the
Pharmaceutical Product shall be responsible for
the regulatory reporting of suspected adverse
drug reactions to the competent authorities in
accordance with  Applicable Laws and
regulations.

Furthermore, Institution shall comply with the
adverse event reporting requirements set forth
in Exhibit B of this Agreement and any other
such obligation required by Applicable Laws.
Adverse reactions related to medicinal products
other than the Pharmaceutical Product should
be notified either to the respective marketing
authorisation  holder or the competent
authorities in accordance with applicable rules
and regulations. Institution shall cooperate with
Merck by providing comprehensive and high
quality information and shall support Merck in
the follow-up on any safety data.

6. Inventions

6.1  Notification. Institution shall promptly
notify Merck of any invention or other know-
how (whether or not patentable) conceived or
first reduced to practice, independently or
jointly with others, in the course of or as a
direct result of the Study (each an “Invention”).
Institution hereby assigns to Merck all right,

IST Agreement Template NIS 20150729 version 1.0 CONFIDENTIAL

pfedmétem vySetfovani Zadnou regulacni
autoritou pro vylouceni nebo podobné regulaéni
opatieni v jakékoli zemi. Zdravotnické zatizeni
informuje bez prodleni spole¢nost Merck,
pokud dojde k takovému vySetfovani nebo
vylouceni.

5. Nezadouci prihody

Zdravotnické zatrizeni bude zodpovédné za
zdznam a zpracovani informaci ohledné
nezddoucich reakci na IléCivo a ohledné
zévaznych nezédoucich ptihod, které se béhem
studie objevi a to véetné vyhodnoceni jejich
pfi¢inného vztahu. Merck jako drzitel
registrace farmaceutického pfipravku bude
zodpovédny za pravidelné hlaSeni suspektnich
nezadoucich ptihod piislusnym zodpovédnym
organum a to v souladu s ptislusnymi zakony a
smérnicemi.

Dale bude zdravotnické zafizeni dodrzovat
pozadavky ohledné hlaSeni nezadoucich ptihod,
které jsou stanoveny v priloze B této smlouvy,
a jakékoli dalsi zavazky nutné podle
ptislusnych zakont. Nezadouci reakce tykajici
se 1écivych ptipravki jinych nez je sledovany
farmaceuticky ptipravek, by mély byt
nahlaSeny bud’ pfislusné instituci, ktera je
vlastnikem registrace takového piipravku nebo
jiné zodpoveédné instituci, a to v souladu

S platnymi piedpisy a smérnicemi.
Zdravotnické zatizeni bude poskytovat
spolecnosti Merck tplné a kvalitni informace a
bude ndpomocné spolecnosti Merck 1 pfi
doplnéni dat tykajicich se bezpecnosti
ptipravku béhem follow up (dalSiho sledovani).

6. Vynalezy

6.1  Oznameni.  Zdravotnick¢  zafizeni
bezodkladné¢ ozndmi  spolecnosti  Merck
jakykoli vynalez nebo jiné know-how (at’ uz je
patentovatelné ¢i nikoliv), které bylo ziskdno
nebo poprvé zavedeno do praxe nezavisle nebo
spolu s ostatnimi v pribéhu nebo jako piimy
disledek studie (oznaCovan jednotlivé jako
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title and interest, including intellectual property
rights, in and to any Invention that relates to the
Pharmaceutical Products. Institution shall
execute and deliver any documents and do such
things as may be reasonably necessary or
desirable in order to carry into effect the
foregoing.

6.2 Ownership. Institution retains all right,
title and interest, including intellectual property
rights, in and to any Invention that does not
relate to the manufacture or use of a
Pharmaceutical Product provided, however,
that Institution hereby grants Merck the
exclusive right, for one (1) year following
receipt by Merck of notice of such Invention, to
negotiate on reasonable terms an exclusive
license to Merck of all rights to such
Inventions. If, despite their good faith efforts,
the Parties fail to agree upon terms to such a
license during such one (1) year period,
Institution shall not make an offer on more
favorable terms to any third party for an
additional period of six (6) months without
offering Merck a license on the same terms as
offered to the third party.

6.3  Use of Study Results. Institution agrees
not to use, or permit the use of, the results of
the Study in connection with (i) the filing of
any patent applications relating to a
Pharmaceutical Product, or any use or
derivation thereof, or (ii) any other acquisition
of intellectual property rights in a
Pharmaceutical Product.

7. Required Reporting on Study

7.1 Monthly Report. Institution agrees to
provide a report regarding the Study on a
monthly basis until the Study is completed or
terminated (“Monthly Report™). Institution and
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»Vyndlez“). Zdravotnick¢ zafizeni timto
postupuje spolecnosti Merck vSechna prava,
naroky a zdjmy, vcetné prav na duSevni
vlastnictvi, na jakykoli vynélez, ktery souvisi s
Farmaceutickymi  pfipravky.  Zdravotnické
zafizeni vytvori a doda veskerou dokumentaci a
provede takové kroky, které mohou byt
piiméfené nezbytné nebo zadouci v zajmu
splnéni vySe uvedeného.

6.2  Vlastnictvi. Zdravotnické zafizeni si
vyhrazuje veskerd prava, naroky a zajmy,
véetné prav na dusevni vlastnictvi a na v§echny
Vynélezy, které se nevztahuji k vyrobé nebo
pouziti  poskytovaného  Farmaceutického
pripravku, avSak za predpokladu, zZe
Zdravotnické zatizeni timto udéli spolecnosti
Merck vyhradni pravo po dobu jednoho (1)
roku po pfijeti oznameni od spole¢nosti Merck
o takovém Vyndlezu na vyjednani pfimétenych
podminek na exkluzivni licenci spole¢nosti
Merck na vSechna préva k takovému Vynalezu.
Pokud i pfes usili v dobré vife se Strany
nedohodnou na podminkach takové licence
béhem jednoho (1) roku, nesmi Zdravotnické
zafizeni ucinit nabidku jakékoli tfeti strané za
(6) mésicti bez nabidky licence za stejnych
podminek spolecnosti Merck odpovidajici
nabidce tfeti stran¢.

6.3  Vyuziti vysledki studie. Zdravotnické
zafizeni souhlasi, Ze nebude vyuzivat nebo
nepovoli vyuziti vysledki studie v souvislosti s
(1) podanim jakychkoli patentovych piihlaSek
tykajicich se Farmaceutického ptipravku nebo
jakékoli jeho pouziti nebo vysledku nebo (ii)
jakymkoli ziskdnim prav na dusevni vlastnictvi
tykajicich se Farmaceutického ptipravku.

7. Pozadované hlaseni pro ucely studie

7.1 M¢sicni hldSeni. Zdravotnické zatizeni
souhlasi s tim, ze bude poskytovat hlaSeni
ohledn¢ studie kazdy meésic az do jeho
ukonceni nebo uzavieni (,,Mé&sicni zprava®).
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Investigator shall use the Merck standard
template for such Monthly Reports. If the
Parties agree not to use the standard template,
each Monthly Report must contain, at a
minimum, (i) information on ethics committee
approval or renewal, (ii) subject enrollment to
date, (i) Study progress, (iv) projected Study
completion date, (v) projected publications
(venue and date), and (vi) any other relevant
milestones. Upon Merck’s request, the
Institution will provide Merck with a copy of
any study authorizations from the relevant
Regulatory  Authorities  and/or  ethical
committees. All required Monthly Reports must
be filed before Merck will make any applicable
milestone payment. Institution acknowledges
that the requirements of this section 7.1 are a
material obligation under this Agreement and
that repeated failure to submit timely Monthly
Reports may result in a termination of this
Agreement.

7.2 Final Report. Within three (3) months
following completion or termination of the
Study, Institution shall provide Merck with a
report setting forth the complete results of the
Study in accordance with ICH Guidelines for
the structure and content of clinical study
reports (or, in the case of a non-clinical study a
comparable, generally accepted quality
standard) (“Final Report”), including but not
limited to (i) a description of the methodology
of the Study and the study subjects enrolled, (ii)
a detailed summary of the Study Data and the
main findings from the Study including any
applicable statistical analysis, and (iii)
appropriate conclusions.

7.3 Publications. Merck supports the
exercise of academic freedom by investigators
and institutions and expects the results of
studies to be published, whether or not the
results are favorable to Merck or its
Pharmaceutical Products, unless there is an
appropriate reason why publication of results is
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Kazda M¢gsicni zprava musi obsahovat
minimaln¢ (i) informace o schvaleni nebo
prodlouzeni schvaleni etické komise, (ii)
informace o dosavadnim néboru subjektt, (iii)
informace o vyvoji studie, (iv) informace o
planovaném datu  ukonéeni studie, (V)
informace o pldnované publikaci (misto a
datum) a (vi) jakékoli dalsi dulezité Casové
body. Na zakladé pozadavku spole¢nosti Merck
poskytne Zdravotnické =zafizeni spolecnosti
Merck kopii vSech schvaleni studie ziskanych
od pfislusnych regulacnich ufadi a/nebo
etickych komisi. VSechny Mé&si¢ni zpravy musi
byt ptedlozeny diive, nez spole¢nost Merck
provede pfislusnou platbu pro dany ¢asovy bod.
Zdravotnické zafizeni a ZkouSejici ptedlozi
vSechny Mésicni zpravy spolecnosti Merck
podle instrukci od spoleCnosti Merck.
Zdravotnické zatizeni potvrzuje, zZe pozadavky
této casti 8.1 jsou =zakladni povinnosti
vyplyvajici z této Smlouvy a Ze opakované
nesplnéni povinnosti véas Mési¢ni zpravy mize
vést k ukonc¢eni platnosti této Smlouvy.

7.2  Zavérecna zprava. Béhem tii (3) mésict
po dokonceni nebo ukonceni studie poskytne
Zdravotnické zafizeni spoleCnosti Merck
zpravu uvadgjici kompletni vysledky studie v
souladu s pokyny ICH pro strukturu a obsah
zprav ze studie (nebo v piipadé neklinickych
studii srovnatelny, obecné pfijimany standard
kvality) (,,Zavérecna zprava“), vCetné ale bez
omezeni (i) popisu metodologie studie a
zafazenych subjektil, (ii) podrobného piehledu
dat ze studie a hlavnich zjisténi vyplyvajicich
ze studie, vcetné jakékoli prislusné statistické
analyzy a (ii1) pfislusnych zavéri. Zdravotnické
zafizeni predlozi Mesi¢ni zpravu spolecnosti
Merck podle instrukci od spole¢nosti Merck.

7.3  Publikace. Spole¢nost Merck podporuje
akademickou  svobodu  zkousejicich a
zdravotnickych zafizeni a ocekava, ze vysledky
studii budou publikovany, at jiz budou
vysledky pfiznivé pro spole¢nost Merck nebo
jeji Farmaceutické piipravky ¢i nikoliv, pokud
neexistuje vhodny divod, pro¢ publikace
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not possible (e.g., the study is prematurely
terminated for legitimate medical or scientific
reasons and publication of the results is not
appropriate). The publication must take the
form of either (i) a manuscript submitted to a
peer-reviewed journal, or (ii) an abstract
submitted to a scientific or medical congress.
Sixty (60) days prior to submission of any
publication or public presentation of the results
of the Study, Institution must submit the
proposed text of such publication or
presentation to Merck for review and comment.
Merck may request (i) the deletion from such
text of any confidential or proprietary
information pertaining to Merck or its affiliates
or Pharmaceutical Products, and (i)
modifications required to ensure the provision
of unbiased medical and scientific information.
Institution shall act upon any such request in
good faith, and shall, to the extent consistent
with the principles of academic freedom,
accede to Merck’s request. In addition, if
Institution and Merck do not agree to such
deletion or modification, Institution shall notify
Merck and shall postpone such publication or
presentation for up to an additional sixty (60)
days to allow Merck to seek legal remedies or
to file patent applications. Merck will not make
final payment until Institution submits the
proposed publication to Merck, unless it is
determined that publication is not possible as
discussed above. Institution shall make all
appropriate disclosures concerning Merck’s
provision of Grants Funds in the publication.

7.4  Access to Study Data. Institution shall
provide Merck reasonable access to the Study
Data and shall, at Merck’s expense, provide
copies of the Study Data (including, but not
limited to, in the case of a clinical trial, a
Clinical Trial Report meeting generally
accepted quality standards as outlined by the
ICH Guidelines for structure and content of
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vysledkit neni mozna (tj. studie je predcasné
ukoncena z legitimnich I¢kafskych nebo
védeckych divodi a publikace vysledkii neni
vhodna). Publikace musi mit formu bud’ (i)
rukopisu predlozeného do odborného tisku
nebo (ii) abstraktu publikovaného na védeckém
nebo lékaiském kongresu. Sedesat (60) dni
pied predlozenim jakékoli publikace nebo pied
vefejnou prezentaci vysledkt studie musi
Zdravotnické zatizeni ptredlozit navrzeny text
takové publikace nebo prezentace spolecnosti
Merck pro kontrolu a komentafe. Spole¢nost
Merck muze pozadovat (i) zruseni takového
znéni, které se tyka jakychkoli davérnych nebo
chranénych informaci spolecnosti Merck nebo
jejich  pobocek  nebo  Farmaceutickych
pfipravkl a (ii) upravu nutnou pro zajisténi
bezchybnych  lékafskych a  védeckych
informaci. Zdravotnické zafizeni bude jednat na
zéklad¢ takového pozadavku v dobré viie a v
rozsahu odpovidajicimu principtim akademické
svobody vyhovi pozadavku spole¢nosti Merck.
Krom¢ toho, pokud Zdravotnické zafizeni a
spole€nost Merck nesouhlasi s takovym
zruSenim  nebo  Upravou, oznami to
Zdravotnické zafizeni spolec¢nosti Merck a
odlozi takovou publikaci nebo prezentaci po
dobu az dalSich Sedesati (60) dnli, aby mohla
spolecnost Merck zajistit pravni korekci nebo
pozadat o patentovou piihlasku. Merck
neprovede findlni platbu, dokud Zdravotnické
zafizeni nepfedlozi navrZzenou publikaci
spolecnosti Merck, pokud nebude stanoveno, ze
publikace neni mozna, jak je uvedeno vySe.
Zdravotnické  zafizeni  provede  veskerd
pfislusna zvefejnéni v publikacich tykajici se
poskytovani ~ Grantovych  prostiedkii  a
Vyzkumného materialu o spolecnosti Merck.

7.4  Pfistup k Datim z. studie Zdravotnické
zatizeni poskytne spolecnosti Merck pfiméieny
ptistup k Datim zestudie a na naklady
spole¢nosti Merck poskytne kopie Dat ze studie
(vCetn¢ ale bez omezeni, v piipad¢ klinické
studie, Zpravy o provadéni studie spliujici
obecné piijimané standardy kvality navrzené v
pokynech ICH pro strukturu a obsah klinické
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clinical study) to Merck for Merck’s and its
affiliates use for any purpose. All Study Data
generated in the performance of the Study shall
be the property of Institution, subject to
Merck’s right to use the Study Data.

7.5  Certification. When a Study is
completed or terminated, Institution must
provide a certification which certifies that: (i)
the Study was conducted in accordance with
this Agreement, (ii) any unused Grant Funds
have been returned to Merck, (iii) all
Confidential Information) has been returned to
Merck or destroyed as instructed, (iv) all safety
reporting obligations were met, (v) the Final
Report was provided to Merck and (vi) a
manuscript has been submitted to a peer-
reviewed journal or an abstract has been
submitted to a scientific or medical congress, or
the Study was terminated early and a
publication is not appropriate. Institution must
submit the certification to Merck before Merck
will make the final payment.

7.6 Audit. If Merck determines that an
audit is necessary for the purpose to assess the
Institution’s compliance with this Agreement,
Institution will facilitate as necessary such audit
to be conducted by Merck or a third party on
Merck’s behalf, upon reasonable terms and
conditions.

8. Use of Name

Except as otherwise required by law or
regulation, Institution shall not release or
distribute any materials or information
containing the name of Merck, or its affiliates
or employees or agents, without the prior
written approval of Merck.
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studie) spolecnosti Merck pro jakékoli pouZiti
spolecnosti Merck a jejimi pobockami. Veskera
Data ze studie vytvofena pii provadéni studie
budou vlastnictvim Zdravotnického zafizeni,
budou podléhat pravu na vyuziti Dat tykajicich
se studie spole¢nosti Merck.

7.5  Certifikace. Kdyz je studie dokoncena
nebo uzaviena, musi Zdravotnické zafizeni
poskytnout certifikaci, ktera potvrzuje, ze: (i)
Studie byla provadéna v souladu s touto
Smlouvou, (i1) jakékoli nepouzit¢ Grantové
prostiedky a Vyzkumny material byly vraceny
spolecnosti Merck nebo zlikvidovany podle
instrukci, (ii1) vSechny Davérné informace byly
vraceny spolecnosti Merck nebo zlikvidovany
podle instrukci, (iv) vSechny zavazky tykajici
se bezpecnostniho hlaseni byly splnény a (v)
byl ptfedlozen rukopis do odborného casopisu
nebo byl pfedlozen abstrakt na védeckém nebo
1ékaiském kongresu nebo byla studie predcasné

ukoncena a  publikace neni  vhodna.
Zdravotnické zafizeni predlozi certifikaci
spolecnosti  Merck pfedtim, nez provede

spolecnost Merck finélni platbu.

7.6 Audit. Pokud spole¢nost Merck urci, Ze
je nutné provést audit pro ucely vyhodnoceni
dodrZovani shody s touto Smlouvou ze strany
Zdravotnického zafizeni, umozni Zdravotnické
zatizeni podle potieby takovy audit provedeny

spole¢nosti Merck nebo tfeti stranou v
zastoupeni spolec¢nosti Merck podle
pfiméfenych podminek.
8. Pouziti jména
Neni-li uvedeno jinak v zdkonu nebo

regulacnim predpisu, nebude Zdravotnické
zafizeni zvefejhovat nebo distribuovat zadné
materidly nebo informace obsahujici jméno
spolecnosti Merck nebo jejich pobocek C¢i
zameéstnancll nebo zastupcli bez ptredchoziho
pisemného souhlasu spole¢nosti Merck.

page 12 of 27



9. Confidential Information

9.1 Use of Confidential Information.
Institution and its personnel shall not (i) use the
Confidential Information for any purpose other
than the performance of the Study or (ii)
disclose the Confidential Information to any
third party, except as permitted by the section
of this Agreement relating to publications, as
required by law, by court order, or by a
regulatory authority, or as authorized in writing
by Merck. To protect Confidential Information,
Institution agrees to (i) limit dissemination of
Confidential Information to only those
personnel having a “need to know,” (ii) advise
all  personnel who receive Confidential
Information of the confidential nature of such
information, and (iii) use reasonable measures
to protect the Confidential Information from
disclosure (iv) promptly notify only Merck of
any unauthorized access or disclosure of the
Confidential Information, and (v) cooperate
with  Merck in the investigation and
remediation of any such unauthorized access or
disclosure.

9.2  Required Disclosure. If Institution
receives notice from a third party seeking to
compel disclosure of any Confidential
Information, the Institution shall provide Merck
with prompt notice so that Merck may seek a
protective order or other appropriate remedy. If
such protective order or other remedy is not
obtained, the notice recipient shall furnish only
that portion of the Confidential Information
which is legally required to be disclosed and
shall request confidential treatment for the
Confidential Information.

9.3 Return of Confidential Information.
Upon termination or expiry of this Agreement
or at any time after conclusion of the Study,
Investigator shall return to Merck, or destroy, at
Merck’s option, all Confidential Information.
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9. Duvérné informace

9.1  Pouziti Duivérnych informaci.
Zdravotnické zatizeni a jeho personal nebudou
(1) pouzivat Divérné informace pro zadny tcel
jiny nez je provadéni studie nebo (ii)
zvefejiiovat Duvérné informace zadné tieti
strané, kromé¢ povolenych situaci podle ¢asti
této Smlouvy tykajici se publikaci, jak to
pozaduje zékon, nafizeni soudu nebo regulacni
ufad nebo podle pisemného schvaleni
spolecnosti Merck. Pro ochranu Divérnych
informaci souhlasi Zdravotnické zafizeni s tim,
ze omezi Sifeni Davérnych informaci pouze na
ty pracovniky, kteti maji ,,potfebu veédét™, (ii)
informuje vSechny zaméstnance, kteti dostavaji
Duvérné informace o diveérné povaze takovych
informaci a (iii) pouZzije pfiméfené prostredky
pro ochranu Divérnych informaci pied
zvefejnénim (iv) bezodkladné informuje pouze
spole¢nost Merck o jakémkoli neautorizovaném
pfistupu nebo zvetfejnéni Diveérnych informaci
a (v) bude spolupracovat se spole¢nosti Merck
na  vySetteni a  korekci  jakéhokoli
neautorizovaného piistupu nebo zvefejnéni.

9.2  Pozadované zvefejnéni. Pokud
Zdravotnické zafizeni obdrZi oznameni od treti
strany, ktera hodla vynutit zvefejnéni veskerych
Dlvérnych informaci, ozndmi to Zdravotnické
zafizeni bezodkladné spolecnosti Merck, aby
mohla vyhledat ochranny ptfikaz nebo jiny
pfislusny ochranny prostiedek. Pokud takovy
ochranny piikaz nebo jiny typ opravného
prosttedku neni ziskdn, musi piijemce
oznameni poskytnout pouze takovou cast
Duvérnych informaci, které je nutné ze zakona
zvetejnit a pozdda o divérné zachazeni s
Dtvérnymi informacemi.

9.3  Vriceni Duvérnych informaci. Po
ukonceni nebo vyprSeni této Smlouvy nebo
kdykoli po uzavieni studie vrati Zkousejici
spolecnosti  Merck nebo zlikviduje podle
rozhodnuti spole¢nosti Merck vSechny Divérné
informace.
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10. Data Protection

10.1 Data Protection — Use of Personal Data.
Institution shall not provide and shall cause
Investigator not to provide any individually
identifiable patient information to Merck.
Institution  acknowledges and  provides
informed consent and shall cause Investigator
to acknowledge and provide informed consent
that the information contained in this
Agreement (Institution and Investigator’s
information and contact information) is data
that will be transferred to Merck KGaA
(Germany) and stored and processed
electronically there. This electronic system
supports the proposal, approval, review,
assessment, and record retention of this
interaction. Based on this agreement, Merck
KGaA and its affiliates will utilize the
Institution and Investigator’s information and
contact information stored in this system in
order to identify other interactions between
Merck KGaA, its affiliates and Institution and
Investigator, and to undertake monitoring
activities, including identifying and comparing
payments and transfers of value between Merck
KGaA, its affiliates, and Institution and
Investigator. Except as otherwise set forth in
this Agreement, this data will not be shared
with other persons outside of the control of the
Merck group.

10.2 Data Protection — Consent. Institution
acknowledges and provides informed consent
and shall cause Investigator to acknowledge
and provide informed consent that all the data
processed and stored in connection with this
Agreement, including the Institution and
Investigator’s  information = and  contact
information, will be made accessible to other
Merck KGaA affiliates for similar compliance
activities as set forth above. This includes
affiliates in other countries outside EU Data
Privacy Directive, as well as external third
parties acting on behalf of Merck KGaA or its
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10. Ochrana dat

10.1 Ochrana dat - Pouziti osobnich dat.
Zdravotnické zatizeni neposkytne a zajisti, ze
Zkousejici neposkytne Zzadné individudlng
identifikovatelné informace pacienta
spole¢nosti Merck. Zdravotnické zatizeni bere
na védomi a poskytuje informovany souhlas a
musi zajistit, aby Zkousejici vzal na védomi a
poskytl informovany souhlas, Ze informace
obsazen¢ v této Smlouvé (informace
Zdravotnického zafizeni a ZkouSejiciho a
kontaktni informace) jsou data, ktera budou

predavana spole¢nosti Merck KGaA
(Némecko) a wuchovavana a zpracovavana
elektronicky. Tento elektronicky  systém
podporuje  néavrh,  schvaleni,  kontrolu,

hodnoceni a dobu uchovavani této interakce.
Na zékladé této Smlouvy spolecnost Merck
KGaA a jeji poboCky budou pouzivat
informace  Zdravotnického  zafizeni a
Zkousejiciho a kontaktni informace ulozené v
systému pro identifikaci dalSich interakci mezi
spolecnosti Merck KGaA a jejimi pobockami a
Zdravotnickym zafizenim a ZkouSejicim a pro
monitorujici aktivity, vcetné identifikace a
srovnani plateb a poskytovani cennych
pfedméti mezi spole¢nosti KGaA, jejimi
pobockami a Zdravotnickym zafizenim a
Zkousejicim. Neni-li uvedeno jinak v této
Smlouvé, nebudou tyto tdaje sdileny s jinymi
osobami mimo kontrolu skupiny Merck.

10.2 Ochrana data - Souhlas. Zdravotnické
zafizeni bere na védomi a poskytuje
informovany souhlas a zajisti, aby ZkouSejici
vzal na védomi a poskytl informovany souhlas,
ze vSechna data zpracovand a uchovand v
souvislosti s touto Smlouvou, véetné informaci
0 Zdravotnickém zafizeni a ZkouSejicim a
kontaktnich informaci, budou zpfistupnéna
dal$im pobockam spolec¢nosti Merck KGaA pro
podobné aktivity tykajici se dodrzovani shody,
jaké jsou uvedeny vySe. Patfi sem pobocky v
jinych zemich mimo Smérnici o ochrané
osobnich Udaji eU a rovnéz externi tfeti strany
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affiliates.

10.3 Deletion. All activities in the Sections
above serve solely for the purpose of
compliance with Applicable Laws. The data
will be deleted automatically after ten (10)
years, provided longer retention is not required
by Applicable Laws or by a court.

10.4 Financial _ Disclosure. Institution
acknowledges and provides informed consent
and shall cause Investigator to acknowledge
and provide informed consent that Merck
KGaA and its affiliates may publicly disclose
payments and transfers of value to Healthcare
Professionals and their related entities if
required by law or applicable codes of practice.
Institution consents and shall cause Investigator
to consent to the public disclosure by Merck
KGaA and/or its affiliates of information
concerning any payments or transfers of value
made, directly or indirectly, to Institution
and/or Investigator under this Agreement.
Disclosure may consist of aggregate payments,
dates, and purposes (without disclosing names
of individuals) or specific payments, dates,
purposes, and names of individuals.

11. Independent Contractors

Merck, on the one hand, and Institution, on the
other hand, are independent contractors and
nothing in this Agreement will create or imply
any agency relationship between them, nor will
this Agreement be deemed to constitute a joint
venture or partnership between them. Neither
Merck, on the one hand, nor Institution, on the
other hand, will have authority to bind or
otherwise obligate the other in any manner
whatsoever.
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pusobici jménem Merck KGaA nebo jejich
pobocek.

10.3 ZruSeni. Vsechny aktivity ve vysSe
uvedenych c¢astech slouzi vyhradné pro ucel
dodrzovani shody s ptislusnymi zakony. Data
budou zrusena automaticky po  deseti
(10) letech, pokud neni Pfislusnymi zakony

nebo soudem pozadovano delsi obdobi
uchovavani.
10.4 Finanéni  zvefejnéni.  Zdravotnické

zafizeni potvrzuje a poskytuje informovany
souhlas a zajisti, aby ZkouSejici potvrdil a
poskytl informovany souhlas s tim, ze
spolecnost Merck KGaA a jeji pobo¢ky mohou
vefejn¢ uvadét platby a  poskytovani
hodnotnych predméta Zdravotnickym
odbornikim a jejich souvisejicim subjektim,
pokud to bude pozadovat zakon nebo piislusné
kodexy. Zdravotnické zafizeni souhlasi a
zajisti, Ze ZkouSejici bude souhlasit se
zvefejnénim informaci tykajicich se jakychkoli
plateb nebo poskytovani hodnotnych predméti
ze strany spole¢nosti Merck KGaA nebo jejich
pobocek, ptimo nebo nepiimo, Zdravotnickému
zafizeni a/nebo ZkouSejicimu podle této
Smlouvy. Zvefejnéni miiZze zahrnovat souhrnné
platby, data a tucely (bez zvefejnéni jmen
jednotlivych osob) nebo specifické platby, data,
ucely a jména jednotlivych osob).

11. Nezavisli smluvni partneri

Spole¢nost Merck na jedné strané a
Zdravotnické zatizeni na druhé strané jsou
nezéavislé smluvni strany a nic v této Smlouvé
nevytvoii nebo nenaznaci jakykoli agenturni
vztah mezi nimi ani nebude tato Smlouva
povazovana za spoleény podnik nebo
partnerstvi mezi nimi. Ani spole¢nost Merck na
jedné stran¢ ani Zdravotnické zatizeni na druhé
stran¢ nebudou mit pravomoc zavadzat nebo
jinak uloZit povinnost druhé strané jakymkoli
zpiisobem.
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12.  Assignment

Institution’s rights and obligations under this
Agreement are personal to Institution and may
not be assigned or subcontracted to others
without Merck’s written consent. Institution
shall ensure that all third parties who provide
services on behalf of Institution comply with
the terms of this Agreement. Merck may assign
this Agreement in whole or in part without
Institution’s consent.

13. Notices

Notices hereunder must be in writing and given
to the other Party by in-hand delivery; by
electronic mail; by facsimile; by first class
mail, postage prepaid; or by air courier to the
mailing address set forth above or to such other
address as either Party may designate. Notices
shall be effective when received.

14.  Severability

If any provision of this Agreement is held to be
invalid, void or unenforceable, such provision
shall be deemed to be restated to reflect as
nearly as possible the original intentions of the
Parties in accordance with Applicable Laws,
and the remaining provisions of this Agreement
shall remain in full force and effect.

15. Term and Termination

15.1 Term. This Agreement commences on
the Effective Date.

15.2 Termination. This Agreement may be
terminated by Merck if (i) the Observational
Plan is materially different than the Study
described in the Addendum or if, due to a
Observational Plan amendment becomes
materially different to the Study described in
the  Addendum, (ii) Institution and/or
Investigator fail to comply with this Agreement
or any Applicable Laws, (iii) Merck no longer
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12. Postoupeni prav

Préva a zavazky Zdravotnického zatizeni podle
této Smlouvy plati pouze pro Zdravotnické
zafizeni a nesmi byt pfifazena anebo predana
subdodavateli bez  pisemného  souhlasu
spolecnosti  Merck. Zdravotnické zafizeni
zajisti, ze vSechny treti strany, které poskytuji
sluzby jménem Zdravotnického zatizeni, budou
dodrzovat podminky této Smlouvy. Spolecnost
Merck mulze postoupit tuto Smlouvu celou
nebo v Castech bez souhlasu Zdravotnického
zafizeni.

13. Oznameni

Zde wuvedend ozndmeni musi byt ucinéna
pisemné¢ a preddna druhé Strané osobnim
pfedanim, elektronicky, faxem, listovni postou,
postovni piedplacenou sluzbou nebo kuryrni
sluzbou na poStovni adresu uvedenou vyse
nebo na jinou adresu, kterou ur¢i druhd Strana.
Oznéameni jsou platnd od okamziku doruceni.

14. Oddélitelnost

Pokud nékteré ustanoveni této Smlouvy bude
povazovano za neplatné, zruSené nebo
nevymahatelné, bude takové ustanoveni nutné
pfeformulovat tak, aby odraZzelo co moZna
nejvice pivodni zamér Stran v souladu s
Ptislusnymi zdkony, a zbyvajici ustanoveni této
Smlouvy zistanou v plné platnosti.

15. Platnost a ukonéeni

15.1 Platnost. Tato Smlouva vstupuje v
platnost od Data platnosti.

15.2 Ukonceni. Tato Smlouva muze byt
ukoncena spolecnosti Merck, pokud (i) je
observa¢ni plan podstatné jiny nez Studie
popsana v Dodatku nebo pokud se v disledku
dodatku Observa¢niho Planu stane podstatné
odlisSnym od studie popsané v Dodatku, (ii)
Zdravotnické  zafizeni a/nebo  ZkousSejici
nedodrzi tuto Smlouvu nebo jakékoli Piislusné
zakony, (ii1) spole¢nost Merck nebude dale
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owns rights to or has decided to discontinue
development or marketing of any of its
Pharmaceutical Products that were included in
the Study, (iv) serious safety issues emerge, (V)
the Institution and/or Investigator indicates that
they do not intend to proceed with the Study,
(vi) Investigator leaves Institution, (vii) it
appears from the progress of the Study, or lack
thereof, that a Final Report or a publication is
not reasonably likely to result from the Study,
or (viii) if the Study encounters challenges or
difficulties in recruitment of study subjects or
does not progress according to schedule set
forth in the Observational Plan and Addendum.
Merck will be entitled, in addition to any other
remedy available, to terminate this Agreement
with immediate effect.

15.3  Survival. Expiry or termination of this
Agreement shall not relieve either Party of any
obligation or liability accrued prior to the
expiry or termination date. In addition to
specific provisions that survive pursuant to
their own terms, the obligations of the Parties
under the Sections entitled Inventions, Use of
Name, Confidential Information, Data
Protection, Assignment, Notices, Severability
and Miscellaneous shall survive the expiry or
termination of this Agreement.
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vlastnit prava nebo se rozhodne ukoncit vyvoj
nebo marketing jakéhokoli svého
Farmaceutického pripravku, ktery byl pouzivan
ve studii, (iv) se objevi zavazné bezpecnostni
problémy, (v) Zdravotnické zafizeni a/nebo
Zkousejici uvedou, ze nemaji zajem pokracovat
v provadéni studie, (vi) Zkousejici opusti
Zdravotnické zatizeni, (vii) je zfejmé z prubéhu
studie, nebo jeho chybéni, ze Zavére¢na zprava
nebo publikace neni pravdépodobné vysledkem
studie nebo (viii) v pfipadé, ze se objevi v
souvislosti se studii problémy nebo obtize v
naboru subjektti nebo se studie nevyviji podle
planu stanoveném v Observa¢nim planu a jeho
Dodatku. Spole¢nost Merck je opravnéna vedle
jakéhokoli dalsiho, dostupného opravného
prostiedku, ukoncit tuto Smlouvu s okamzitou
platnosti.

15.3 Pietrvdni povinnosti. VyprSeni nebo
ukonceni této Smlouvy nezbavuje zadnou
Stranu zavazku nebo zodpovédnosti, ktera
platila pfed jejim vyprSenim nebo datem
ukonceni. Kromé& specifickych ustanoveni,
ktera ptetrvaji podle svych vlastnich podminek,
budou zivazky Stran podle Casti nazvanych
Vyzkumny material, Vyndlezy, Pouziti jména,
Duvérné informace, Ochrana dat, Postoupeni
prav, Oznameni, Oddé¢litelnost a Rizné
pfetrvavat po ukonceni platnosti této Smlouvy.
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16. Amendments

Institution may request that Merck amend this
Agreement for a variety of reasons, including
without limitation, extending dates for Study
completion, providing additional funding for
the Study, changing the Investigator, or
Institution, amending the Observational Plan,
etc. When such a request is made, Institution
shall provide Merck with sufficient factual
information to justify granting the amendment
request, including the likelihood that an
amendment will allow the Study to be fully
enrolled and timely completed. However, any
change to this Agreement shall only be made
by mutual agreement of the Parties and no
agreement modifying or waiving any provision
of this Agreement shall be binding unless made
in a writing that references this Agreement and
Is signed by all Parties.

17. Miscellaneous

In the event of a conflict between the body of
this Agreement and the Addendum, the body of
this Agreement shall govern. This Agreement is
the entire agreement between the Parties
relating to the subject matter hereof and
supersedes all prior agreements between the
Parties relating to the subject matter hereof.
Headings are for convenience purposes only.
This Agreement may be executed in
counterparts. This Agreement and all claims
related to it shall be governed by the laws of the
place of business of Merck, without regard to
its choice or conflict of law provisions.
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16. Dodatky

Zdravotnické zafizeni muze pozadat, aby
spole¢nost Merck upravila tuto Smlouvu z
riznych divodl, vcetné ale bez omezeni,
prodlouzeni terminti pro dokonceni studie,
poskytnuti dodatecnych prosttedki pro ucely
studie, nahrady exspirovaného Vyzkumného
materidlu, vymény ZkouSejicitho, tUpravy
Observacniho planu, atd. Pokud je ptedlozen
takovy pozadavek, poskytne Zdravotnické
zafizeni spolecnosti Merck dostatecné faktické
informace pro odivodnéni vyhovéni pozadavku
na zménu, véetné pravdépodobnosti, ze Giprava
umozni, aby byl proveden kompletni a v€asny
nabor pacientll do studie. Jakakoli zména této
Smlouvy bude vSak provedena pouze po
vzajemné dohod¢ Stran a zadnd dohoda, kterou
se méni nebo rusi jakékoli ustanoveni této
Smlouvy, nebude zavazni, pokud nebude
provedena v pisemné formé, kterd odkazuje na
tuto Smlouvu a ktera bude podepséna vSemi
Stranami.

17. Riizné

V ptipadé konfliktu mezi ustanovenimi této
Smlouvy a Dodatkem bude pievaZzovat tato
Smlouva. Tato Smlouva predstavuje kompletni
dohodu mezi Stranami tykajici se pfedmétu této
Smlouvy a nahrazuje ptedchozi dohody mezi
Stranami ohledné¢ pfedmétu této Smlouvy.
Nadpisy jsou pouze pro ucely vhodnosti. Tato
Smlouva mlze byt provedena ve vyhotovenich.
Tato Smlouva a vSechny naroky, které s ni
souvisi, se budou fidit zdkony v misté
provadéni obchodni ¢innosti spole¢nosti Merck
bez ohledu na jeji volbu nebo konflikt
ustanoveni zdkona.
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Please indicate Institution’s agreement with and
Investigator’s acknowledgement of the terms of
this Agreement by signing below and returning
to Merck.

Please do not hesitate to contact the Merck
Contact Person if you have any questions.

The Parties have executed this Agreement as of
the Effective Date.

MERCK/ MERCK

By/ Zastupce:
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Uvedte prosim souhlas Zdravotnického
zafizeni a  potvrzeni  ZkouSejictho s
podminkami této Smlouvy podpisem nize a
vracenim zpét spolecnosti Merck.

Pokud mate jakékoli otazky, kontaktujte prosim
Kontaktni osobu spolecnosti Merck.

Strany uzaviely tuto Smlouvu od Data
platnosti.

By/ Zastupce:
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Signature/ Podpis

Printed Name/ Jméno (htlkovym pismem):
XXX

Title/ Titul: General Manager/ generalni feditel

INSTITUTION,
ZDRAVOTNICKE ZARI{ZEN]

By/ Zastupce:

Signature/ Podpis

Printed Name/ Jméno (htlkovym pismem):

Title/ Titul:

Exhibit A:
Study Addendum
Exhibit B
Adverse Event Reporting
EXHIBIT A
STUDY ADDENDUM

Study

Signature/ Podpis

Printed Name/ Jméno (htlkovym pismem):
XXX
Title/ Titul: Medical Director/ feditel

medicinského oddéleni

Read and Acknowledged/ Preéetl a potvrdil
INVESTIGATOR/ ZKOUSEJICI

By/ Zastupce:

Signature/ Podpis

Printed Name/ Jméno (htilkovym pismem):

Title/ Titul:

Ptiloha A:
Dodatek Studie
Priloha B
HI4Seni nezaddoucich ptihod
PRILOHA A
DODATEK KLINICKEHO HODNOCENI

Studie

Non-interventional observational study to investigate the
Depth of REsponse to the first line Erbitux plus FOLFOX
therapy in patients with RAS wild type MEtastatic
colorectal canceR - DREAMER

Full Observational Plan Name:

Neintervencni observacéni studie hodnotici hloubku
odpovédi u pacientt s RAS wt metastatickym
kolorektalnim karcinomem lécenym v prvni linii
kombinaci Erbitux plus FOLFOX- DREAMER

Cely nazev Observacniho planu:

Short Description of Study: Monocentric observation trial assessing feasibility of

measurement of DpR (to the Erbitux plus FOLFOX
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treatment in patients with RAS wt mCRC) in the daily
clinical practice. The correlation between DpR and TTP
will be also assessed in clinical practice

Observacni neintervenéni monocentricka studie, ktera
Kratky popis Klinického hodnoti,feasibilitu méfeni hloubky odpovédi na 1é€bu
hodnoceni: kombinaci Erbitux plus FOLFOX u pacientii s RASwt
mCRC. V klinické praxi se bude téz sledovat vztah
mezi DoP (hloubkou odpovédi) a TTP (dobou do
progrese onemocnéni).

Name of Principal Investigator: XXX

Jméno hlavniho zkousejiciho:

Name(s) of any and all Co- XXX
Investigator(s):

Jméno(a) jakéhokoli(jakychkoli)
spoluzkousejiciho(ich):

**Attach a copy of Proposal (with budget) to **Ptipojte kopii Navrhu (s rozpoctem) k
this Study Addendum. tomuto dodatku Studie.
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Study Timelines Casovy harmonogram

e Note: Dates designated as “hard e Poznamka: Data urcend jako ,,pevné
deadlines” are firm deadlines and may terminy* jsou pevné terminy a mohou
only be changed by submitting an byt zménény pouze piedlozenim
amendment request to and receiving pozadavku na dodatek a obdrzenim
approval from Merck. schvaleni od Merck.

Deadline for Submission to Ethics Committee | 20 September 2016
(hard deadline):

Termin pro ptredlozeni Etické komisi (pevny

‘N 20.zari 2016
termin):

Date First Subject Expected to be Screened 31 October 2016
(hard deadline):

Ocekavané datum prvniho pacienta pro

. , L. 31.Fijna 2016
screening (pevny termin):

Date Last Subject Expected to be Screened: 31 October 2020

Datum posledniho o¢ekavaného pacienta pro | 31.Fijna 2020
screening:

Date Last Subject Last Study Visit Expected: | 31 October 2022

Ocekavané datum posledni navstévy 31.Fijna 2022
posledniho pacienta:

Deadline for Submission of Final Report to 30 April 2023
Merck (hard deadline):

Termin pro ptedloZeni Zavérecné zpravy pro

spole¢nost Merck (pevny termin): 30.dubna 2023

Deadline for Submission of (1) Proposed July 2023
Publication and (2) Certification to Merck
(hard deadline):

Termin pro ptedlozeni (1) Navrzené publikace Cervenec 2023

a (2) certifikace pro Merck (pevny termin):
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Grant Funds

Grantové prostiredky

Total Amount Awarded:

Celkova poskytnuta ¢astka (nezahrnuje
hodnotu vyzkumného materialu):

EUR 100,000.00

Milestone Payments for Study

Terminy pro platby za studii

Financial Routing Information

Informace o financovani

Payee name (institutional name to which
checks should be made payable):

Jméno piijemce platby (ndzev zdravotnického
zatizeni, pro které budou vystaveny Seky):

University hospital Pilsen

Fakultni nemocnice Plzen

Bank Details:

Bankovni detaily:
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Payee’s Tax ID #: CZ00669806

Danové identifikac¢ni Cislo platce:

Address to which checks should be mailed: Edvarda Benese 1128/13, 305 99 Pilsen,

Czech Republic
Adresa, na kterou budou zasilany Seky: ? pUbTl

Edvarda Benese 1128/13, 305 99 Plzei, Ceska
republika

**Attach a copy of Proposal (with budget) to **Zde pripojte kopii Navrhu (s rozpoc¢tem) k
this Study Addendum here tomuto dodatku ksmlouvé studie
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EXHIBIT B
ADVERSE EVENT REPORTING

Capital terms referred to in this Exhibit B shall
have the meaning as set out in this Agreement
or the Guideline for Good Clinical Practice of
the International Conference on Harmonization
(ICH).

1. Recording and transmission of Adverse
Event (AE) Reports

The Institution shall ensure that information on
AEs related to the Pharmaceutical Product for
which Merck is the Marketing Authorization
Holder is recorded comprehensively and in
high quality. Institution shall perform a
causality assessment of each recorded AE for
transmitting the AE to Merck.

The reports regarding Adverse Drug Reactions
(ADRs) and Serious Adverse Events (SAEs)
shall be sent in English language using the
Merck Adverse Event Reporting form for non-
interventional studies via fax or email to Merck
within 2 (two) calendar days after becoming
aware of the event.

Fax No.: XXX,
email address: XXX

Merck will perform a company medical
assessment for the purpose of signal detection
and cumulative reporting of safety information
and will also request follow-up information
from the Investigator and/or Institution as
needed.

2. Reporting of pregnancies in the Study

The Institution and/or Investigator shall inform
Merck of any pregnancy occurring in a subject
treated with the Pharmaceutical Product during
the course of the Study. The
Institution/Investigator shall ensure that the
case is followed up to the end of the pregnancy
and provide all relevant documentation and a
final report on the outcome to Merck.
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PRILOHA B
HLASENI NEZADOUCICH PRIHOD

Hlavni podminky uvedené v této Piiloze B maji
vyznam stanoveny v této Smlouvé nebo v
Pokynech pro Spravnou klinickou praxi
Mezinarodni konference o harmonizaci (ICH).

1. Zaznam a zprostiedkovani hlaseni o
nezadoucich prihodach

Zdravotnické zatizeni zajisti, aby informace o
nezadoucich  piihodach tykajicich se
Farmaceutického piipravku, jehoZ registrace je
Merck drzitelem, byly zaznamendny uplné a
kvalitné.  Zdravotnické zafizeni provede
zhodnoceni pric¢iného vztahu kazdé
zaznamenané nezadouci piihody.

Hlaseni tykajici se nezadoucich reakci (ADRS)
a zavaznych nezadoucich piihod (SAES) se
budou zasilat v angli¢tin€. spolenosti Merck
na formulafi Mercku uréeném pro hlaseni
nezadoucich pifihod (Merck Adverse Event
Reporting form) u neintervencnich studii a to
faxem nebo emailem do 2 kalendéainich dnd po
zjisténi dané ptihody.

Fax No.: XXX,
email address: XXX

Merck bude provadét medicinské hodnoceni
pro ucely detekce signalu, a souhrnné hlaseni o
bezpecnosti a bude také pozadovat follow up
tykajici bezpec€nosti od Investigatora a/nebo
Zdravotnického zatizeni, pokud bude potieba.

2. HlaSeni o téhotenstvi u pacientek ve studii
Zdravotnické zafizeni a/nebo investigator bude
po celou dobu trvani studie informovat
spoleCnost Merck 0 jakémkoli zjisténém
téhotenstvi u pacientek lécenych
farmaceutickym  pfipravkem. Zdravotnické
zafizeni /investigator zajisti, aby byl piipad
sledovan az do ukonceni téhotenstvi a poskytne
firm¢ Merck veskerou pfislusnou dokumentaci
a ZavéreCnou zpravu o vysledku.
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3. Expedited Reporting of
Adverse Drug Reactions

Merck as Marketing Authorization Holder for
the Pharmaceutical Product shall report all
Suspected Adverse Drug Reactions arising in
the Study to the Competent Authorities in
accordance with  Applicable Laws and
regulations.

Suspected

4. Signal Detection

Merck will perform regular signal detection on
the Pharmaceutical Product in its global safety
database. In case of any action arising from
such signal detection activities which is
relevant for the conduct of the Study, Merck
will inform the Institution in a timely manner.

5. Verification of Receipt of Safety Data

The Institution shall provide Merck with a
monthly list of all individual case safety reports
sent to Merck in order to verify that Merck has
received all cases. Merck will timely check the
list and request any missing cases.

6. Periodic Reports

Merck shall be responsible for compilation and
submission to competent authorities of all
periodic safety reports in accordance with
applicable laws and regulations.

7. Coding of Safety Data

Safety data received by Merck will be coded by
using the MedDRA Coding Terminology in the
Merck Safety Database.

8. Study Report

Complete data on Adverse Events shall be
collected and provided to Merck at the end of
the Study in the Final Report, and on special
request from Merck, during the course of the
Study. The safety data sets shall be provided in
an internationally accepted format which allows
integration into the global clinical database for
the Pharmaceutical Products of Merck.
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3. Urychlené hlaseni
nezadoucich piihod léciva
Merck jako drzitel registrace Farmaceutického
piipravku bude hlésit PfisluSnym autoritdm v
souladu s pfislusnymi zadkony a smérnicemi
vSechny potencialni nezéddouci piihody 1éCiva,
které se objevi ve studii.

potencialnich

4. Detekce signalu

Merck will perform regular signal detection on
the Pharmaceutical Product in its global safety
database. In case of any action arising from such
signal detection activities which is relevant for
the conduct of the Study, Merck will inform the
Institution in a timely manner.

5. Ovéreni prijeti bezpecnostnich dat
Zdravotnické zafizeni poskytne spolecnosti
Merck mési¢ni  vypis vSech jednotlivych
bezpec¢nostnich hlaseni odeslanych do spolecnosti
Merck s cilem ovérit, ze spolecnost Merck
obdrzela vSechny piipady. Spolecnost Merck
bude vcas kontrolovat seznam a vyzada jakékoli
chybéjici ptipady.

6. Periodické zpravy

Merck bude zodpovédny =za sbér vsech
periodickych hlaseni bezpecnosti a poskytnuti
téchto dat kompetentnim autoritam v souladu
S ptisluSnymi zékony a predpisy.

7. Kédovani bezpe¢nostnich dat

Spolecnost Merck, bude pouzivat mezinarodni
standardni definice pro zé&vaznost, vaznost,
terminologii MedDRA (Medical Dictionary for
Regulatory Activities) (posledni verze) pro ucely
kodovani.

8. Zprava ze studie

Kompletni data o nezadoucich ptihodach budou
shromazdéna a poskytnuta spolecnosti Merck na
konci Klinického hodnoceni v Zavérecné zprave a
na zvlastni pozadavek spole¢nosti Merck v
pribéhu  klinického  hodnoceni.  Soubory
bezpe¢nostnich dat  budou poskytnuty v
mezinarodné piijatelném formatu, ktery umozni
integraci do globalnich klinickych databazi pro
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farmaceutické piipravky spole¢nosti Merck.
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