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CLINICAL STUDY AGREEMENT
between
inVentiv Health Clinical UK Ltd
and
Nemocnice Na Bulovce

Pfizer Protocol # B9991009

This Clinical Study Agreement (“Agreement”)
between

inVentiv Health Clinical UK Ltd, with a place
of business at Thames House, 17-19 Marlow
Road, Maidenhead, Berkshire, SL6 7AA, UK,
together with any Affiliate (“CRO”)

and

Nemocnice Na Bulovce, with a place of
business at Budinova 67/2, 180 81, Praha 8,
Czech Republic, Identification No.: 00064211,
VAT No.: CZ00064211. Represented by MUDr.
Toma$ PodleSak, deputy for medical and
preventive care, based on its authorization
(“Institution™),

when signed by all parties, is effective as of

Pfizer Inc. (“Pfizer”) wishes to sponsor a
clinical study entitled *“A PHASE 3,
MULTICENTER, RANDOMIZED, OPEN-
LABEL STUDY OF AVELUMAB
(MSB0010718C) ALONE OR IN
COMBINATION WITH PEGYLATED
LIPOSOMAL DOXORUBICIN VERSUS

PEGYLATED LIPOSOMAL
DOXORUBICIN ALONE IN PATIENTS
WITH PLATINUM-
RESISTANT/REFRACTORY  OVARIAN

CANCER” (“Study”) to be conducted by

(“Principal Investigator”) at Institution under
the  Pfizer  protocol identified above
(“Protocol™). Pfizer has  delegated

SMLOUVA O KLINICKEM HODNOCENI
mezi
inVentiv Health Clinical UK Ltd
a
Nemocnice Na Bulovce

Protokol spole¢nosti Pfizer ¢. B9991009

Tato Smlouva o klinickém hodnoceni (dale jen
»Smlouva“) mezi

inVentiv Health Clinical UK Ltd, se sidlem na
adrese Thames House, 17-19 Marlow Road,
Maidenhead, Berkshire, SL6 7AA, Spojené
kralovstvi, spolecné s jakoukoli jeji pridruzenou
spole¢nosti (dale jen ,,CRO")

a

Nemocnice Na Bulovce, se sidlem na adrese
Budinova 67/2, 180 81, Praha 8, Ceska
republika, IC.: 00064211, DIC: CZ00064211.
Zastoupend MUDr. TomaSem PodleSakem,
naméstkem pro léCebné preventivni péci, na
zakladé povéfeni (dale jen ,,zdravotnicke
zarizeni®),

nabyva po podpisu vSemi stranami ucinnosti k

Spole¢nost Pfizer Inc. (dale jen ,spolecnost
Pfizer*) ma& v Umyslu se stat zadavatelem

klinického hodnoceni S nazvem
,,RANDOMIZOVANA,

MULTICENTRICKA, OTEVRENA
STUDIE FAZE 3 AVELUMABU

(MSB0010718C) SAMOTNEHO NEBO V
KOMBINACI S PEGYLOVANYM
LIPOZOMALNIM DOXORUBICINEM
PROTI SAMOTNEMU PEGYLOVANEMU
LIPOZOMALNIMU DOXORUBICINU U
PACIENTEK S RAKOVINOU
VAJECNIKU
REZISTENTNi/REFRAKTERNI{ VUCI
PLATINE" (dale jen ,klinické hodnoceni®),
které povede
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responsibility for management of this Study,
including contracting and Study monitoring, to
CRO, and has authorized CRO to bind Pfizer to
all  commitments within this Agreement
identified as belonging to Pfizer. There is a
separate agreement between CRO and the
Principal Investigator relating to the Study (see
Section 1.3 below).

Study will be performed based on approval of
the State Institute for Drug Control issued on 16
September 2016, reference number:
sukls130794/2016, Approval of Multi-centric
Ethics Committee of Fakultni nemocnice
Ostrava issued on 1 September 2016, reference
number: 418/2016 and approval of Local Ethics
Committee of the Institution issued on 28 June
2016, reference number: 28.6.2016/597 which
are parts of this Agreement as Attachment
Letter E, Fand G.

The parties agree as follows:

1. Responsibilities

1.1 Investigators and Study team.
The Study will be conducted by
Institution’s Principal
Investigator. Institution  will
ensure that individuals who assist
in the conduct of the Study as
sub-investigators or Study team
who are employees or contractors
of Institution are appropriately
trained and qualified.

1.2 Compliance Obligations.
Institution is responsible to CRO
and Pfizer for compliance by all
Study  personnel who are

B (ale jen hlavni zkousejici*) ve
zdravotnickém zafizeni podle vySe urceného
protokolu  spolecnosti  Pfizer (ddle jen
»protokol).  Spole¢nost Pfizer delegovala
odpovédnost za fizeni tohoto Klinického
hodnoceni, v¢etné uzavirani smluv a
monitorovani klinického hodnoceni, na CRO a
zmocnila CRO zavazovat spole¢nost Pfizer k
plnéni veskerych zavazka v tohoto smlouve, o
kterych je urceno, ze nalezi spole¢nosti Pfizer.
Mezi CRO a hlavnim zkouSejicim existuje
ohledn¢  tohoto  klinického  hodnoceni
samostatna smlouva (viz ¢lanek 1.3 niZe).

Klinické hodnoceni bude provedeno na zakladé
povoleni Statniho ustavu pro kontrolu 1écCiv,
vydaného dne 16. =zari 2016 pod ¢,j.
sukls130794/2016, souhlasu Multicentrické
etické komise Fakultni nemocnice Ostrava
vydaného dne 1. zai¥i 2016, pod ¢.j. 418/2016 a
souhlasu Etické komise zdravotnického zafizeni
vydaného dne 28. ¢&ervna 2016, pod ¢.j.
28.6.2016/597, které tvofi prilohu pismeno E, F
a G této smlouvy.

Strany se dohodly na nasledujicim:

1. Povinnosti
1.1 ZkouSejici a studijni tym.
Klinické  hodnoceni  povede

hlavni zkouSejici zdravotnického
zafizeni. Zdravotnické zafizeni
zajisti, Ze jednotlivci, ktefi budou
spolupracovat  pii  provadéni
klinického hodnoceni jakoZto
podiizeni zkouSejici a studijni
tym a ktefi jsou zaméstnanci
nebo dodavateli zdravotnického
zafizeni, jsou nalezité vySkoleni
a kvalifikovani.

1.2 Zavazky ohledné dodrzovani
predpisti. Zdravotnické zafizeni
odpovidd CRO a spolecnosti

Pfizer za to, ze vSichni
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1.3

Institution employees or
contractors with the terms of this
Agreement and International
Conference on Harmonization
Good Clinical Practice (ICH
GCP) gquidelines, as well as
applicable law, regulations, and

governmental guidance,
including namely Act No.
378/2007 Coll. on
Pharmaceuticals, as amended
(“Pharmaceuticals Law™),
Regulation of the Ministry of
Health and  Ministry  of

Agriculture No. 226/2008 Coll.
on Good Clinical Practice and
Specific Terms for Clinical Trials
of Pharmaceuticals, as amended,
Regulation of the Ministry of
Health and  Ministry  of
Agriculture No. 86/2008 Coll. on
Good Laboratory  Practice
concerning Pharmaceuticals, as
amended, Regulation of the
Ministry of Health and Ministry
of Agriculture No. 84/2008 Coll.,
on Good Pharmaceutical
Practice, Conditions for Disposal
of  Pharmaceuticals  within
Pharmacies, Health Institutions
and other Institutions dispensing
Pharmaceuticals, and Act No.
372/2011 Coll. on Medical
Services and conditions for their
provision, as amended.
Institution will provide
appropriate oversight of Principal
Investigator’s activities within
the Institution.

Agreement between CRO and
Principal Investigator.  Study

1.3

pracovnici  podilejici se na
klinickém hodnoceni, ktefi jsou
zameéstnanci zdravotnického
zafizeni nebo jejimi dodavateli,
budou dodrZzovat podminky této
smlouvy, pokyny pro spravnou
klinickou praxi  Mezinarodni
konference pro  harmonizaci
(ICH GCP) a pftislusné zakony,
nafizeni a vladni pokyny, a to
zejména zakon
¢. 378/2007 Sh., o 1é¢ivech,

Vv platném znéni (déle jen ,,zdkon

0 1é¢ivech®), vyhlasku
Ministerstva  zdravotnictvi a
Ministerstva zemedelstvi
¢. 226/2008 Sh., 0 sprévne
klinické  praxi a  blizsich
podminkach klinického
hodnoceni léCivych piipravkl, v
platném znéni, vyhlasku
Ministerstva  zdravotnictvi a
Ministerstva zemé&délstvi

¢. 86/2008 Sb., o stanoveni zasad
spravne laboratorni praxe
Vv oblasti 1éCiv, v platném znéni,

vyhl&sku Ministerstva
zdravotnictvi a  Ministerstva
zem&d¢€lstvi €. 84/2008  Sh.,
ospravné  lékarenské  praxi,

vV

blizSich podminkach zachazeni
S 1éCivy v lékarnach,
zdravotnickych  zafizenich a
u dalsich provozovatela a
zafizeni  vydavajicich  1éCivé
pripravky a zékon
¢.372/2011 Sh., o zdravotnich
sluzbach a podminkéach jejich
poskytovani, Vv platném znéni.
Zdravotnické  zafizeni  zajisti
odpovidajici dohled nad ¢innosti
hlavniho zkouSejiciho v ramci
zdravotnického zafizeni.

Smlouva mezi CRO a hlavnim
zkouSejicim. Uprava vedeni
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14

conduct by Principal Investigator
and  Principal  Investigator’s
associated obligations to CRO
and Pfizer are documented in a
separate  agreement  between
CRO and Principal Investigator.
Institution confirms that it is
aware of this separate agreement.
Institution further confirms that it
has received a copy of that
agreement (either with or without
inclusion of the Study Budget
attachment) or has  been
otherwise satisfactorily informed
as to Principal Investigator’s
Study-related rights and
responsibilities.

Division of Responsibilities.
Institution, as the employer of the
Principal Investigator, hereby
grants its express consent to the
Principal Investigator’s
participation in  the  Study
according to the separate
Agreement and for compensation
agreed with CRO and Pfizer
according to Section 304(1) of
Act No. 262/2006 Coll., Labor
Code, as amended. Institution
may not reassign the conduct of
the Study to a different Principal
Investigator without prior written
authorization from CRO.
Institution and Principal
Investigator will determine the
division  of  responsibilities
between Institution and Principal
Investigator for Study-related
activities  required by the
Protocol or identified in this
Agreement or the agreement
between CRO and Principal
Investigator. However, Principal

14

klinického hodnoceni hlavnim
zkousejicim a souvisejici
zavazky hlavniho zkousejiciho
vuci CRO a spolecnosti Pfizer
jsou uvedeny v samostatné
smlouvé mezi CRO a hlavnim
zkousejicim. Zdravotnické
zafizeni potvrzuje, Ze si je
védoma této samostatné
smlouvy. Zdravotnické zafizeni
dale potvrzuje, Ze obdrzela kopii
uvedené¢ smlouvy (at jiz s
ptilohou Rozpocétu klinického
hodnoceni, anebo bez ni) nebo
byla jinym dostatecnym
zpusobem informovana 0
pravech a povinnostech hlavniho
zkouSejiciho  souvisejicich  se
studii.

Rozdéleni povinnosti.
Zdravotnické  zafizeni  jako
zaméstnavatel hlavniho

zkouSejictho  timto  udéluje
hlavnimu zkousejicimu vyslovny
souhlas s jeho ucasti na
klinickém  hodnoceni  podle
samostatné smlouvy a to za
odménu dohodnutou s CRO a
spolecnosti Pfizer podle
§ 304 odst. 1 zakona
¢. 262/2006 Sh., zakoniku prace,
v platném znéni. Zdravotnicke
zafizeni nesmi povéfit vedenim
klinického  hodnoceni  jiného
Hlavniho  zkouSejiciho  bez
pfedchoziho pisemného souhlasu
CRO. Hlavni zkouSejici a
zdravotnické zatizeni urci
rozdéleni povinnosti mezi
zdravotnické zafizeni a hlavniho
zkousSejiciho u ¢innosti tykajicich
se klinického hodnoceni, které
vyZzaduje protokol nebo které
jsou stanoveny v této smlouvé
nebo ve smlouvé mezi CRO a
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1.5

Investigator will, at minimum,
assume all those responsibilities
assigned to principal
investigators by the relevant
regulations governing the
conduct of clinical investigations.
Institution  further agrees to
cooperate with CRO or Pfizer if
needed to help resolve any issues
relating to compliance by
Principal Investigator  with
his/her Study-related
responsibilities.

Pfizer GCP Training. Prior to
enrollment of any Study Subjects
(as defined in Section 4, Subject
Enroliment), Principal
Investigator and any  sub-
investigators will complete the
Pfizer-provided Good Clinical
Practice training course (“Pfizer
GCP  Training”). Any
investigators who later join the
Study will complete the Pfizer
GCP Training before performing
Study-related duties. For studies
of applicable duration, Principal
Investigator and sub-
investigators will complete Pfizer
GCP Training every three years
during the term of the Study, or
more often if there are significant
changes to the ICH GCP
guidelines or course materials.

2. Funding. CRO will provide funding to

1.5

Financovani. CRO

hlavnim zkou$ejicim.  Hlavni
zkouSejici  vSak  bude  mit
pfinejmensim ty povinnosti, které
hlavhim  zkouSejicim  ukladaji
ptislusné pravni predpisy
upravujici  vedeni  klinickych
vyzkumu. Zdravotnické zatizeni
dale souhlasi, Ze bude v ptipadé
potfeby spolupracovat s CRO a
spolecnosti Pfizer na vyfeSeni
jakychkoli zéleZitosti, které se
tykaji plnéni povinnosti hlavniho
zkousejiciho v ramci klinického
hodnoceni.

Skoleni spole¢nosti Pfizer o
spravné Klinické praxi (GCP).
Pfed tim, nez dojde k zatfazeni
subjektti  Kklinického hodnoceni
(definovaném v  c¢lanku 4,
Zatazeni subjektll) absolvuji
hlavni zkouSejici zdravotnického
zafizeni a vSichni podfizeni
zkouSejici  Skoleni  spravné
klinické praxe poskytnuté
spolecnosti  Pfizer (dale jen
»Skoleni ~GCP  spolecnosti
Pfizer”).  VSichni zkousejici,
kteti se do klinického hodnoceni
zapoji pozd¢ji, absolvuji Skoleni
GCP spolecnosti Pfizer pred tim,
nez zacnou vykondvat povinnosti
souvisejici S Klinickym
hodnocenim. U klinickych
hodnoceni  odpovidajici  délky
trvani absolvuji hlavni zkouSejici
a vSichni podfizeni zkousejici
Skoleni GCP spolecnosti Pfizer
kazd¢ tfi roky po dobu trvani
klinického hodnoceni nebo i
Castéji, jestlize dojde
K vyznamnym zménam %
pokynech ICH GCP nebo v
materidlech kurzu.

poskytne
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Institution as  compensation  for
Institution’s services and the use of
Institution’s facilities for the Study as
delineated in Attachment A, Study
Budget and Payment Terms, and subject
to the terms specified in that
Attachment. CRO will provide funding
to the Principal Investigator and Study
Team as compensation for Principal
Investigator’s and Study Team’s Study
conduct activities under the agreement
between CRO and Principal Investigator.
The Institution hereby consents to
providing the Ethics Committee of the
Institution and the Ethics Committee for
a multi-center study with this Agreement
in substantiation of the Study conditions
in accordance with the Pharmaceuticals
Law.

2.1 Investigator Meetings.  If any
Study  personnel who are
Institution employees or
contractors are required to attend
investigator meetings for this
Study, CRO will arrange and pay
directly  for travel and
accommodation and will cover
the reasonable costs of meals in
connection with those meetings,
but does not provide
compensation for such
attendance. If the Institution is
required to  authorize the
attendance of Principal
Investigator at such meetings,
then this authorization shall not be
unreasonably withheld or delayed.

2.2  Disclosure by Pfizer. In the
interest of transparency relating
to its  relationships  with

zdravotnickému zafizeni financovani
jako Uhradu za poskytovani sluzeb ze
strany zdravotnického =zafizeni a za
vyuzivani  zafizeni  zdravotnického
zafizeni pro Gcely Kklinického hodnoceni
tak, jak je to vymezeno v piiloze A,
Rozpocet  klinického hodnoceni a
platebni podminky, a podle podminek
stanovenych v této pfiloze. =~ CRO
poskytne financovani hlavnimu
zkouSejicimu a studijnimu tymu jako
uhradu za ¢innosti hlavniho zkousejiciho
a studijniho tymu pfti vedeni Kklinického
hodnoceni podle smlouvy mezi CRO a
hlavnim  zkousejicim., Zdravotnické
zafizeni timto souhlasi s poskytnutim
této smlouvy etické komisi
zdravotnického zatizeni a etické komisi
pro multicentricka klinickd hodnoceni
pro zdivodnéni podminek Klinického
hodnoceni v souladu se zdkonem o
1é¢ivech.

2.1  Schtzky zkousejicich. Pokud se
pracovnici  podilejici se na
klinickém hodnoceni, ktefi jsou
zaméstnanci nebo dodavatelé
zdravotnického zafizeni, musi
zucCastnit schizek zkousejicich
pro toto klinické hodnoceni,
CRO zafidi a pfimo uhradi
dopravu a ubytovani a pokryje
pfiméfené ndklady na stravovani
v souvislosti s t€émito schiizkami,
nebude vSak za takovou ucast
poskytovat odménu. Pokud
zdravotnické  zafizeni — musi

schvalit ucast hlavniho
zkousejiciho na téchto
schuzkach, nebude toto schvaleni
nepiimérenym zpusobem

odmitano nebo odkladano.

2.2 Zvetejnéni informaci spolecnosti
Pfizer. 'V zajmu transparence
svych finan¢nich vztahti se
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investigators and study sites or to
ensure compliance with
applicable local law, Pfizer may
publicly disclose the support it
provides under this Agreement.
Such a disclosure by Pfizer may
identify both the Institution and
the Principal Investigator, but
will clearly differentiate between
payments or other transfers of
value to institutions and those
made to individuals.

3. Protocol. Institution will perform Study- 3.
related activities in accordance with the
Protocol, including, but not limited to,
adverse event reporting.

3.1 Amendments. The Institution
agrees that the Protocol may be
modified only by a written
amendment, approved by Pfizer,
the Principal Investigator, and
the responsible IRB/IEC and
SUKL (“Amendment”) except,
as described in the Protocol, for
emergency changes necessary to
protect the safety of the Study
Subjects (as defined in Section 4,
Subject Enrollment). If it is
necessary to deviate from the
Protocol on an emergency basis
for the safety of the Study
Subjects currently under
treatment, Principal Investigator
will notify CRO and/or Pfizer
and the responsible Ethics
Committee and SUKL (as
applicable) as soon as practicable
but, in any event, no later than
one working day after the change
is made. No such change made
for the safety of Study Subjects

zkouSejicimi  a  zkouSejicimi
pracovisti, nebo z davodu
zajisténi dodrzovani ptislusnych
mistnich  pravnich  pfedpisi,
muze spolecnost Pfizer zvetejnit
finan¢ni podporu, kterou podle
této smlouvy poskytuje. Takové
zvefejnéni  spoleCnosti  Pfizer
muze identifikovat jak
zdravotnické zafizeni, tak i
hlavniho zkousejiciho, ale bude
zireteln€ rozliSovat mezi platbami
a jinymi ptevody hodnot, jeZ jsou
poukazany institucim, a témi, jez
jsou poukazany jednotlivctim.

Protokol. Zdravotnické zafizeni bude
provadét ¢innosti souvisejici s klinickym
hodnocenim v souladu s protokolem,
zejména hlaseni nezddoucich ptihod.

3.1 Dodatky. Zdravotnické zatizeni
souhlasi s tim, Ze protokol lze
zménit pouze pisemnym
dodatkem schvalenym
spolecnosti ~ Pfizer,  hlavnim
zkousejicim, odpovédnou etickou
komisi a SUKL (dale jen
,,dodatek*), S vyjimkou
naléhavych zmén nezbytnych z
diivodu  ochrany bezpecnosti
subjekta  klinickeho hodnoceni
(definovanych v ¢lanku 4,
Zatazeni subjektl) tak, jak jsou
popsany v protokolu. Je-li
nezbytné  odchylit se od
protokolu z naléhavych divodi
tykajicich se bezpecnosti
subjektt  klinického hodnoceni,
které pravé podstupuji 1écbu,
uvédomi o tom hlavni zkouSejici
CRO nebo spolecnost Pfizer a
odpovédnou etickou komisi a
SUKL (podle toho, co pfipada v
uvahu) co mozna nejdiive, ale v
zddném piipadé ne pozdéji nez
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currently under treatment will be
applied to any future Study
Subjects unless it is approved by
Pfizer and the responsible Ethics
Committee and SUKL (as
applicable) and documented in a
written Protocol Amendment.

3.2 No Additional Research. No
additional research may be
conducted on Study Subjects (as
defined in Section 4, Subject
Enrollment) during the conduct
of the Study or on biological
samples collected during the
conduct of the Study unless it is
approved by  Pfizer and
documented as an Amendment to
the Protocol or made subject to
mutually agreeable terms
otherwise documented by the
parties.

Subject Enrollment.  Institution has
agreed through Principal Investigator to
enroll qualified Study participants during
the Pfizer-specified enrollment period,
unless CRO, wupon Pfizer’s prior
instructions, modifies the enrollment
period by written notice. A qualified
participant is one who meets all Protocol
criteria for inclusion in the Study
(“Study Subject”).

41 Multi-Center _ Studies. CRO,

jeden pracovni den po provedeni
zmény. Zadna takovd zména
provedena z divodu bezpecnosti
subjektia klinického hodnoceni,
které pravé podstupuji 1éCbu, se
nebude vztahovat na Zz&dné
budouci  subjekty  klinického
hodnoceni, pokud nebude
schvélena spolecnosti Pfizer a
odpovédnou etickou komisi a
SUKL (podle toho, co pfipada
vuvahu) a doloZzena jako
pisemny dodatek k protokolu

3.2  Zadny daldi vyzkum. Na
subjektech klinickeho hodnoceni
(definovanych v ¢lanku 4,
Zatazeni subjektl) nebo na
biologickych vzorcich
odebranych v prubéhu klinického
hodnoceni nesmi byt v prib¢hu
klinického hodnoceni provadén
zadny dalSi vyzkum, pokud to
neni schvaleno spolecnosti Pfizer
a dolozeno jako dodatek Kk
protokolu nebo ucinéno za
vzajemné piijatelnych podminek
zaznamenanych stranami jinym
zpisobem.

Zarazeni subjekti. Zdravotnické zatizeni
prostiednictvim hlavniho zkousejiciho
souhlasilo  zapsat do  klinického
hodnoceni zpusobilé ucastniky
klinického hodnoceni béhem obdobi
zafazovani  stanoven¢ho  spole¢nosti
Pfizer, pokud CRO neupravi obdobi
zafazovani pisemnym oznamenim na
zaklad¢ predchozich pokynl spolecnosti
Pfizer. ZpuGsobily ucastnik je osoba,
kterd spliiuje vSechna kritéria protokolu
pro zahrnuti do klinického hodnoceni
(dale  jen »subjekt  klinického
hodnoceni®).

4.1 Multicentricka klinicka
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upon Pfizer’s prior instructions,
may end  Study  Subject
enrollment early if the total
enrollment needed for a multi-
center study has been achieved
before the end of the enrollment
period for this Study.

5. Study Conduct

5.1

5.2

5.3

Charging Study Subjects.
Institution will not charge a
Study Subject or third-party

payer for Investigational Drug
(see Section 8, Investigational
Drug) or for any services
reimbursed by CRO under this
Agreement or the agreement
between CRO and Principal
Investigator.

Safety Measures and Serious
Breaches. Institution will inform
CRO immediately (directly or
through Principal Investigator) of
(@) any urgent safety measures
taken by Principal Investigator to
protect Study Subjects against
immediate hazard and (b) any
serious breaches of the Protocol
or of ICH GCP guidelines of
which Institution becomes aware.

Insurance. The
by signing this
confirms that the

Institution’s
Institution,
Agreement,

hodnoceni. CRO muze na
zékladé¢ ptredchozich pokyni
spolecnosti  Pfizer piedcasné
ukoncit obdobi zépisu subjekth
klinického hodnoceni, jestlize byl

dosazen celkovy pocet
zafazenych  potfebnych  pro
multicentricke Klinické

hodnoceni pfed koncem obdobi
zafazovani pro toto Kklinicke
hodnoceni.

5. Provadéni klinického hodnoceni

5.1

5.2

5.3

Uctovani _poplatki subjektim
klinického hodnoceni.
Zdravotnické zafizeni nebude za
hodnoceny 1¢ék (viz clanek 8,
Hodnoceny 1ék) ani za jiné
sluzby, které hradi CRO podle
této smlouvy nebo podle
smlouvy mezi CRO a hlavnim
zkousejicim, nic uctovat
subjektum Klinického hodnoceni
ani platclim tfeti strany.

Bezpecnostni opatieni a zdvazna
poruseni pravidel. Zdravotnické
zafizeni bude (pfimo  ¢i
prostiednictvim hlavniho
zkousejiciho) neprodlené
informovat CRO (a) v pfipadé
jakéhokoli urgentniho
bezpecnostniho opatieni, které
hlavni  zkouSejici pouZije za
ucelem ochrany subjekta
klinického  hodnoceni  proti
okamzitému riziku a (b) v
pfipad¢ jakéhokoli zavazného
poruseni protokolu nebo pokyni
ICH GCP, o kterych se
zdravotnické zatizeni dozvi.

Pojisténi zdravotnickéeho
zatizeni. Podpisem této smlouvy
zdravotnické zafizeni potvrzuje,
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Institution, the facility in which
the Study will be conducted,
itself and its employees through
the Institution who will conduct
the Study are covered by valid
and sufficient insurance of
liability for damage caused by
provision of  health care
according to applicable legal
regulations.

6. Data Protection and FDA Financial

Disclosure

6.1

Personal Data. Personal data is
any information from which it is
possible to identify an individual.
Personal data that concerns
health information is sensitive
personal data.  Personal data
collected in association with the
Study will include personal data
relating to  the  Principal
Investigator,  sub-investigators,
Study team, third parties, and
possibly Study Subjects (which
could include sensitive personal
data) (collectively “Personal
Data”). Such Personal Data may
be subject to specific legislation
relating to its processing, storage,
transfer and use. Institution will
comply with all relevant laws
relating to the protection and use
of Personal Data and data
privacy, namely Act No.
101/2000 Coll. on Protection of
Personal Data, as amended,
(“Data Act”), in its Study-related
activities. Institution will take all
appropriate technical and
organizational  measures  to
prevent damage to, or disclosure,
unauthorized or unlawful
processing, or accidental loss or

Zze zdravotnické zafizeni, ve
kterém bude klinické hodnoceni
vedeno, a jeho prostiednictvim i
zaméstnanci,  ktefi  Klinické
hodnoceni povedou, maji platné

a dostatecné pojisténi
odpovédnosti za Skody
zpusobené poskytovanim

zdravotni péce podle ptislusnych
pravnich predpist.

6. Ochrana 1daju a sdélovani finanénich

informaci FDA

6.1

Osobni udaje. Osobnimi Gdaji se
rozumi veSkeré informace, ze
kterych je mozné identifikovat
jednotlivce. Osobni Gdaje, které
se tykaji zdravotnich informaci,
jsou citlive osobni udaje. Osobni
udaje shroméazdéné ve spojeni s
klinickym hodnocenim budou
zahrnovat osobni Udaje tykajici
se hlavniho zkousejiciho,
podtizenych zkousejicich,
studijniho tymu, tietich stran a
eventualné¢ subjektt klinického
hodnoceni  (které by mohly
obsahovat citlivé osobni Udaje)
(spole¢né¢ dale jen ,,0so0bni
Udaje*). Takovéto osobni udaje

mohou  podléhat  zvlaStnim
pravnim piedpisim tykajicich se
jejich  zpracovani, ulozZeni,
prenosu a

pouzivani. Zdravotnické zafizeni
bude pfi ¢innostech souvisejicich
S klinickym hodnocenim
dodrzovat vSechny  pfislusné
zakony tykajici se ochrany a
pouzivani osobnich udaji a
utajeni udajii, zejména zakon
¢. 101/2000 Sh., 0 ochrané
osobnich tdaja, v platném znéni
(dale jen ,zadkon o ochrané
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6.2

6.3

destruction of such Personal
Data. CRO and Pfizer will take
appropriate measures to protect
the confidentiality and security of
all Personal Data that they
receive in connection with the
Study.

Use by CRO and
Pfizer. Personal Data will be
processed and used for the
purposes of administration of this
Agreement and in connection
with the Study. Information
relating to  the  Principal
Investigator,  sub-investigators,
and Study team will be held on
one or more databases for the
purpose of determining their
involvement in future research
and in order to comply with any
regulatory requirements.

Financial Disclosure. Where the
Study is deemed by Pfizer to be a
“covered study” for the purpose
of the United States Food and
Drug Administration regulation
entitled “Financial Disclosure by
Clinical  Investigators”  (the
“FDA Regulation”), Institution
will ensure that any sub-
investigator engaged in the Study
who is an Institution employee or
contractor agrees to disclose to
CRO and Pfizer all relevant
financial and other information
(including details of equity

6.2

6.3

udaju). Zdravotnické zafizeni
piijme veskera technicka a
organiza¢ni opatfent, aby
zabranila neopravnénému nebo
nezakonnému zpracovani,
nahodné ztraté, =zniceni nebo
poskozeni ¢i prozrazeni
takovychto osobnich
udajii. CRO a spolecnost Pfizer
piijmou pfisluSna opatieni, aby
ochréanily divérnost a bezpecnost
veskerych osobnich udajt, které
obdrzi v souvislosti s klinickym
hodnocenim.

Pouzivani  udaji  spolecnosti
Pfizer a CRO. Osobni udaje
budou zpracovavany a pouzivany
pro ucely administrace této
smlouvy a Vv souvislosti s

klinickym hodnocenim.
Informace tykajici se hlavniho
zkousejiciho, podiizenych

zkouSejicich a studijniho tymu
budou vedeny v jedné nebo vice
databazich za tucelem zjiSténi
moznosti  jejich  zapojeni do
budouciho vyzkumu a z divodu
vyhovéni  v8em  zdkonnym
pozadavkim.

Sdélovani financnich udaji. V
ptipadech, kdy spole¢nost Pfizer
shledd, Zze se na Kklinické
hodnoceni  vztahuje nafizeni
amerického Utadu pro kontrolu
potravin a 1é¢iv  (,,FDA®)
nazvané ,,Sdélovani financnich
informaci zkousejicimi %
klinickém vyzkumu®“ (dale jen
Lnafizeni FDA"), zdravotnické
zafizeni zajisti souhlas vSech

podiizenych zkousejicich
podilejicich se na klinickém
hodnoceni, ktefti jsou

zameéstnanci nebo  dodavateli
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6.4

7. Informed

interests in Pfizer or any of its
affiliates) relating to the sub-
investigators (and, where
relevant, spouse and dependents
of sub-investigator) as required
by CRO to enable Pfizer to
comply  with the FDA
Regulation.

Disclosure and Transfer. Some
of the Personal Data discussed in
this Section 6 may be disclosed
or transferred to other members
of the CRO or Pfizer group of
companies, to representatives and
contractors working on behalf of
the CRO or Pfizer group, and to
regulatory authorities across the
world. CRO/Pfizer is aware of
the necessity to protect Personal
Data in the context of contractual
clauses and undertakes to ensure
such protection. The Institution
will ensure that all necessary
consents are in place to comply
with the provisions of this
Section 6 with respect to any
affected employees or
contractors of Institution.

Consent and Subiject

Recruitment.

7.1

Informed Consent.  Institution
will cooperate with Principal

6.4

zdravotnickeho  zafizeni, se
sdélovanim veskerych
pfislusnych financ¢nich a dalSich
informaci CRO a spolecnosti
Pfizer (vCetné¢ informaci o0
majetkovych podilech ve
spolecnosti Pfizer nebo jejich
piidruzenych spolec¢nostech) ve
vztahu k podiizenym
zkouSejicim (a v relevantnich
pfipadech také ve vztahu k
manzelim, manzelkam a
zavislym osobam podfizenych
zkousejicich), jak to vyzaduje
CRO, aby umoznili spolec¢nosti
Pfizer splnit pozadavky natizeni
FDA.

Sdélovani a ptrenos. Nekteré
osobni udaje, jimiz se zabyva
tento cClanek 6, mohou byt
sdéleny nebo predany jinym
¢lenim CRO nebo skupiny
spolecnosti Pfizer, zastupctim a
dodavatelim pracujicim jménem
CRO nebo skupiny Pfizer a
kontrolnim ufadim po celém
sveété. CRO/spoleCnost Pfizer si
jsou védomi nutnosti zajisténi
ochrany osobnich udaji v ramci
smluvnich doloZek a zavazuji se
tuto ochranu zajistit.
Zdravotnické  zatizeni  zajisti
ziskani veSkerych nezbytnych
souhlasti, aby bylo vyhovéno
ujednanim tohoto c¢lanku 6 ve
vztahu ke vSem dotéenym
zaméstnancim nebo
dodavatelim zdravotnického
zafizeni.

Informovany souhlas a ndbor subjektt.

7.1

souhlas.
zafizeni ve

Informovany
Zdravotnické
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7.2

Investigator to ensure that a
written informed consent s
obtained for each Study Subject
and that a signed original of that
consent is maintained in that
Study Subject’s record. CRO
and/or Pfizer will provide a
template  informed  consent
document for the Study which
has been approved by the IEC
and SUKL. Institution and
Principal Investigator must not
make any changes to this
document without the prior
written approval of the CRO or
Pfizer (including any revisions
made during the course of the
Study) before the revised
informed consent document is
used. The Institution must not
recruit potential Study Subjects
to participate in the Study,
commence the research covered
under this Agreement, or
administer the Investigational
Drug (as defined below) to the
Study Subjects unless and until a
valid informed consent has been
obtained from each Study
Subject through Principal
Investigator.

Subject Recruitment. Institution
will cooperate with Principal
Investigator to provide CRO an
opportunity to review and
approve the content of any Study
recruitment materials directed to
potential Study Subjects before
such materials are used. This
requirement applies to all such
materials, regardless of medium.

7.2

spolupraci s hlavnim zkousejicim
zajisti, Zze od kazdého subjektu
klinického  hodnoceni  bude
ziskan informovany souhlas, a Ze
podepsany  original ~ tohoto
souhlasu  bude ulozen v
zaznamech pfislusného subjektu
klinického hodnoceni. CRO
nebo spole¢nost Pfizer poskytne
piedlohu dokumentu
informovaného  souhlasu  pro
klinické hodnoceni, ktera byla
schvédlena nezavislou EK a
SUKL. Zdravotnické zafizeni
ani  hlavni  zkouSejici nesmi
vtomto dokumentu provadét
zadné zmény aniz by obdrzeli
piedchozi pisemny souhlas CRO
nebo spolecnosti Pfizer piedtim,
nez upraveny dokument
informovaného souhlasu pouZiji
(véetné jakychkoli uprav
provedenych b&éhem klinického
hodnoceni). Zdravotnické
zafizeni nesmi provadét nabor
potencialnich subjektu Klinického
hodnoceni pro ucast v klinickém
hodnoceni, zahgjit vyzkum, na
ktery se vztahuje tato smlouva,
nebo podat hodnoceny lék (tak,
jak je definovéan nizZe) subjektim
klinického hodnoceni, dokud
hlavni zkouSejici neziskal platny
informovany souhlas od kazdého
subjektu klinického hodnoceni.

Nébor subjekti.  Zdravotnické
zatizeni ve spolupraci s hlavnim
zkouSejicim  poskytne  CRO
prilezitost provéefit a schvalit
obsah  veSkerych  materiala
tykajicich  se  naboru do
klinickeho hodnoceni
zam&fenych ~ na  potencialni
subjekty klinického hodnoceni
pied tim, nez tyto materialy
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7.3  Adverse Events. Institution will
ensure, through Principal
Investigator, reporting of adverse
events experienced by Study
Subjects in accordance with
instructions in the Protocol and
applicable regulations. This
includes, where required, prompt
reporting by telephone or
facsimile to CRO and Pfizer.
Accordingly, CRO and/or Pfizer
will, so far as is lawful, have full
responsibility for the reporting of
all adverse events to local and
international regulatory and/or
health authorities.

Investigational Drug. CRO will arrange
for Institution and |G
I o rcceive, at no
charge, sufficient quantities of the Pfizer
product that is being studied (“Pfizer
Drug”) to conduct the Study. Unless
otherwise indicated in Attachment A
(Study Budget and Payment Terms),
CRO will also arrange for Institution and

to
receive at no charge, or will cover the
costs of, any other Protocol-required
drugs (e.g., placebo, comparator drug,
concomitant drug). Any other Protocol-
required drug that CRO or Pfizer
provides or covers the cost of is, together
with the Pfizer Drug, considered
"Investigational Drug". The
Investigational Drug shall be supplied to
Institution’s pharmacy. Institution hereby
undertakes to ensure that the
Investigational Drug be stored separately

pouzije. Tento pozadavek se
vztahuje na veSkeré takové
materialy bez ohledu na médium.

7.3  Nezadouci piihody. Zdravotnické
zafizeni, prostiednictvim
hlavniho  zkouSejiciho  zajisti
hlaSeni neZzadoucich ptihod, které
se u subjektd  Klinického
hodnoceni vyskytnou, v souladu
s pokyny uvedenymi v protokolu
a platnych ptfedpisech. Kde je to
vyZadovano, hlaSeni zahrnuje
bezodkladné hlaseni CRO a
spolecnosti  Pfizer telefonicky
nebo faxem. Vtomto ohledu
ponese CRO nebo spolecnost
Pfizer v zdkonem daném rozsahu
plnou odpovédnost za hlaseni
jakychkoli nezadoucich ptihod
mistnim a mezinarodnim
kontrolnim ¢i zdravotnim
uradim.

Hodnoceny 1ék.  CRO zatidi, aby

zdravotnické zafizeni a
bezplatné

obdrZeli dostatecné mnozstvi vyrobku
spole¢nosti Pfizer, ktery je predmétem
hodnoceni, (,,lék spole¢nosti Pfizer"),
aby stac¢il k provedeni Kklinického
hodnoceni. Neni-li v pfiloze A
(Rozpocet  Kklinického hodnoceni a
platebni podminky) uvedeno jinak, CRO
zafidi, aby zdravotnické zafizeni a

bezplatné obdrzeli také jakekoli dalSi
leky vyZzadované podle protokolu, a to
bezplatné nebo naklady na né pokryje
(napft. placebo, srovnavaci 1¢k, soubézné
podavany  lék). Jakykoli  dalsi
protokolem vyZadovany 1ék, ktery CRO
nebo spolecnost Pfizer poskytuje nebo
jehoz naklady kryje, je spole¢né s I¢kem
spolecnosti ~ Pfizer povazovan za
»,hodnoceny lék*. Hodnoceny lék bude
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from other medication in the pharmacy,
and its preparation, inspection, preserving
and  dispensing  (hereinafter  only
“Investigational Drug Handling”) be
performed in compliance with Protocol,
Pfizer and/or CRO instructions and also
pursuant to generally binding legal
regulations specified above under Sec.
1.3, and the Good Pharmacy Practice, as
well as the terms and conditions stipulated
by applicable Directives issued by State
Institute for Drug Control.

Institution has  appointed  three
appropriately qualified and experienced
pharmacists:

and
The pharmacists
will hold current practising certificates
(with no restrictions) and be registered
with the professional governing body of
pharmacists in the Czech Republic
pursuant to applicable laws, who shall be
responsible for Study Drug Handling and
keeping full records thereon.
Immediately after appointing such
pharmacists, Institution shall notify CRO
in writing of the name and surname of the
appointees along with the appropriate
contact details, if applicable. Principal
Investigator will use and administer the
Investigational Drug directly from
Institution’s pharmacy in compliance with
the Protocol and in doses required for
each individual Study Subject visit.

8.1  Custody and Dispensing.
Institution will, or will cooperate
with Principal Investigator to,
maintain appropriate control of
supplies of Investigational Drug
and will not administer or

dodan do lékdrny  zdravotnického
zafizeni. Zdravotnické zafizeni se timto
zavazuje, Ze zajisti, aby hodnoceny lék
byl ulozen v Iékarn¢ oddélené od
ostatnich 1k, a aby pfiprava,
kontrolovéni, uchovavani a vydavani
hodnoceného 1éku (dale jen ,,nakladani s
hodnocenym lékem*) probihaly v souladu
s protokolem a pokyny spolecnosti Pfizer
nebo CRO, a také v souladu se vSeobecné
zavaznymi pravnimi pfedpisy uvedenymi
v ¢lanku 1.3  vySe, se spravnou
lékarenskou praxi a rovnéz dle pravidel a
podminek stanovenych v pfisluSnych
smérnicich vydanych Statnim Ustavem
pro kontrolu 1é¢iv.

Zdravotnické zafizeni urCilo téi ptislusné
kvalifikované a zkuSené lékarniky:

g
Lékarnici  budou drziteli  platnych
profesnich osvédceni (bez omezeni),
budou zapsani u oficialni profesni
organizace lékarnikii v Ceské republice v
souladu s pfislusnymi pravnimi piedpisy a
budou odpovidat za nakladani s
hodnocenym 1éCivem a za vedeni
kompletni dokumentace o této Cinnosti.
Zdravotnické zafizeni neprodlené¢ po
jejich urceni pisemné oznami CRO jméno
a piijmeni uvedenych osob spolu
s piipadnymi kontaktnimi wdaji. Hlavni
zkousSejici bude hodnoceny Iék pouZivat a
podavat piimo z lékarny zdravotnického
zatizeni v souladu s protokolem a v
davkach potfebnych pro jednotlivé
studijni navstévy subjektd klinického
hodnoceni.

8.1  Uschova a vydej. Zdravotnické
zatizeni bude provadeét
odpovidajici kontrolu dodavek
hodnoceného Iéku, nebo na ni
spolupracovat S hlavnim
zkouSejicim, a nepoda nebo
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dispense it to anyone who is not
a Study Subject, or provide
access to it to anyone except
Study personnel.

8.2 Use. Institution will ensure, or
cooperate with Principal
Investigator in ensuring, that
Investigational Drug is used only
as specified in the Protocol and
in strict accordance  with
Pharmaceuticals Law and other
applicable legal regulations. Any
other use of Investigational Drug
by an Institution employee or
contractor constitutes a material
breach of this Agreement.

8.3  Ownership of Pfizer Drug.
Pfizer Drug is and remains the
property of Pfizer. Except for,
and limited to, the use specified
in the Protocol, Pfizer grants
Institution no express or implied
intellectual property rights in the
Pfizer Drug or in any methods of
making or using the Pfizer Drug.

Equipment or Materials. CRO or Pfizer
may provide, or arrange for a vendor to
provide, certain equipment
(“Equipment”) or proprietary materials
for use by Institution during the conduct
of Study. Such proprietary materials
may include computer software,
methodologies, rating scales and other
instruments that are owned or licensed
for use by CRO or Pfizer (collectively,
“Materials”). Equipment or Materials

nevyda lék nikomu, kdo neni
subjektem klinického hodnoceni,
ani k nému neumozni pfistup
nikomu jinému neZ pracovnikiim
klinického hodnoceni.

8.2 PouZiti. Zdravotnické zafizeni
zajisti, nebo bude spolupracovat
s hlavnim  zkouSejicim na
zajisténi, ze hodnoceny lék bude
pouzivan pouze tak, jak je
stanoveno v protokolu a v
pfisném souladu se zdkonem o
1é¢ivech a s dalSimi pfislusnymi
pravnimi predpisy. Jakékoli jiné
pouziti hodnoceného léku
zaméstnancem nebo dodavatelem

zdravotnickeho zatizeni
ptedstavuje zasadni poruseni této
smlouvy.

8.3  Vlastnictvi 1éku  spolecnosti
Pfizer. Lék spolecnosti Pfizer je
a zlstane ve  vlastnictvi
spole¢nosti Pfizer. S vyjimkou
omezenou na pouziti uréené¢ v
protokolu,  spole¢nost  Pfizer
neudéluje zdravotnickému
zatizeni Z&dna vyslovna ani
konkludentni prava k duSevnimu
vlastnictvi ohledné 1éku
spole¢nosti  Pfizer nebo k
jakymkoli metoddm vyroby nebo
pouziti 1€ku spole¢nosti Pfizer.

Vybaveni nebo materialy. CRO nebo
spolecnost Pfizer mize poskytnout nebo
zaiidit, aby prodejce poskytl, urcité
vybaveni (dale jen ,vybaveni*) nebo
chranéné materialy pro pouziti instituci
béhem vedeni klinického hodnoceni.
Takovéto chranéné materialy mohou
zahrnovat pocitacovy software, postupy,
hodnotici Skaly a jiné nastroje, které
CRO nebo spole¢nost Pfizer vlastni nebo
k jejichz pouzivani drzi licenci (spole¢né
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10.

to be provided for the Study and any
requirements relating to them will be
described in Attachment C of this
agreement, Equipment and Materials
which will be incorporated into this
Agreement by reference.

Confidential Information. During the
course of the Study, Institution may
receive, generate, or have access to
information that is confidential to CRO,
Pfizer, or a Pfizer affiliate.

10.1 Definition. Except as specified
in Section 10.2, Exclusions,
below, “Confidential

Information” includes

a. the Protocol,
b. the Investigator Brochure,

C. Study Data (as defined in
Section 11, Study Data,
Biological Samples, and
Study Records below),

d. Biological Sample
Analysis Data (as defined
in Section 11, Study Data,
Biological Samples, and
Study Records, below),

e. Attachment A  (Study
Budget and Payment
Terms) to this
Agreement, and

f. any other information
related to the Study, the
Pfizer Drug, or CRO,
Pfizer, or Pfizer affiliate

10.

dale jen ,materialy”). Vybaveni nebo
materialy, které maji byt pro studii
poskytnuty, a veSkeré poZadavky, které
se k nim vztahuji, budou popsany v
ptiloze C této smlouvy, Vybaveni a
materialy, ktera se timto odkazem stane
soucasti této smlouvy.

Duvérné informace. V  pribéhu
klinického hodnoceni mize zdravotnicke
zafizeni obdrzet ¢i vytvofit informace
nebo mit pfistup k informacim, které
jsou divérmé povahy pro CRO,
spolecnost Pfizer nebo pfidruzenou
spolecnost spolecnosti Pfizer.

10.1 Definice. S vyjimkou vymezeni
Clanku 10.2 nize, Vyjimky,
,,divérné informace® zahrnuji

a. protokol,

b. soubor informaci  pro
zkousejiciho,

C. Udaje klinickeho

hodnoceni (tak, jak jsou
definovany nize v ¢lanku
11, Udaje klinického
hodnoceni, biologické
vzorky a zaznamy o
klinickém hodnoceni),

d. Udaje analyz biologickych
vzorkll (tak, jak jsou
definovany nize v ¢lanku
11, Udaje klinického
hodnoceni, biologické
vzorky a zaznamy o
klinickém hodnoceni),

e. ptilohu A (Rozpocet
klinického hodnoceni a
platebni podminky) této
smlouvy a

f. veSkere dalSi informace
souvisejici s Kklinickym
hodnocenim, s Iékem
spole¢nosti Pfizer nebo s
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technology, research, or
business plans that CRO,
Pfizer, or a Pfizer affiliate
provides to Principal
Investigator or Institution
in writing or other
tangible form and marks
as CONFIDENTIAL or
initially discloses orally
and then summarizes and
confirms in writing as
CONFIDENTIAL within
30 days after the date of
oral disclosure.
Information of the type
described in this Section
10.1.f. that is disclosed
orally will also be
considered  Confidential
Information even if not
later confirmed in writing
if the confidential nature
of the disclosure is
reasonably apparent to
the other party.

technologii, vyzkumem
nebo obchodnimi plany
CRO, spolecnosti Pfizer
nebo jejich piidruzenych
spolecnosti, jez CRO,
spolecnost Pfizer nebo
nékterd jeji ptidruzena
spolecnost poskytne
hlavhimu  zkouSejicimu
nebo zdravotnickému
zafizeni v pisemné nebo
jiné hmotné podobé a
oznadi jako DUVERNE
nebo jez jim puvodné
sdéli ustni formou a
nasledn¢ shrne a potvrdi
pisemné jako DUVERNE
do 30 dnil od data tstniho
sdéleni. Ustné sdélené
informace podle popisu v
clanku 10.1.f. budou téz
povazovany za divérné
informace, a to i tehdy,
jestlize nedojde k
pozd¢jSimu  pisemnému
potvrzeni jejich
divérnosti, pokud je
davérny charakter jejich
sdéleni  druhé  strané
piimétfené ziejmy.

10.2  Exclusions. Confidential 10.2 Vyjimky. Duavérné informace
Information does not include nezahrnuji informace,

information that

a. is in the public domain at

the time of disclosure or
during the term of this
confidentiality obligation
by means other than
breach of this Agreement
by Institution,

b. is already known to
Principal Investigator or
Institution at the time of

které jsou veiejné
dostupné v dobé jejich
sdéleni nebo v dobé
trvani tohoto zavazku
mlcenlivosti  jakymkoli
jinym zptisobem, nez je
poruseni této smlouvy
zdravotnickym zafizenim,
ktere jsou jiz hlavnimu
zkousejicimu nebo
zdravotnickému  zatizeni
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10.3

10.4

disclosure and is free of
any obligations of
confidentiality,

C. is obtained by Principal
Investigator or
Institution, free of any
obligations of

confidentiality, from a
third party who has a
lawful right to disclose it,

or
d. IS independently
developed, as
documented by written
records, by Principal
Investigator’s  personnel
or individuals  within

Institution who had no
access to Confidential
Information.

Confidentiality of Personal Data.
All Personal Data (as defined in
Section 6.1, Personal Data) that
Institution collects, processes,
stores, transfers, or wuses in
connection with the conduct and
reporting of the Study is also to
be identified and treated as
Confidential Information for the
purposes of this Agreement.

Obligations of Confidentiality.
Unless CRO or Pfizer provides
prior written consent, Institution
may not use Confidential
Information for any purpose
other than that authorized in this
Agreement, nor may Institution
disclose Confidential Information
to any third party except as

10.3

10.4

znamy v dobé jejich

sdéleni a nepodléhaji
Zadnému zavazku
mlcenlivosti,

C. které hlavni zkouSejici
nebo zdravotnické
zafizeni  ziskali  bez
jakéhokoli zavazku

mlcCenlivosti  od  tieti
strany, kterd ma zakonné
pravo je sdilet, nebo

d. které jsou vytvofeny
nezavisle, jak je doloZeno
pisemnymi zaznamy,
personalem hlavniho
zkousejiciho nebo
osobami % ramci
zdravotnického zafizeni,
které k davérnym
informacim nem¢li
pristup.

Diivérnost  osobnich  udaju.

VSechny osobni udaje

(definované v ¢lanku 6.1, Osobni
udaje), které  zdravotnické
zafizeni shromazd’uje,
zpracovava, uklada, prenasi nebo
pouziva  ve  spojitosti s
provadénim klinického
hodnoceni a podavanim zprav o
klinickém hodnoceni, budou pro
ucely této smlouvy pokladany za
divérné informace, a bude s nimi
takto zachazeno.

Zavazek mlcenlivosti.
Zdravotnické zafizeni nesmi bez
piedchoziho pisemného souhlasu
CRO nebo spolecnosti Pfizer
pouzivat divérné¢ informace za
zadnym jinym ucelem nez tim, k
némuz ji opraviiuje tato smlouva,
a dale zdravotnické =zafizeni
nesmi sdélit divérné informace

Pfizer_15PFZ0711_B9991009_CZE_CTA INS_|J ] 170ct16_Final

Page 19 of 101



Confidential

PFIZER - 15PFZ0711 (B9991009) — CZE — CTA INST — Nemocnice Na Bulovce

Principal Investigator Name: || | N - sitc \°1226

authorized in this Agreement or
as required by law, including
applicable regulations.
Pfizer/CRO acknowledges that
Institution is obliged to disclose
information in accordance with
the Act No. 340/2015 Coll., on
the register of contracts.

The Parties agree that according
to this Agreement the Protocol
and Attachment A (Study Budget
and Payment Terms) are trade
secret, and as such are
confidential.

a. CRO and Pfizer
specifically authorize any
required disclosure of
Confidential Information
to SUKL or relevant
IRB/IEC or regulatory
authority representatives.

b. Permitted uses of Study
Data and Biological
Sample Analysis Data are
described in Section 15
(Publications) of this
Agreement, and use of
Personal Data is
discussed in Section 6
(Data  Protection and
FDA Financial
Disclosure).

10.5 Disclosure Required by Law. If

disclosure ~ of  Confidential
Information by Institution
beyond that expressly authorized
in this Agreement is required by
law, that disclosure by Institution
does not constitute a breach of

10.5

zadné treti stran¢ s vyjimkou
situaci, v nichz ji k tomu
opraviiuje tato smlouva, nebo
vnichz to vyzaduji pfislusné
pravni  predpisy. Pfizer/CRO
berou na védomi, ze
zdravotnické zafizeni je povinno
zvefejiovat informace v souladu
se zakonem ¢. 340/2015, o
registru smiuv.

Smluvni strany se dohodly, Ze
predmétem obchodniho tajemstvi
dle této smlouvy jsou protokol
studie a piiloha A (Rozpocet
klinického hodnoceni a platebni
podminky) a jako takové jsou
divérné.

a. Spolec¢nost Pfizer a CRO

vyslovné povoluji
jakékoli poZadované
poskytnuti daveérnych
informaci SUKL,
piislusné NEK  nebo
zastupcim  kontrolniho
ufadu.

b. Povolena pouziti udaju

analyz biologickych
vzorkli jsou popsana v
Clanku 15 (Publikace)
této smlouvy a pouZiti
osobnich  udaji  jsou

popsana v ¢lanku 6
(Ochrana udaju a
sdélovani finan¢nich

informaci FDA).

Sdéleni informaci pozadované
zakonem.  Jestlize je sdéleni
davérnych informaci
zdravotnickym zafizenim nad
rdmec vyslovné povoleny touto
smlouvou pozadovano zakonem,
nezaklada  takovéto  sdéleni
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this Agreement so long as
Institution

a. notifies CRO in writing
as far as possible in
advance of the disclosure
so as to allow CRO or
Pfizer to take legal action
to protect its Confidential
Information,

b. discloses  only  that
Confidential Information
required to comply with
the legal requirement, and

C. continues to maintain the
confidentiality of this
Confidential Information
with respect to all other
third parties.

10.6 Survival of Obligations. For

Confidential Information other
than Personal Data (as defined in
Section 6, Data Protection and
FDA  Financial Disclosure),
Study Data, and Biological
Sample Analysis Data (as
defined in Section 11, Study
Data, Biological Samples, and
Study Records), these obligations
of nonuse and nondisclosure
survive termination of this
Agreement and continue for a
period of five years after
termination. Confidentiality
obligations for Personal Data,
Study Data, and Biological
Sample Analysis Data survive for
as long as Institution retains this
information, subject to the

10.6

informaci na stran¢
zdravotnického zatizeni poruseni
této smlouvy, pokud

zdravotnické zafizeni

a. piedem pisemné
informuje CRO s co
nejvetsim moznym

Casovym piedstihem pred
sdélenim informaci, aby
CRO nebo spolecnost
Pfizer mohla podniknout
veSkeré pravni kroky za
ucelem  ochranit  své
duvérné informace,

b. sdéli pouze ty davérné
informace, které jsou
vyzadovany, aby bylo

vyhovéno  pozadavkim
zakona, a

C. dale zachovava divérnost
téchto daveérnych

informaci ve vztahu ke
vSem  jinym tretim
stranam.

Pietrvani zavazki. U davérnych
informaci krom¢ osobnich udajt
(tak, jak jsou tyto definovany v
¢lanku 6, Ochrana udaji a
sdélovani finan¢nich informaci
FDA), udaju klinického
hodnoceni a udaji  analyz
biologickych vzorka (tak, jak
jsou tyto definovany v ¢lanku 11,
Udaje  klinického  hodnoceni,
biologické vzorky a z&znamy o
klinickém hodnoceni) pietrvavaji
zavazky 0 nepouziti  a
mlcenlivosti  ukoneni  této
smlouvy a trvaji po dobu péti let
od jejiho ukonceni. Zavazek
mlcenlivosti ohledné osobnich
udaju, udaju Klinického
hodnoceni a udaji  analyz
biologickych vzorkli pietrvava
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10.7

11. Study Data, Biological

permitted uses and disclosures
described in Sections 6 and 15
(Publications) of this Agreement.

Return of Confidential
Information.  If requested by
CRO and/or Pfizer in writing,
Institution ~ will ~ return  all
Confidential Information in its
possession or control except that
required to be retained at the
Study site by applicable
regulation. However, Institution
may retain a single archival copy
of the Confidential Information
to determine the scope of
obligations incurred under this
Agreement.  Institution further
agrees to cooperate with CRO
and/or Pfizer, on request, to help
ensure return of Confidential
Information in the possession or
control of Principal Investigator,
except for that required to be
retained by an investigator and
an archival copy for determining
the scope of Principal
Investigator’s obligations under
the agreement between CRO and
Principal Investigator.

Samples, and

Study Records

111

Study Data. During the course of
the Study, Principal Investigator
has agreed to collect certain data,
as specified in the Protocol, and
submit it to CRO, Pfizer or
Pfizer’s agent (“Study Data”).
Principal Investigator will ensure
accurate and timely collection,

11.

10.7

tak dlouho, dokud Si
zdravotnické  zafizeni  tyto
informace ponecha, pod

podminkou povoleného pouziti a
sdélovani popsaného v ¢lancich 6
a 15 (Publikace) této smlouvy.

Vréaceni duvérnych informaci.
Zdravotnické zafizeni vrati na
pisemnou Zadost CRO nebo
spoleCnosti ~ Pfizer  veskeré
davérné informace ve svém
drzeni, krom¢ téch, u nichz
piislusné predpisy pozaduji, aby
byly uchovavany na zkousejicim
pracovisti. Zdravotnické zafizeni
si vSak mulze ponechat jednu
archivni kopii daveérnych
informaci k wurCeni rozsahu
zavazki vyplyvajicich z této
smlouvy. Zdravotnické zafizeni
dale souhlasi, ze bude na zakladé
zadosti spolupracovat s CRO
nebo spolecnosti Pfizer a pomiize
zajistit, aby davérné informace,
ktere jsou v drzeni hlavniho
zkousejiciho,  byly  vraceny,
kromé  té&ch, které  musi
uchovavat zkousejici, a archivni
kopie urcené k urceni rozsahu
zavazkli hlavniho zkousSejiciho
dle smlouvy uzaviené mezi CRO
a hlavnim zkousejicim.

Udaje klinického hodnoceni, biologické

vzorky a zaznamy o klinickém
hodnoceni
11.1 Udaje Klinického hodnoceni.

Hlavni zkouSejici souhlasi, Ze
béhem  klinického hodnoceni
shromazdi urcité udaje tak, jak
jsou tyto definovény v protokolu,
a predlozi je CRO, spolecnosti
Pfizer nebo zéstupci spolecnosti
Pfizer  (dadle jen ,udaje
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recording, and submission of
Study Data, including adhering
to timelines for data entry set out
in the CRF  Completion
Requirements document provided
to Principal Investigator by CRO
or Pfizer. Institution  will
cooperate with Principal
Investigator if and as needed to
facilitate compliance by Principal
Investigator with this obligation.

a. Ownership of Study Data.
Subject to  Principal
Investigator’s right to use
Study Data to publish the
results of the Study (see
Section 15, Publications)
and the non-exclusive
license  that  permits
certain uses (see Section
11.1.b, below), Pfizer is
the exclusive owner of all
Study Data and may share
Study Data and results
with other parties who
may have contractual
rights to develop the
Pfizer Drug (for example,
through a license,
collaborative agreement,
Co-Promotion
Agreement, Co-
Development Agreement,
etc. with Pfizer)
(“Collaborators and Co-
Developers”), as
applicable.

klinického hodnoceni*). Hlavni
zkousejici zajisti vcasné
shromazdéni, zaznamenani a
predlozeni  udaja  Klinického
hodnoceni, véetné dodrzovani
casového harmonogramu
zaddvani 0daji stanoveného v
dokumentu PoZzadavky na
vyplnéni  zdznamu  subjektu

hodnoceni,  ktery  hlavnimu
zkouSejicimu  poskytne CRO
nebo spolecnost Pfizer.

Zdravotnické zafizeni bude podle
potieby spolupracovat s hlavnim
zkouSejicim a tak  usnadni
dodrzZeni tohoto zavazku
hlavniho zkousejiciho.

a. Vlastnictvi udaju
klinického hodnoceni. S
vyhradou prava hlavniho
zkousejiciho pouzit Gdaje
klinického hodnoceni k
publikaci vysledki
klinického hodnoceni (viz
¢lanek 15, Publikace) a
nevyhradni licence, ktera
umoziuje urCité pouziti
(viz  kapitola  11.1.b,
nize), je  vylutnym
vlastnikem vSech udaji
klinického hodnoceni
spolecnost Pfizer a muze
sdilet udaje klinického
hodnoceni a vysledky s
jinymi  stranami, ktere
mohou mit smluvni prava
na rozvoj 1éku spole¢nosti
Pfizer (naptiklad
prostiednictvim licence,
dohody o spolupréci,
dohody o spolecné
podpoie, dohody o
spolecném rozvoji, atd. se
spole¢nosti Pfizer)
("spolupracovnici a
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Medical Records. Study

Subject-related  medical
records that are not
submitted to CRO or
Pfizer may include some
of the same information
as is included in Study
Data; however, neither
CRO nor Pfizer makes
any claim of ownership to
those documents or the
information they contain.

Data Review by CRO.
CRO and/or Pfizer will
review the Study Data it
receives on an ongoing
basis. CRO and/or Pfizer
will comply with
applicable regulations
requiring notification of
participating investigators
of new safety information
about the Pfizer Drug (as
defined in Section 8 of
this Agreement). CRO
and/or Pfizer has further
committed to notify
Principal Investigator of
any other new
information of which
CRO  and/or  Pfizer
becomes aware that could
affect the safety of the
Study Subjects or
influence the conduct of
the Study. Principal
Investigator has agreed to

spoluvyvojari'’), podle
konkrétni situace.

Zdravotni zaznamy.
Zdravotni zaznamy
tykajici  se  subjektl
klinickeho hodnoceni,
kter¢ se neptredkladaji
CRO nebo spolecnosti
Pfizer, mohou obsahovat
urité informace, které
jsou totozneé S
informacemi v (dajich
klinického hodnoceni;
nicméngé CRO ani
spoleCnost ~ Pfizer  si
nevyhrazuje narok na
vlastnictvi téchto
dokumentt nebo
informaci, které obsahuji.

Kontrola udaju provadéna

CRO. CRO  nebo
spolecnost Pfizer bude
obdrzené Udaje

klinického hodnoceni
prabézné kontrolovat.
CRO nebo spolecnost
Pfizer bude dodrzovat
platné predpisy
stanovujici povinnost
informovat  zacastnéné
zkouSejici o novych
udajich o bezpecnosti
Iéku spolecnosti  Pfizer
(podle definice v ¢lanku 8
této smlouvy). CRO se
dale  zavazuje  sdélit
hlavhimu  zkouSejicimu
veskere dalsi nové
informace, které CRO
ziska a které by mohly
ovlivnit bezpecnost
subjektd klinického
hodnoceni nebo vedeni
klinického hodnoceni.
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share information
received from CRO
and/or Pfizer under this
provision with Institution.

Study Results. After
analysis of Study Data
from all sites is complete,
CRO or Pfizer will
provide Principal
Investigator ~ with  a

Hlavni zkousejici
souhlasi, Ze bude se
zdravotnickym zafizenim
sdilet informace obdrzené
od CRO nebo spolecnosti
Pfizer  podle  tohoto
ujednani.

Vysledky klinického
hodnoceni. Poté, co bude
dokoncena analyza udaji
klinického hodnoceni ze
vSech pracovist’, poskytne
spolecnost Pfizer nebo

summary of the overall CRO hlavnimu
results of the Study, and zkouSejicimu shrnuti
Principal Investigator has celkovych vysledka
agreed to share this klinického hodnoceni;
summary with Institution. hlavni zkousejici
If within two years after souhlasil, Ze bude toto
Study completion Pfizer shrnuti sdilet se

identifies  results that
could affect Study
Subject safety, CRO or
Pfizer, in consultation
with SUKL/the relevant
IEC as appropriate, will
cooperate with Principal
Investigator or Institution
to ensure that those
results are appropriately
communicated to the
Study Subjects by

zdravotnickym zatizenim.
Pokud spolecnost Pfizer
do dvou let od dokonceni
klinického hodnoceni
identifikuje vysledky,
které by mohly ovlivnit
bezpecnost subjekti
Klinického  hodnoceni,
bude CRO nebo
spolecnost ~ Pfizer po
poradée se SUKL/
pfislusnou nezavislou EK

Principal Investigator or vhodnym zpusobem
Institution. spolupracovat s hlavnim
zkousejicim nebo

zdravotnickym zafizenim
a zajisti, aby tyto
vysledky byly hlavnim
zkousejicim nebo
zdravotnickym zafizenim
odpovidajicim zplisobem
sdéleny subjektim
klinického hodnoceni.

11.2 Biological Samples. If so 11.2 Biologické vzorky. Je-li to
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specified in the Protocol and the
informed consent  document,
Principal Investigator ~ may
collect and provide to CRO,
Pfizer or their  designee
biological samples obtained from
Study Subjects (e.g., blood,
urine, tissue, saliva, etc.) for
testing that is not directly related
to Study Subject care or safety
monitoring, such as
pharmacokinetic,
pharmacogenomic, or biomarker
testing (“Biological Samples™).

a. Use. Institution will not
use Biological Samples
collected  under  the
Protocol in any manner or
for any purpose other
than that described in the
Protocol. CRO and
Pfizer will use Biological
Samples only in ways
permitted by the informed
consent under which they
were obtained.

b. Analysis Data.  CRO,
Pfizer, or their designees

will  test  Biological
Samples as described in
the Protocol. Unless

otherwise specified in the
Protocol, neither CRO
nor Pfizer will provide
the results of these tests

(“Biological Sample
Analysis Data”) to the
Principal Investigator,

stanoveno v protokolu a v
dokumentu informovaného
souhlasu, mize hlavni zkousejici
odebirat a poskytovat CRO,
spolecnosti Pfizer nebo jejich
ur¢enému  zastupci biologické
vzorky (napt. krev, moc, tkan,
sliny atd.) ziskané¢ od subjekti
klinického hodnoceni k testiim,
které piimo nesouviseji s péci o
subjekty klinického hodnoceni

nebo S monitorovanim
bezpecnosti, jako jsou
farmakokinetickeé nebo

farmakogenomické testy nebo
testovani biomarkerd (dale jen
»biologické vzorky*).

a. Pouziti. Zdravotnické
zafizeni nepouzije
biologické vzorky

odebrané podle protokolu
jinym zpisobem nebo za
jinym ucelem, nez jaky je
popsan v protokolu.
CRO a spolecnost Pfizer
budou pouZivat
biologické vzorky pouze
zpusobem povolenym v
dokumentu
informovaného souhlasu,
v souladu s nimz byly
ziskany.

b. Udaje analyz.  CRO,
spolecnost Pfizer nebo

Jjimi uréené osoby
provedou testy
biologickych vzorkl tak,
jak jsou popsany v
protokolu.  Pokud neni
v protokolu stanoveno
jinak, neposkytne CRO
vysledky téchto testd
(dale jen ,udaje analyz
biologickych  vzorku*)
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11.3 Study Records.

Institution, or  Study
Subject. If CRO or Pfizer
does provide Biological
Sample Analysis Data to
the Principal Investigator,
that data will be subject
to the provisions of
Section 11.1 (Study Data)
of this Agreement.

C. Ownership. Pfizer is the
exclusive owner of all
Biological Samples and
Biological Sample
Analysis Data.

Institution, on
behalf of Principal Investigator
and itself, will retain each Study
Subject’s Study records, which
include the Principal
Investigator’s copies of all Study
Data as well as relevant source
documents (collectively, “Study
Records”), under storage
conditions conducive to their
stability and protection, for a
period of 15 years after
termination of the Study unless
CRO or Pfizer authorizes, in
writing,  earlier  destruction.
Institution agrees to contact
Pfizer at
InvestigatorRecords@Pfizer.com
prior to destroying any Study
Records and further agrees to
permit Pfizer to ensure that the
Study Records are retained for a
longer period if necessary, at
Pfizer’s expense, under an

11.3

hlavnimu  zkou$ejicimu,
zdravotnickému zafizeni
ani subjektu klinického
hodnoceni. Jestlize
spole¢nost Pfizer nebo
CRO poskytne udaje
analyz biologickych
vzorkl hlavnimu
zkouSejicimu, budou tyto
Udaje podléhat ujednanim
0 povoleném pouZiti v

élanku  11.1  (Udaje
klinického  hodnoceni)
této smlouvy.

C. Vlastnictvi.  Spole¢nost
Pfizer je  vyluénym
vlastnikem vsech
biologickych vzorki a
udaju analyz
biologickych vzorkd.

Zéznamy o klinickém hodnoceni.
Zdravotnické zafizeni bude pro
potfeby hlavniho zkousSejiciho a
svoje vlastni uchovavat zaznamy
0 klinickem hodnoceni kazdého
subjektu klinického hodnoceni,
které zahrnuji kopie vSech udaja
klinického hodnoceni hlavniho
zkousejiciho, jakoZz i relevantni
zdrojové dokumenty (spolecné
déle jen ,,zaznamy o klinickém
hodnoceni”), za  podminek
uchovavani zajistujicich jejich
stabilitu a ochranu po dobu 15 let
od ukonceni klinického
hodnoceni, pokud CRO nebo
spolecnost ~ Pfizer  pisemné
nepovoli  diivéjsi  likvidaci.
Zdravotnické zafizeni souhlasi,
ze bude spolecnost Pfizer
kontaktovat na adrese
InvestigatorRecords@Pfizer.com
pred likvidaci jakychkoli
zaznamu, a dale souhlasi, Ze
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arrangement that protects the
confidentiality of the records
(e.g., secure off-site storage).

12. Monitoring, Inspections, and Audits

121

12.2

Monitoring. CRO intends to
monitor Study conduct. Pfizer,
or an external service provider
acting on its behalf, has the right,
but not the obligation, to co-
monitor the Study. Upon
reasonable notice and during
regular business hours,
Institution will permit CRO or
Pfizer representatives access to
any Institution premises,
facilities, Study Records, sub-
investigators, and Study team as

required to monitor  Study
conduct. CRO or Pfizer will
promptly notify Principal

Investigator of any monitoring
findings that could affect the
safety of Study Subjects or
influence the conduct of the
Study. Principal Investigator has
agreed to share this information
with Institution and may inform
Study Subjects of such findings
as appropriate.

Inspections and Audits.

umozni spoleCnosti Pfizer v
piipadé  nutnosti  uchovavat
zaznamy delSi dobu na néklady
spolecnosti Pfizer v souladu s
ujednénim, které zajisti ochranu
davérnosti téchto zaznaml (napf.
bezpecné externi uloZeni).

12. Monitorovani, inspekce a audity

121

12.2

Monitorovani. CRO ma v
umyslu monitorovat provadéni
klinického hodnoceni.
Spolec¢nost Pfizer nebo externi
poskytovatel sluzeb jednajici
jejim jménem ma pravo, avsak
nikoli povinnost, se  na
monitorovani Klinického
hodnoceni  spolupodilet. Po
oznameni s piimefenou lhiitou a
béhem bézné pracovni doby
povoli  zdravotnické  zafizeni
zastupcim CRO nebo
spolecnosti  Pfizer piistup do
prostor, zafizeni, k zdznamim o
klinickém hodnoceni a
k podiizenym  zkouSejicim a
studijnimu tymu zdravotnickeho
zafizeni tak, jak to vyzaduje
monitorovani provadéni
klinického hodnoceni. CRO
nebo spolecnost Pfizer bude
hlavniho zkous$ejiciho neprodlené
informovat o vSech néalezech
monitorovani, které by mohly
ovlivnit  bezpeCnost subjekti
klinického  hodnoceni  nebo
provadéni klinického hodnoceni.
Hlavni zkouSejici souhlasi, Ze
bude tyto informace sdilet se
zdravotnickym zafizenim a miize
o téchto zjiSténich vhodnym
zpisobem informovat subjekty
klinického hodnoceni.

Inspekce a audity. Zdravotnické

Pfizer_15PFZ0711_B9991009_CZE_CTA INS_|J ] 170ct16_Final
Page 28 of 101



Confidential

PFIZER - 15PFZ0711 (B9991009) — CZE — CTA INST — Nemocnice Na Bulovce

Principal Investigator Name: || | N - sitc \°1226

Institution acknowledges that the
Study is subject to inspection by
regulatory authorities worldwide,
including the United States FDA,
and that such inspections may
occur after completion of the
Study and may include auditing
of Study Records. CRO or Pfizer
may also audit Study Records
during or after the Study as part
of its monitoring of Study
conduct.

a. Notification. Institution
will notify CRO, or
confirm that Principal
Investigator has done so,
as soon as reasonably
possible if the site is
inspected or if Institution
learns that it is scheduled
to be inspected by a
regulatory authority in
relation to the Study.

b. Right to be Present. If
not prohibited by law,
Pfizer or CRO will have
the right to be present
during, and participate in,
any such inspection,
audit, investigation, or
regulatory action.

C. Cooperation.  Institution
will ~ cooperate  with
regulatory authority and
CRO or Pfizer
representatives and

zafizeni bere na védomi, Ze
klinické  hodnoceni  podléha
inspekci ze strany kontrolnich
uradi na celém svété, vcetné
FDA USA, a Ze k takovymto
inspekcim  muze  dojit po
dokonceni Kklinického hodnoceni
a mohou zahrnovat provedeni
auditu zaznamad o klinickém
hodnoceni. CRO  nebo
spoleCnost Pfizer muze také
provadét audit zaznaml o
klinickém  hodnoceni  béhem
klinického hodnoceni nebo po
jejim dokonceni jako soucast
monitorovani provadéni
klinického hodnoceni.

a. Oznameni. Zdravotnicke
zafizeni bude informovat
CRO co mozna nejdrive,
nebo potvrdi, Ze tak ucinil
hlavni zkousejici, pokud
na pracovisti dojde k
inspekci kontrolniho
ufadu v souvislosti s
klinickym  hodnocenim
nebo pokud se
zdravotnické zarizeni
dozvi, Ze je takovato
inspekce naplanovéana.

b. Pravo byt  pfitomen.
Neni-li  to  zakéazéano
zakonem, bude mit CRO
nebo spoleCnost Pfizer
pravo byt pfitomna a
ucastnit se kazdé takové
inspekce, auditu, Setieni
nebo kontrolni ¢innosti.

C. Spolupréace.

Zdravotnické zatizeni
bude spolupracovat s
kontrolnim ufadem, CRO
nebo zastupci spole¢nosti
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Principal Investigator in
any such inspections and
audits.  Institution will
also  cooperate  with
Principal Investigator in
ensuring  that  Study
Records are maintained in
a way that facilitates such
activities.

Resolution of
Discrepancies. Institution
will ~ cooperate  with

Principal Investigator in
the prompt resolution of
any discrepancies that are
identified between the
Study Data and the Study
Subject’s medical
records.

Inspection Findings and
Responses. Institution
will promptly forward to
CRO and Pfizer, or
confirm that Principal
Investigator has done so,
copies of any inspection
findings that Institution
receives from a
regulatory authority in
relation to the Study.
Institution  will  also
cooperate with Pfizer as
needed to help ensure that
Principal Investigator
forwards any inspection
findings that Principal

Investigator alone
receives in relation to the
Study. Whenever

feasible and permitted by
law, Institution  will

Pfizer a s hlavnim
zkousejicim pfi provadéni
takovych  inspekci a
auditt. Zdravotnické
zafizeni také ve
spolupraci s hlavnim
zkouSejicim  zajisti, aby
zaznamy o klinickém
hodnoceni byly vedeny
zpusobem, ktery takovéto
¢innosti usnadnuje.

Reseni nesrovnalosti.
Zdravotnické zatizeni
bude ve spolupraci s
hlavnim zkouSejicim
bezodkladné fesit jakékoli
rozpory, které budou
zjistétny  mezi  udaji
klinického hodnoceni a

zdravotnimi zaznamy
subjektd klinického
hodnoceni.

Nalezy  inspekce  a
odpovédi.  Zdravotnicke
zafizeni bezodkladné
piedd CRO a spole¢nosti
Pfizer kopie veSkerych
nalezti inspekce, které v
souvislosti s klinickym
hodnocenim zdravotnické
zafizeni obdrzi od
kontrolniho uradu, nebo
potvrdi, ze tak wucinil
hlavni zkousejici.
Zdravotnické zatizeni
bude rovnéz v piipadé
potieby spolupracovat se
spolecnosti  Pfizer, aby
bylo zajisténo, ze hlavni
zkousejici preda vSechny
ndlezy inspekce, Kkteré
sam obhdrzi v souvislosti s
klinickym  hodnocenim.
Kdykoli je to
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13.

provide CRO and Pfizer
with an opportunity to
prospectively review and

comment on any
Institution responses to
regulatory authority
inspections in regard to
the Study.

12.3 Study Conduct Evaluations.

CRO, Pfizer or Pfizer’s external
service providers may document
and evaluate the performance of
Institution and Principal
Investigator in the conduct of the
Study. CRO or Pfizer may use
and share the evaluations with
Collaborators and Co-
Developers, as applicable, for
internal purposes.

Remedies for Breach of Certain Study
Obligations. In the event Institution fails
to comply with any of its obligations set
out in Sections 3 (Protocol), 7 (Informed
Consent and Subject Recruitment), 11
(Study Data, Biological Samples, and
Study Records) and 12 (Monitoring,
Inspections, and Audits) of this
Agreement, or the requirements of the
Protocol relating to adverse event
reporting, ethical conduct of the Study,
and SUKL/relevant IEC review, or
Principal Investigator fails to comply
with any of his/her comparable
obligations in the agreement between
CRO and Principal Investigator, the
following will apply. In addition to its
right to terminate the Study immediately
under Section 18.1.c(2), CRO will have
recourse to either or both of the

13.

proveditelné a zéakonné,

poskytne  zdravotnicke
zafizeni CRO a
spolecnosti Pfizer
ptilezitost k ptipadnému
posouzeni a

okomentovéani jakychkoli
odpovédi zdravotnickeho
zafizeni na  inspekce
kontrolniho ufadu tykajici
se klinického hodnoceni.

12.3 Hodnoceni provadéni klinického
hodnoceni.  CRO, spolecnost
Pfizer nebo externi poskytovatelé
sluzeb spolecnosti Pfizer mohou
dokumentovat a hodnotit vykon
zdravotnickeho zatizeni a
hlavniho zkousejiciho pri
provadéni klinického hodnoceni.
CRO nebo spolecnost Pfizer
mohou pouZit a sdilet hodnoceni
se spolupracovniky a
spoluvyvojaii (podle konkrétni
situace) pro vnitini ucely.

Napravné prostiedky v piipadé poruSeni
urcitych zavazkd Kklinického hodnoceni.
V pfipad¢, Ze zdravotnické zafizeni
nesplni néktery ze svych zévazka
stanovenych v ¢lancich 3 (Protokol), 7
(Informovany souhlas a nabor subjektit),

11  (Udaje  klinického  hodnoceni,
biologické vzorky a zaznamy o
klinickém hodnoceni) a 12

(Monitorovani, inspekce a audity) této
smlouvy nebo pozadavkid protokolu
tykajicich se hlaSeni nezadoucich piihod,
etického provadéni klinického
hodnoceni a kontroly ze strany SUKL /
pfislusné nezéavisl¢é EK, anebo hlavni
zkousejici nesplni nékteré ze svych
srovnatelnych zavazkl ze smlouvy mezi
CRO a hlavnim zkouSejicim, uplatni se
nasledujici. CRO, vedle svého prava
klinické hodnoceni okamzit¢ ukoncit
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following alternative remedies:

a. Suspension of  Study
Subject enrollment, if the
Study is not yet fully
enrolled, and

b. Suspension of payment to
Institution and Principal
Investigator

Any suspension of enrollment or payment will
continue until Institution and Principal
Investigator return to compliance with their
Study obligations, as determined by CRO. Use
of either or both of the above remedies does not
preclude CRO or Pfizer from exercising its right
to immediately terminate the Study if Institution
and Principal Investigator do not both become
compliant.

14. Inventions

14.1 Notification. If the conduct of
Study results in any right that
may be granted or recognized
under any legislation regarding
patents, copyrights, trademarks,
industrial designs, discovery or
any other intellectual and
industrial property, of which
Institution is aware, whether
patentable or not (“Invention”),
Institution will promptly inform

CRO.
14.2  Assignment. Institution  will
assign, or ensure that all

podle c¢lanku 18.1.c(2), se bude moci
uchylit k jednomu nebo obéma
z nasledujicich napravnych prostiedkii:

a. pozastaveni zapisu
subjektd klinického
hodnoceni, jestlize neni
zafazeni do klinického
hodnoceni proveden
v pIlném rozsahu a

b. pozastaveni plateb

zdravotnickému zafizeni
a hlavnimu zkousejicimu

Jakékoli pozastaveni zapisu nebo plateb bude
pokracovat do té doby, dokud zdravotnické
zafizeni a hlavni zkouSejici podle zjisténi CRO
neobnovi dodrzovani svych zévazka z
klinického hodnoceni. Pouziti jednoho nebo
obou napravnych prostiedkti nebrani CRO nebo
spolecnosti Pfizer v uplatnéni jejiho prava
okamzit¢ ukoncit smlouvu, jestlize jak
zdravotnické zafizeni, tak i hlavni zkouSejici
zévazky nezacnou dodrzovat.

14. Vynélezy
14.1 Oznameni. Pokud na zakladé
vedeni  klinického hodnoceni

vznikne néjaké pravo, jez mize
byt udéleno nebo uznano na
zékladé¢  jakychkoli  pravnich
predpisii tykajicich se patenti,
autorskych  prav, ochrannych
znamek, prumyslovych vzord,
objevli nebo jiného dusevniho i
pramyslového vlastnictvi, jehoz
Si je zdravotnické zafizeni
védomo, bez ohledu na to, zda jej
lze patentovat Ci nikoli (dale jen
»vynalez*), bude zdravotnickée
zafizeni o této  skuteCnosti
bezodkladn¢ informovat CRO.
14.2  Postoupeni. Zdravotnické
zafizeni postoupi veskera prava k
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14.3  Assistance.

inventors who are employees or
contractors of Institution assign,
all interest in any such Invention
to Pfizer, free of any obligation
or consideration beyond that
provided for in this Agreement.
Institution, as the employer of
Principal Investigator exercising
economic rights of Principal
Investigator as the author, hereby
assigns all transferable
intellectual property rights in any
Inventions (namely Institution’s
right to exercise economic rights
to Inventions) to Pfizer. In the
event that the nature of
intellectual ~ property  rights
prohibits the assignment of all or
any of such rights as set forth
above, Institution hereby grants
to Pfizer an express, exclusive,
irrevocable and  royalty-free
license in perpetuity for use and
exercise, to the extent permitted
by applicable law, of any and all
intellectual property rights in and
to Inventions [for any business
purpose Pfizer so wishes].
Notwithstanding the foregoing,
Institution hereby agrees that
Pfizer has the right to grant sub-
licenses, or transfer the license
granted to it under this Article, to
third parties or not to use the
license.

Institution  will

143

takovym vynaleztim spolecnosti
Pfizer bez jakychkoli dalSich
zavazkil nebo plateb nad ramec
uvedeny v této  smlouve,
pfipadné zajisti postoupeni téchto
prav piislusnymi vynalezci, ktefi
jsou zameéstnanci nebo
dodavatele zdravotnického
zafizeni. Zdravotnické zafizeni,
jako  zaméstnavatel hlavniho
zkousejiciho vykonavajici prava
hlavniho zkousejiciho
ekonomické povahy jako autora,
timto  postupuje  spolecnosti
Pfizer veskera pfevoditelnd prava
k duSevnimu vlastnictvi ve
vztahu k veskerym vynalezim
(zejmeéna pravo zdravotnického
zatizeni vykonavat prava
ekonomické povahy ve vztahu k
vynaleziim). Pokud povaha
predmétnych prav k duSevnimu
vlastnictvi znemozinuje
postoupeni vSech ¢i nékterych
téchto prav vySe popsanym
zpusobem, zdravotnické zafizeni
timto udé¢luje spolec¢nosti Pfizer
vyslovnou, vylu¢nou,
neodvolatelnou a Dbezplatnou
licenci bez casového omezeni k
uzivani a vykonu veskerych prav
k duSevnimu vlastnictvi ve
vztahu k vynalezim v rozsahu
povoleném pfisluSnymi pravnimi
predpisy [pro veSkeré obchodni
ucely, jaké si Pfizer bude prat].
Bez ohledu na to, co je uvedeno
vyse, zdravotnické zafizeni timto
souhlasi, ze spole¢nost Pfizer ma
pravo udélovat podlicence nebo
pfevést licenci, kterd ji byla
podle tohoto ¢lanku poskytnuta,
na treti strany nebo licenci
nevyuzit.

Pomoc. Zdravotnické zafizeni
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15.

16.

provide reasonable assistance to
Pfizer in filing and prosecuting
any patent applications relating
to Invention, at Pfizer’s expense.

Publications. Pfizer supports the
exercise of academic freedom and has no
objection to publication by Principal
Investigator of the results of the Study
based on information collected or
generated by Principal Investigator,
whether or not the results are favorable
to the Pfizer Drug.  Requirements
associated with such publications are set
forth in Section 15 (Publications) of the
agreement between CRO and Principal
Investigator.

Sponsor _Insurance Coverage. The
Parties Acknowledge that, in accordance
with Sec. 52(3)(f) of the Pharmaceuticals
Law, Pfizer has arranged for an
insurance policy in favour of Pfizer and
Principal Investigator covering liability
for physical injury (including death),
illness arising out of or relating to the
administration of the product(s) under
investigation or any clinical intervention
or procedure provided for or required by
the Protocol that the Study Subject
would not have received if the Study
Subject had not participated in the Study
(“Research Injury”). A copy of the
insurance certificate is attached hereto as
Attachment B. The Parties hereby agree,
provided that the mandatory
requirements are respected, that Pfizer
may amend or change the relevant
insurance policy during the Study;
however, the insurance coverage will be
maintained  throughout the entire
duration of the Study.

Liability of Sponsor
indemnification  of
Investigator  are

and possible
Institution and
resolved under

15.

16.

poskytne  pfiméfenou pomoc
spolecnosti Pfizer pfi podavani a
vyfizovani jakychkoli zadosti o
patent, které se tykaji vynalezu, a
to na naklady spolecnosti Pfizer.

Publikace. Spole¢nost Pfizer podporuje
uplatiovani akademické svobody a nema
zadné namitky vici tomu, aby hlavni

zkousejici publikoval vysledky
klinického  hodnoceni  zaloZzené na
informacich, které hlavni zkouSejici

shromdzdil nebo vytvofil, at’ jiz budou
vysledky pro 1€k spolecnosti Pfizer
ptiznivé ¢i nikoli. Pozadavky souvisejici
s takovymito publikacemi jsou uvedeny
v ¢lanku 15 (Publikace) smlouvy mezi
CRO a hlavnim zkousSejicim.

Pojisténi zadavatele. Strany berou na
védomi, ze v souladu
s § 52 odst. 3 pism. f) zakona o Ié¢ivech
zajistila spolecnost Pfizer pojiSténi ve
prospéch spolecnosti Pfizer a hlavniho
zkousejiciho pokryvajici odpovédnost za
fyzickou  Umu  (vCetné¢  umrti),
onemocnéni vznikla v disledku nebo v
souvislosti s podavanim produkti ve
vyzkumu nebo v dusledku ¢ v
souvislosti s jakymkoli  klinickym
zakrokem nebo postupem stanovenym
nebo poZadovanym protokolem, jenz by
subjekt klinického hodnoceni
nepodstoupil, pokud by se klinického
hodnoceni neucastnil (dale jen ,,Uujma z
vyzkumu*). Kopie  pojistného
certifikatu tvoii ptilohu B této smlouvy.
Strany timto ujednavaji, Ze za
pfedpokladu  dodrzeni  pozadavku
pravnich piedpisii je spolecnost Pfizer
opravnéna piislusnou pojistku v prubéhu
klinického hodnoceni zménit ¢i upravit,
avsak pojistku bude udrzovat v platnosti
po celou dobu provadéni klinického
hodnoceni.

Odpovédnost

zadavatele a piipadné
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Attachment H.

17.

Assignment and Delegation

17.1

17.2

By Institution. CRO authorizes
Institution to delegate Institution
duties under this Agreement to
Principal Investigator as
appropriate. Institution may not
otherwise assign its rights or
delegate or subcontract any
duties under this Agreement
without written permission from
CRO. If CRO authorizes
delegation or subcontracting,
Institution remains responsible to
CRO for the performance of all

delegated or  subcontracted
duties.
By CRO. CRO may freely

assign any or all of its rights and
delegate any or all of its duties
under this Agreement to Pfizer.
If CRO assigns all rights and
delegates all duties to Pfizer,
CRO or Pfizer will notify
Institution in writing. CRO (or
Pfizer, following assignment and
delegation by CRO) may also
freely delegate and assign Study-
related duties and rights to an
external provider upon advance
notice to Institution, and may
freely delegate or assign its
Study-related duties or rights to
any Pfizer affiliate. CRO may
not otherwise assign its rights or
delegate its duties under this

17.

odSkodnéni zdravotnického zafizeni a

hlavniho

zkousSejictho  jsou feSeny

ptilohou H.

Postoupeni prav a deleqgovani povinnosti

17.1

17.2

Ze strany zdravotnickeho
zatizeni. CRO zdravotnickému
zatizeni ~ povoluje  vhodnym
zpusobem delegovat povinnosti
zdravotnického zatizeni
vyplyvajici z této smlouvy na
hlavniho zkousejiciho.
Zdravotnické zafizeni neni jinak
opravnéno postoupit sva prava
nebo delegovat své povinnosti
vyplyvajici z této smlouvy nebo
uzavirat subdodavatelské
smlouvy na tyto povinnosti bez
pisemného  souhlasu  CRO.
Pokud CRO povoli delegovéani
nebo uzavirani
subdodavatelskych smluv,
odpovida zdravotnické zafizeni i
naddle CRO za plnéni vsech
delegovanych povinnosti.

Ze strany CRO. CRO miuze
svobodn¢ postoupit spolecnosti
Pfizer nckterd nebo vSechna sva
prava a delegovat na ni nckteré
nebo vSechny své povinnosti
vyplyvajici z této smlouvy.
Pokud CRO postoupi spolecnosti
Pfizer vSechna sva prava a
deleguje vSechny své povinnosti,
CRO nebo spolecnost Pfizer
oznami tuto skutecnost pisemné
zdravotnickému zafizeni. Po
piedchozim oznameni
zdravotnickému zafizeni muze
CRO (nebo spolecnost Pfizer po
postoupeni prav a delegaci
povinnosti ze strany CRO) téz
svobodné¢  postoupit  prava
souvisejici S Klinickym
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Agreement  without  written
permission from Institution. If
CRO or Pfizer delegates or
subcontracts any duties, CRO or
Pfizer remains responsible to
Institution for the performance of
those duties. If CRO assigns all
of CRO's rights and duties under
this Agreement, in accordance
with the terms herein, to another
service provider, that service
provider will become responsible
for performance of all duties.
For the avoidance of doubt, the
rights and duties discussed in this
subsection are only those arising
out of this Agreement.

18. Termination

18.1

Termination Events.
Termination of this Agreement
will be triggered by the earlier of
any of the following events.

a. Disapproval by
SUKL/IEC. If the Study
cannot be initiated
because of SUKL/IEC
disapproval, this

hodnocenim externimu
poskytovateli a delegovat na n¢j
pfislusné povinnosti a miZze
svobodné postoupit sva prava
souvisejici S Klinickym
hodnocenim libovolné ptidruzené
spolecnosti spolec¢nosti Pfizer a
delegovat na ni své prislusné
povinnosti.  Jinak nesmi CRO
postoupit sva prava ani delegovat
sve povinnosti vyplyvajici z této
smlouvy bez pisemného souhlasu
zdravotnického zatizeni. Pokud
CRO nebo spolecnost Pfizer
deleguje nebo formou dilci
subdodavatelské smlouvy
pfevede  jakékoli  povinnosti,
CRO nebo spolecnost Pfizer
nadale odpovida zdravotnickému
zafizeni za  plnéni  téchto
povinnosti. Pokud CRO pievede
vSechna sva prava a povinnosti
vyplyvajici z této smlouvy v
souladu s jejimi podminkami na
jiného  poskytovatele  sluzeb,
pievezme tento poskytovatel
sluzeb odpovédnost za plnéni
vSech povinnosti. Aby se
pfedeslo pochybam, prava a
povinnosti pojednavané v tomto
odstavci jsou pouze prava a

18.  Ukonceni

18.1

povinnosti  vyplyvajici z teto
smlouvy.
Diivody ukonceni.  Ukonceni

této smlouvy nastane v dusledku
té z nésledujicich udalosti, ke
které dojde diive.

a. Zamitnuti
SUKL / nezévislou EK.
Jestlize  nemlze byt
klinické hodnoceni
zahajeno kvili zamitnuti
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Agreement will
terminate.

Study Completion. This
Agreement will terminate
when the Study is
complete, which means
the conclusion of all
Protocol-required
activities for all enrolled
Study Subjects.

Early Termination of
Study. This Agreement
will terminate if the Study
is terminated early as
described below.

1) Termination  of

Study Upon
Notice. CRO or
Pfizer may
terminate the

Study for any
reason upon 30

days’ written
notice to
Institution.

(2 Immediate
Termination of
Study by CRO or
Pfizer. CRO or

SUKL / nezavislou EK,
platnost a ucinnost této
smlouvy skon¢i.

Dokon¢eni klinického
hodnoceni.  Platnost a
ucinnost této smlouvy
skon¢i, jakmile bude
klinické hodnoceni
dokonc¢eno, coZz znamena
dokoncCeni vSech ¢innosti

vyzadovanych
protokolem u  vSech
zapsanych subjekti

klinického hodnoceni.

Pred¢asné ukonceni
klinického hodnoceni.
Platnost a uc¢innost této
smlouvy skonci, jestlize
je  Kklinické hodnoceni
pred¢asn¢ ukonceno tak,
jak je popsano nize.

1) Ukonceni
klinického
hodnoceni na
zakladé vypovéedi.
CRO nebo
spolecnost Pfizer
muize ukoncit
klinické
hodnoceni z
jakéhokoli diivodu
na zakladé
pisemné vypoveédi
s vypovedni
lhitou v délce 30
dni, podané
zdravotnickému
zafizeni.

@) Okam?ité
ukonceni
klinického
hodnoceni ze

Pfizer_15PFZ0711_B9991009_CZE_CTA INS_|J ] 170ct16_Final
Page 37 of 101



Confidential
PFIZER - 15PFZ0711 (B9991009) — CZE — CTA INST — Nemocnice Na Bulovce

Principal Investigator Name: || | N - sitc \°1226

Pfizer may
terminate the
Study

immediately upon
written notice to

Institution for
causes that
include failure to
enroll Study
Subjects at a rate
sufficient to
achieve Study
performance

goals; material
unauthorized
deviations  from
the Protocol or
reporting
requirements;
circumstances that
in CRO’s or
Pfizer’s  opinion
pose risks to the
health or well-
being of Study
Subjects;
regulatory
authority actions
relating to the
Study or the
Investigational
Drug; termination
of the associated

agreement
between CRO and
Principal
Investigator  (see
Section 1.3,
Agreement
between CRO and
Principal

Investigator): any
non-compliance

by the Institution
with local laws.
ICH GCP, or the
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spole¢nosti Pfizer.
CRO nebo
spolecnost Pfizer
muze klinické
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ucinnosti na
zakladé
pisemného
oznameni
podaného
zdravotnickému
zafizeni z duvodu,
mezi které patii
nezapsani
dostatecného
poctu  ucastniki
pro dosazeni cili
klinického
hodnoceni;
podstatné
neopravnéné
odchylky od
protokolu nebo od
pozadavku na
podavani  zprav;
okolnosti,  ktere
podle ndzoru CRO
nebo spolecnosti
Pfizer ptedstavuji
riziko pro zdravi
nebo blaho
subjekta
klinickeho
hodnoceni; kroky
kontrolnich uradu
v souvislosti s
klinickym
hodnocenim nebo
hodnocenym
lékem; ukonceni
souvisejici
smlouvy mezi
CRO a hlavnim
zkousejicim  (viz




Confidential
PFIZER - 15PFZ0711 (B9991009) — CZE — CTA INST — Nemocnice Na Bulovce

Principal Investigator Name: || | N - sitc \°1226

terms of Section clanek 1.3
20 (Anti- smlouvy mezi
Corruption) of this CRO a hlavnim
Agreement; or zkousejicim);
non-compliance jakékoli

by the Principal nedodrzeni

Investigator with
the  comparable
terms of  the

mistnich zakond,
pokyna ICH GCP
nebo  podminek

agreement Clanku 20  této
between CRO and smlouvy
Principal (Protikorup¢ni

Investigator.

opatfeni) ze strany
zdravotnického
zafizent; nebo
nedodrzeni
srovnatelnych
podminek
smlouvy mezi
CRO a hlavnim
zkouSejicim  ze
strany  hlavniho
zkousejiciho.

3) Immediate 3) Okam?ité
Termination  of ukonceni
Study by klinického
Institution. hodnoceni
Institution ~ may zdravotnickym
terminate the zafizenim.
Study Zdravotnické
immediately upon zafizeni muze
notification to ukon¢it  klinické
CRO if requested hodnoceni
to do so by the s okamzitou
responsible ucinnosti na
SUKL/IEC or if zaklad¢
such termination pisemného
IS required to oznameni

Pfizer_15PFZ0711_B9991009_CZE_CTA INS_|J ] 170ct16_Final
Page 39 of 101

protect the health

podaného CRO,

of Study Subjects. pozada-li o to
SUKL nebo
pfislusna

nezavisla EK nebo
pokud takové
ukondeni



Confidential

PFIZER - 15PFZ0711 (B9991009) — CZE — CTA INST — Nemocnice Na Bulovce

Principal Investigator Name: || | N - sitc \°1226

18.2

18.3

Effective Date of Agreement
Termination. If termination of
the Agreement is triggered by
any of the events described in
Section  18.1, above, the
termination will be effective after
receipt by CRO or Pfizer of all
Protocol-required Study Data and
Biological Samples generated up
until termination; receipt of all
payments due to either party; and
completion by both parties of any
remaining applicable Agreement
obligations.

Payment upon Early Termination
of Study. Except as otherwise
indicated in this subsection, if the
Study is terminated early CRO
will pay for work already
performed, in accordance with
Attachment A, less payments
already made for such work.
CRO will also cover any non-
cancelable expenses, other than
future personnel costs, so long as
they were properly incurred and
prospectively approved by CRO
and only to the extent they
cannot reasonably be mitigated.
If the Study cannot be initiated
because of disapproval by the
SUKL/IEC and through no fault
of Institution, CRO  will
reimburse Institution for
SUKL/IEC fees and any other
expenses paid by Institution that

18.2

18.3

vyzaduje ochrana
zdravi  subjekti
klinickeho
hodnoceni.

Datum  u¢innosti  ukonceni
smlouvy. V piipadé€, ze dojde k
ukonceni smlouvy nékterou z
okolnosti  popsanych vySe v
¢lanku 18.1, bude ukonceni
uc¢inné okamzikem, kdy CRO
nebo Pfizer pfevezme veskeré
udaja  klinického hodnoceni a
biologickych vzorkl
vyZadovanych  protokolem a
vzniklych do data ukonceni
smlouvy, okamzikem pfijeti
veSkerych  plateb  splatnych
kterékoli ze stran, a okamzikem
splnéni vSech piislusnych
zbyvajicich povinnosti
vyplyvajicich ze smlouvy obéma
stranami.

Platba pfi pfed¢asném ukonceni.
Jestlize je Kklinické hodnoceni
ukon¢eno  piedCasné, zaplati
CRO za tadné vykonanou praci
podle ptilohy A s odectenim jiz
uhrazenych plateb za tuto praci,
neni-li v tomto odstavci uvedeno
jinak. CRO uhradi rovnéz
veSkeré  nezruSitelné  vydaje
krom¢ budoucich nakladd na
persondl, pokud fadné¢ vznikly a
byly pfedem schvéaleny CRO, a
pouze do té miry, do jaké mohou
byt pfiméfené snizeny. Jestlize
nemuze byt klinické hodnoceni
zahajeno kvuli zamitnuti
SUKL / nezévislou EK a bez
zavinéni zdravotnického zatizeni,
uhradi CRO  zdravotnickému
zafizeni  poplatky  zaplacené
SUKL / nezavislé EK a veskeré
dalsi vydaje zaplacené
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18.4

were prospectively approved, in
writing, by CRO.

a. Non-Compliance with
Anti-Corruption
Provision. If CRO or

Pfizer terminates the
Study because of
Institution’s or Principal
Investigator’s non-
compliance  with  the
terms of Section 20, Anti-
Corruption, CRO and
Pfizer will not provide
any  further  payment
under this Agreement,
regardless of any
activities that Institution
has undertaken or third-
party agreements that
Institution has entered
into before termination.

Return of Materials.  Unless
CRO instructs otherwise in
writing, upon termination of the
Agreement, Institution  will
promptly return all materials
supplied by CRO or Pfizer for
Study conduct that are in
Institution’s  possession  or
control, including unused
Investigational Drug, unused
Case Report Forms, and any
CRO or Pfizer-supplied
Equipment and Materials.
Institution will also cooperate
with CRO or Pfizer, on request,
to help ensure return of such
materials in the possession or
control of Principal Investigator

18.4

zdravotnickému zafizeni, které
CRO ptedem pisemn¢ schvalila.

a. Nedodrzeni
protikorupénich opatieni.
Pokud CRO nebo

spole¢nost Pfizer
smlouvu predcasné
ukon¢i kvili nedodrzeni
podminek  Clanku 20
(Protikorup¢ni  opatfeni)
této smlouvy
zdravotnickym zafizenim
nebo hlavnim
zkousejicim, CRO a
spolecnost Pfizer

neuhradi  zadne  dalSi
platby podle této smlouvy
bez ohledu na to, zda
zdravotnickeé zatizeni
vykonalo pted ukonc¢enim
smlouvy jakékoli ¢innosti
nebo wuzaviela jakékoli
dohody se tretimi
stranami.

Vraceni materiala. Pokud CRO
nevyda jiny pisemny pokyn,
zdravotnické zatizeni po
skonceni smlouvy bezodkladné
vrati vSechny materialy dodané
CRO nebo spolecnosti Pfizer pro
provadéni klinického hodnoceni,

které jsou v drZeni
zdravotnického zafizeni nebo,
které spravuje, véetné

nepouzitého hodnoceného Iéku,
nepouzitych formulaitit zdznamu
subjektu hodnoceni a veSkerého
vybaveni a materiali dodanych
CRO nebo spolecnosti Pfizer.
Zdravotnické zarizeni bude také
na zaklad¢ zadosti spolupracovat
s CRO a spolecnosti Pfizer k
zajiSténi  vraceni  takovychto
materialti, které jsou v drzeni
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18.5

Survival of Obligations.
Obligations relating to Funding,
Confidential Information, Study

Records, Inventions,
Publications, Indemnification,
Sponsor Insurance  Coverage,

Suitability, and Anti-Corruption
survive termination of this
Agreement, as does any other
provision in this Agreement,
including Attachments, that by
its nature and intent remains
valid after the term of the
Agreement.

19. Other Terms

19.1

Suitability.  Institution certifies
that it is licensed, registered, or
otherwise qualified and suitable
under local laws of Czech
Republic, regulations, policies, or
administrative requirements to
conduct the Study and required
Study-related activities.
Institution also certifies that there
are no applicable regulations or
other obligations that prohibit it
from conducting the Study and
entering into this Agreement and
that it has not been forbidden to
or debarred from carrying out
clinical research and the conduct
of trials concerning investigational
medicinal products under the law
of any jurisdiction (including,
without limitation, subsections
306(a) or (b) of the United States
Federal Food, Drug, and Cosmetic
Act) and that it will not use in any
capacity the services of any
person debarred under such law
with respect to services to be

18.5

nebo sprave hlavniho
zkousejiciho.

Pietrvani zavazkd. Zavazky
tykajici se financovani,

davérnych informaci, zaznami
o klinickém hodnoceni,
vynalezu, publikaci, odSkodnéni,
pojisténi zadavatele, zptisobilosti
a  protikorupcnich  opatieni
pfetrvavaji 1 po ukonceni této
smlouvy, stejn¢ jako vSechna
dalSi ujednani této smlouvy
veetn¢ jejich pfriloh, z jejichz
povahy a zaméru vyplyva, ze
zustavaji v platnosti po vyprSeni
doby platnosti smlouvy.

19. Dalsi podminky

19.1

Zpusobilost. Zdravotnické
zafizeni potvrzuje, Ze je podle
ustanoveni zékont Ceské
republiky, pfedpisii, zasad a
ufednich pozadavkl drzitelem
piislusnych licenci a registraci a
je kvalifikované a zpusobilé
provadét klinické hodnoceni a
pozadované ¢innosti souvisejici s
klinickym hodnocenim.
Zdravotnické  zafizeni  dale
potvrzuje, Ze neexistuji Zadné
ptislusné pravni ptedpisy nebo
jiné zavazky, které by mu branily

ve vedeni tohoto klinického
hodnoceni a uzavieni této
smlouvy, ze mu nebylo

zakazano, nebo nebyla vylou¢eno
z vykonavani klinickeho
vyzkumu a vedeni hodnoceni
zkoumanych 1é¢iv podle zékona
v jakékoli jurisdikci (vCetné, bez
omezeni, odstavci 306(a) nebo
(b) federalniho zékona USA
0 potravinach, lécich a
kosmetice), a Ze v Zadné funkci
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19.2

performed under this Agreement.
During the term of this
Agreement and for three years
after its termination, Institution
will notify CRO promptly if any
of these certifications need to be
amended in light of new
information.

Investigations, Inquiries,
Warnings,  or  Enforcement
Actions Related to Conduct of
Clinical Research. Institution
certifies that it is not the subject
of any past or pending
governmental  or  regulatory
investigation, inquiry, warning,
or enforcement action
(collectively, “Agency Action”)
related to its conduct of clinical
research that has not been
disclosed to CRO or
Pfizer. Institution will notify
CRO promptly if it receives
notice of or becomes the subject
of any Agency Action regarding
its compliance with ethical,
scientific, or regulatory standards
for the conduct of clinical
research if the Agency Action
relates to events or activities that
occurred prior to or during the
period in which the Study was
conducted.

19.2

nepouZije sluzeb k vykonu sluzeb
podle této smlouvy Zadnou
osobu, kterd podléhda zakazu
¢innosti podle takovychto
pravnich  ptedpist. Béhem
platnosti této smlouvy a po dobu
tii let po jejim ukonceni
zdravotnické zafizeni neprodlené
vyrozumi CRO, pokud bude na
zéklad¢ novych informaci nutné
kterékoli z téchto potvrzeni
doplnit.

VySetitovéani, patrdni, varovani
nebo donucovaci opatieni
vztahujici se k  provadéni
klinického

vyzkumu. Zdravotnické zatizeni
potvrzuje, ze vuéi nému nebylo
ani  neni  vedeno  z&dné
vySetfovani ani péatrani, nebylo
mu doruc¢eno zadné varovani, ani
vici nému nebylo pfijato zZadné
donucovaci opatfeni ze strany
vladnich ¢i kontrolnich ufadu
(dale souhrnné ,,aFedni kroky*)
v souvislosti s provadénim
klinického vyzkumu, o nichZ by
CRO nebo spolecnost Pfizer
nebyla

informovana. Zdravotnické
zatizeni  bude  bezodkladné
informovat CRO, jestlize obdrzi
oznameni o ufednich krocich
nebo se stane predmétem
jakéhokoli ufedniho kroku kvili
svému (ne)dodrzovani etickych,
védeckych a kontrolnich norem
pro provadéni klinického
vyzkumu, pokud se tyto uiedni
kroky budou tykat udalosti nebo
¢innosti, k nimz doslo pred
obdobim nebo v pribehu obdobi,
kdy bylo klinické hodnoceni
vedeno.
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19.3

194

195

19.6

Use of Name. CRO and Pfizer
reserve the right to identify the
Institution in association with a
listing of the Protocol in the
United States National Institutes
of Health (NIH) Clinical Trials
Data Bank, other publicly
available listings of ongoing
clinical trials, or other Study
Subject recruitment services or
mechanisms. Neither CRO nor
Pfizer will otherwise use the
name of Institution or any of
Institution’s  employees  or
contractors, and Institution will
not use the name of CRO, Pfizer,
or any of their respective
employees or contractors, for
promotional  or  advertising
purposes without written
permission from the party whose
name will be used.

Relationship of the Parties. The
relationship of Institution to CRO
and Pfizer is one of independent
contractor and not one of
partnership, agent and principal,
employee and employer, joint
venture, or otherwise.

Modification. Any modification
to this Agreement must be in
writing, signed by the parties,
and identified as an Amendment,
except for certain mutually
agreeable changes in the Study
budget as identified in
Attachment A.

No Waiver. Failure to exert a
right under this Agreement does

19.3

194

195

19.6

Pouziti jména. CRO a spole¢nost

Pfizer si  vyhrazuji  pravo
identifikovat instituci
v souvislosti S registraci

protokolu v databazi klinickych
hodnoceni  narodnich  ustavi
zdravi USA (NIH), v jinych
vefejn¢ pristupnych seznamech
probihajicich klinickych
hodnoceni nebo v  jinych
sluzbach nebo prostiedcich pro
nabor subjektu. CRO ani
spolec¢nost Pfizer jinak nepouziji
jméno zdravotnického zafizeni
ani zadnych zaméstnanci i
subdodavateltt  zdravotnického
zafizeni, a zdravotnické zafizeni
nepouzije jméno CRO,
spolecnosti Pfizer ani Zadnych
jejich zaméstnancl ¢i
subdodavatelt pro propagacni
nebo reklamni ucely bez
pisemneho souhlasu strany, ktera
ma byt jmenovéana.

Vztah mezi smluvnimi stranami.
Vztah zdravotnického zafizeni
vuci CRO a spolecnosti Pfizer je
vztahem nezavislého dodavatele
a neni vztahem obchodniho

partnerstvi, zmocnénce a
zmocnitele, zaméstnance  a
zameéstnavatele, spole¢ného

podniku ani jinym vztahem.

Zmény. Veskeré zmény této
smlouvy musi byt provedeny
pisemné, podepsany stranami a
oznaceny jako dodatek, vyjma
urcitych oboustranné pftijatelnych
uprav  rozpoctu  Kklinického
hodnoceni, jeZ jsou popsany v
ptiloze A.

Nemoznost zieknout se prava.
Neuplatnéni préava vyplyvajiciho
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19.7

19.8

19.9

19.10

19.11

not constitute a waiver of that
right in the future. No waiver of
any right is effective unless in
writing and signed by the party
who waives the right.

Conflict with Attachments. If
there is any conflict between this
Agreement and any Attachments
to it, the terms of this Agreement
control. If there is any conflict
between this Agreement and the
Protocol, the Protocol will
control as to any issue regarding
treatment of Study Subjects, and
the Agreement will control as to
all other issues.

Affiliates.  As used in this
Agreement, the term “affiliate”
means any entity that directly or
indirectly controls, is controlled
by, or is under common control
with the named party.

Successors and Assigns.  This
Agreement will bind and inure to
the benefit of the successors and
permitted assigns of each party.

Third Party Beneficiary. Pfizer
is an intended third-party
beneficiary to this Agreement
and is entitled to enforce directly
any and all of its rights under it.

Disclaimer of Warranties by
CRO. THE PARTIES
ACKNOWLEDGE THAT

19.7

19.8

19.9

19.10

19.11

z této smlouvy nezaklada
zieknuti se tohoto prava do
budoucna. Zadné zieknuti se
prava neni ucinné, pokud neni
ucinéno pisemné a podepsano
stranou, ktera se prava ziika.

Rozpor s pftilohami. Pokud
nastane jakykoli rozpor mezi
touto smlouvou a jakoukoli jeji
ptilohou, uplatni se Uprava a
podminky stanovené v teto
smlouveé. Pokud nastane rozpor
mezi  touto  smlouvou a
protokolem,  protokol  bude
rozhodujici ve vécech 1écby
subjektt klinického hodnoceni a
smlouva bude rozhodujici ve
vSech ostatnich vécech.

Piidruzené spoleénosti. Termin
,,piidruzena spolecnost®, tak, jak
je pouzivan v této smlouvé,
znamena jakykoli subjekt, ktery
pfimo nebo nepiimo kontroluje
jmenovanou  stranu, je ji
kontrolovan nebo je s ni pod
spolecnou kontrolou.

Néstupci a nabyvatelé.  Tato
smlouva bude zavazna pro
nastupce a povolené nabyvatele
kazdé ze stran a bude pusobit v
jejich prospéch.

Osoba opravnénd ze smlouvy ve
prospéch _tietiho. Spole¢nost
Pfizer je zamyslenou tieti osobou
opravnénou z této smlouvy a ma
na zakladé této smlouvy pravo
ptimo vymahat vSechna sva
prava z ni vyplyvajici.

Odmitnuti zaruk ze strany CRO.
STRANY BEROU NA
VEDOMI, ZE SPOLECNOST
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19.12

PFIZER HAS ENGAGED CRO
TO PROVIDE SERVICES IN
REGARD TO THIS PFIZER-

SPONSORED CLINICAL
STUDY. CRO HAS NOT
PERFORMED ANY

INDEPENDENT RESEARCH
OR ANALYSIS REGARDING
THE SAFETY OR EFFICACY
OF ANY INVESTIGATIONAL
DRUG OR OTHER
MATERIALS OR
TREATMENT PROCEDURES
TO BE USED IN THIS STUDY
AND  THEREFORE CRO
MAKES NO WARRANTIES,
EXPRESSED OR IMPLIED,
CONCERNING THOSE
DRUGS, MATERIALS, OR
TREATMENT PROCEDURES,
THE RESULTS TO BE
OBTAINED BY
ADMINISTERING THEM
PURSUANT TO THE
PROTOCOL, OR TO THEIR
FITNESS FOR ANY
PARTICULAR PURPOSE, OR
TO ANY OTHER PFIZER
OBLIGATION UNDER THE

PROTOCOL OR THIS
AGREEMENT.

Entire  Agreement. This
Agreement including

Attachments, taken together with
the associated agreement
between CRO and Principal
Investigator (see  Section 1.3,
Agreement between CRO and
Principal Investigator),
represents the entire
understanding  between  the
parties relating to this subject

19.12

PFIZER NAJALA CRO ZA
UCELEM POSKYTOVANT{
SLUZEB V SOUVISLOSTI S
TOUTO KLINICKOU STUDII,
JIZ JE SPOLECNOST PFIZER
ZADAVATELEM. CRO
NEPROVEDLA ZADNY
NEZAVISLY VYZKUM ANI
ANALYZU OHLEDNE
BEZPECNOSTI ANI
UCINNOSTI HODNOCENEHO
LEKU ANI JINYCH
MATERIALU CI LECEBNYCH
POSTUPU, KTERE SE PRI
TOMTO KLINICKEM
HODNOCENI POUZIJI, A CRO
PROTO NEPOSKYTUJE
ZADNE VYSLOVNE ANI
KONKLUDENTNI ZARUKY
OHLEDNE TECHTO LEKU,
MATERIALU ANI
LECEBNYCH POSTUPU,
VYSLEDKU, KTERE MAIJi
BYT ZISKANY  JEJICH
PODANIM V SOULADU S

PROTOKOLEM, OHLEDNE
JEJICH VHODNOSTI PRO
JAKYKOLI KONKRETNI
UCEL ANI OHLEDNE
JAKEHOKOLI JINEHO
ZAVAZKU SPOLECNOSTI
PFIZER NA  ZAKLADE

PROTOKOLU NEBO TETO
SMLOUVY.

Uplnd_dohoda. Tato smlouva
véetn¢ vSech pfiloh, pojata
spole¢né se souvisejici smlouvou
mezi CRO a hlavnim
zkouSejicim (viz Clanek 1.3.
smlouvy mezi CRO a hlavnim
zkousSejicim), predstavuje Uplné
ujednani mezi stranami ohledné
doty¢ného predmétu smlouvy.
Tato smlouva nahrazuje veSkeré
piedeslé dohody mezi stranami
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19.13

19.14

19.15

CRO:

matter. This  Agreement
supersedes all previous
agreements between the parties
(oral and written) relating to this
Study, except for any obligations
that, by their terms, survive
independent of this Agreement.

Governing Law. This Agreement
is governed by laws of the Czech
Republic, mainly by Act No.
89/2012 Coll., Civil Code and
Pharmaceuticals Law.

Language. This Agreement is set
forth in both Czech and English,
with both versions having the
same effect. In the event of any
ambiguity or  conflicts in
interpretation of terms between
the two versions, the Czech
version will prevail.

Notices. The parties will deliver
notices and other
communications relating to this
Agreement by hand, by courier,
or by a postage-paid traceable
method of mail delivery to the
mailing address below, or such
other address that a party may
later designate by notice to the
other party in accordance with
this Section.

Attention: Legal Department

202 Carnegie Center, Suite #200
Princeton, New Jersey 08540, USA
Phone: 609.282.8100

Fax: 609.375.9958

Institution:
Nemocnice Na Bulovce
Budinova 67/2
180 81 Praha 8

19.13

19.14

19.15

CRO:

(Gstni a pisemné) tykajici se
tohoto klinického hodnoceni s
vyjimkou zavazkid, které na
zéklad¢ své podstaty pretrvavaji
bez ohledu na tuto smlouvu.

Rozhodné pravo. Tato smlouva
se fidi pravnimi piedpisy Ceské
republiky, zejména  zakonem
¢. 89/2012 Sh., obcansky
zakonik a zakonem o 1éCivech.

Jazyk. Tato smlouva je
vyhotovena v Ceském i

anglickém jazyce a obé& verze
maji stejnou Gcinnost. V piipadé
nejednoznacnosti nebo rozporu
ve vykladu ustanoveni mezi
témito dvéma verzemi bude
rozhodujici ¢eska verze.

Oznémeni. Strany  doruci
oznameni a dalsi  zprévy
vztahujici se k této smlouve

osobng, kuryrem nebo postou se
zaplacenym postovnym a
moznosti sledovani zasilky na
nize uvedenou adresu nebo na
takovou adresu, kterou strana
pozdéji urci ozndmenim druhé
strané v souladu s timto ¢lankem.

K rukédm: Legal Department

202 Carnegie Center, Suite #200
Princeton, New Jersey 08540, USA
Telefon: 609.282.8100

Fax: 609.375.9958

Zdravotnické zafizeni:
Nemocnice Na Bulovce
Budinova 67/2
180 81 Praha 8
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Czech Republic

Attention: MUDr. Tomas
PodleSak, naméstek pro lécebné-
preventivni péci

Telephone: +420 266 082 009
Email:tomas.podlesak@bulovka.cz

Pfizer:

For Submission of Publications
Only:
Patricia Haney
Associate Director, Pfizer
Immuno-Oncology
Pfizer Inc.
500 Arcola Road
Collegeville, PA 19426
Telephone: 781-429-5881
Email: Patricia.haney@pfizer.com

Ceskd republika
K rukam: MUDr. Tomas
Podlesak, naméstek pro lécebné-

preventivni péci

Telefon: +420 266 082 009
E-mail: tomas.podlesak@bulovka.cz

Spolecnost Pfizer:

Pouze pro zasilani publikaci:

Patricia Haney

Associate Director, Pfizer
Immuno-Oncology

Pfizer Inc.

500 Arcola Road

Collegeville, PA 19426

Telefon: 781-429-5881

Email: Patricia.haney@pfizer.com

20. Anti-Corruption 20. Protikorupéni opatieni
20.1 Definitions 20.1 Definice
a. Government. As used in a. Vlada. Pojem ,vlada“,
this Agreement, tak, jak je pouzivan v této
“Government” includes smlouve, zahrnuje
all levels and vSechny trovné a slozky
subdivisions of vlady (tj. organy na

governments (ie, local,
regional, and national;
administrative,

mistni, krajské i celostatni
arovni, a to spravni,
zakonodarné i vykonné).

legislative, and
executive).

b. Government Official. As b. Utedni osoba.  Pojem
used in this Agreement, LuiFedni osoba“, tak, jak
“Government Official” je pouzivan v  této

includes (1) any elected
or appointed non-US
Government official (eg,
a legislator or a member
of a non-US Government

Smlouveé, znamena (1)
kazdou volenou nebo
jmenovanou ufedni osobu
vlady jiné nez vlady USA
(napt. zdkonodarce nebo

ministry), @) any ufednika ministerstva
employee or individual vlady jiné nez vlada
acting for or on behalf of USA), (2)  kazdého

a non-US Government zameéstnance nebo osobu
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official, non-US
Government agency, or
enterprise performing a
function of, or owned or
controlled by, a non-US
Government  (eg, a
healthcare  professional
employed by a non-US
Government hospital or
researcher employed by a
non-US Government
university), (3) any non-
US political party officer,
candidate for non-US
public office, or
employee or individual
acting for or on behalf of
a non-US political party
or candidate for public
office, (4) any employee
or individual acting for or
on behalf of a public
international
organization, and (5) any
member of a royal family
or member of a non-US
military.

20.2 Anti-Bribery and Anti-

Corruption Principles. Institution
has received a copy of Pfizer’s
International Anti-Bribery and
Anti-Corruption Principles as an
Attachment D to this Agreement.
Institution will ensure that it and

20.2

jednajici  jménem  Ci
Z povefeni ufedni osoby
vlady jiné nez vlady
USA, ufadu vlady jiné
nez vlddy USA nebo
podniku, ktery vykonava
vladni funkci pro vladu
jinou nez vladu USA,
nebo ktery vlastni ¢i fidi
vlada jina nez vlada USA
(napf. zdravotnika
zaméstnaného ve statni
nemocnici, Kkterd neni
statni  nemocnici USA
nebo vyzkumného
pracovnika zaméstnaného
na statni univerzité, ktera
neni statni  univerzitou
USA), (3) kazdeho
piedstavitele politické
strany v jiné zemi neZ
USA, kandidata na
vefejnou funkci v jiné
zemi nez USA,
zaméstnance nebo osobu
jednajici jménem
politické  strany  nebo
kandidata na vefejnou
funkci v jiné zemi neZ
USA, 4) kazdého
zaméstnance nebo osobu
jednajici jménem vetejné
mezinarodni organizace a
(5) jakéhokoli  ¢lena
kralovské rodiny nebo
prislusnika  ozbrojenych
sil jinych nez ozbrojené
sily USA.

Protiuplatkaiské a protikorupéni
zasady. Zdravotnické zafizeni
obdrzela kopii mezinarodnich
protitplatkaiskych a
protikorup¢nich zasad
spolecnosti Pfizer jako ptilohu D
této smlouvy. Zdravotnické
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20.3

any of its agents or
subcontractors conducting Pfizer
Work will comply with the Anti-
Bribery and  Anti-Corruption
Principles.

Warranties. Institution warrants
to CRO and Pfizer the following:

a. Any information that
Institution provided to
CRO or Pfizer as part of
CRO’s or Pfizer’s anti-
corruption due-diligence
process is complete and
accurate.

b. If any response that
Institution provided on
the CRO or Pfizer due-
diligence questionnaire in
regard to Institution, any
individuals identified in
the questionnaire, or the
Family Relatives (as
defined in the
questionnaire) of those
individuals changes
during the term of this
Agreement, Institution
will notify CRO.

C. The funding provided by
CRO or Pfizer under this
Agreement will not cause
Institution to do anything
that would result in CRO
or  Pfizer improperly
obtaining or retaining
business or gaining any

20.3

zafizeni zajisti, Ze ona sama a
vSichni  jeji  zmocnénci a
subdodavatelé vykonavajici préci
pro spolecnost Pfizer budou tyto
protitplatkaiské a protikorupéni
zasady dodrZovat.

Zaruky. Zdravotnické zafizeni
zarucuje CRO a spoleCnosti
Pfizer nasledujici:

a. Veskeré informace, které
zdravotnické zatizeni
poskytlo CRO  nebo
spole¢nosti Pfizer v ramci
procesu nalezite
protikorupéni péée CRO
nebo spolecnosti Pfizer,
jsou uplné a presné.

b. Pokud dojde ke zménam
u jakékoli  odpovédi,
kterou zdravotnické
zafizeni  poskytlo v
dotazniku nélezité
protikorup¢ni péce
ohledn¢ zdravotnického
zafizeni, jakékoli osoby
identifikované Y
doty¢ném dotazniku nebo
blizkého piibuzného (tak,
jak jsou definovani v

doty¢ném dotazniku)
béhem obdobi platnosti
této smlouvy,
zdravotnickeé zatizeni

bude informovat CRO.

C. Financovani, které CRO
nebo spoleCnost Pfizer
poskytuje  podle této
smlouvy nezptlisobi, ze se
zdravotnické zatizeni
dopusti jakéhokoli
jednani, které by mélo za
nasledek nepatficné
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20.4

improper business
advantage.

d. Institution has not and
will  not accept any

payment or anything of
value that would result in
CRO or Pfizer improperly
obtaining or retaining
business or gaining any
improper business
advantage.

e. Institution has not and
will not in the future
directly or indirectly offer
or pay, or authorize the
offer or payment of, any
money or anything of
value in an effort to
influence any
Government Official or
any other person.

Funding Requirements. CRO
will make no payment in addition
to the funding set out in
Attachment A (Study Budget and
Payment Terms) in connection
with this Agreement unless CRO
has prospectively approved that
expenditure in writing. All
invoices and any supplemental
documents  that Institution
submits to CRO or Pfizer under
this Agreement must be truthful
and show in reasonable detail
what the requested payment is
for.  Institution will maintain
true, accurate, and complete

20.4

ziskani  nebo  udrzeni
obchodni pftilezitosti nebo
ziskani jakékoli
nepatiicné obchodni
vyhody na strané CRO
nebo spole¢nosti Pfizer.

d. Zdravotnické zatizeni
neobdrzela a neobdrzi
zadnou platbu ani cokoli
hodnotného, co by mélo
za nasledek nepatficné
ziskani  nebo  udrzeni
obchodni pftilezitosti nebo
ziskani jakékoli
nepatiicné obchodni
vyhody na strané CRO
nebo spole¢nosti Pfizer.

e. Zdravotnické zafizeni
pfimo  ani  nepfimo
neposkytla a neposkytne
platou ani nabidku, ani
neschvalila a neschvali
platbu jakékoli castky
nebo nabidku cehokoli
hodnotného, ve snaze
ovlivnit jakoukoli uUfedni
osobu nebo jinou osobu.

PoZadavky na financovéani. CRO
neposkytne v souvislosti s touto
smlouvou Zadnou platbu navic k
financovani uvedenému v piiloze
A (Rozpocet klinického
hodnoceni a platebni podminky),
pokud ji CRO piedem pisemné
neschvali.  VeSkeré faktury a
dopliikové  dokumenty, které
podle této smlouvy zdravotnické
zafizeni ptedlozi CRO nebo
spolecnosti  Pfizer, musi byt
pravdivé a dostatecné presné
uvadét, za co je platba
pozadovana. Zdravotnické
zafizeni povede pravdivé, piesné
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20.5

20.6

records (eg, invoices, reports,
statements, and books) relating to
the funding and expenditures for
this Study.

Right to Audit. Pfizer has the
right to take all reasonable steps
and actions to ensure that each
payment made by CRO on behalf
of Pfizer is properly and
legitimately used. To this end,
Institution will permit, during the
term of the Agreement and for
three years after the final
payment has been made under
the Agreement, Pfizer’s internal
and external auditors access to
any relevant books, documents,
papers, and records of the
Institution involving transactions
related to the Agreement.
Because this Agreement relates
to a clinical study, there will be
acceptable safeguards employed
in such an audit to ensure
confidentiality and protect the
privacy of the Study Subjects.

Failure to Comply. If CRO or
Pfizer terminates the Study or
this Agreement because of
Institution’s breach of any of the
provisions in  this  Anti-
Corruption section, Institution
will be liable to Pfizer for
damages or remedies as provided
by law. Further, Institution will
indemnify CRO and Pfizer
against any third-party claim,
fine, or penalty against CRO or
Pfizer that results from such a
breach by Institution.

20.5

20.6

a uplné zaznamy (napft. faktury,
zpravy, vykazy a ucetni knihy)
souvisejici s financovanim a
vydaji tohoto Klinického
hodnoceni.

Prévo auditu. CRO a Pfizer maji
pravo podniknout  veSkeré
pfiméfené kroky a tukony k
zajisténi toho, aby kazda platba
uskutecnénd CRO byla fadné a
legitimné¢ pouzita. Za timto
uc¢elem  musi  zdravotnické
zatizeni povolit béhem obdobi
trvani smlouvy a tfi roky poté, co
byla podle smlouvy provedena
kone¢na platba, pfistup internim
a externim auditorim CRO nebo
spoleCnosti  Pfizer ke vSem
piislusnym  ucetnim  kniham,
dokumentim, pisemnostem a
zaznamum zdravotnické zatizeni
dokladajicim transakce tykajici
se smlouvy. ProtoZze se tato
smlouva tyka klinickeho
hodnoceni, budou pro ptipad
takového  auditu  zavedena
piijatelnd ochrannd opatfeni k
zajiSténi divérnosti a ochrany
soukromi subjektd  klinického
hodnoceni.

Nedodrzeni ujednani.  Pokud
CRO nebo spolecnost Pfizer
ukoné¢i tuto smlouvu z divodu
poruseni kteréhokoli ujednani
tohoto protikorupéniho ¢lanku
zdravotnickym zafizenim, bude
zdravotnické zafizeni odpovidat
za Skody nebo népravna opatieni
spolecnosti Pfizer dle zakona.
Zdravotnické  zatizeni  déale
odSkodni CRO a spole¢nost
Pfizer ve  véci  jakékoli
pohledavky tfeti strany, pokuty
nebo penale uplatnéné vici CRO
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20.7 Dispute settlement and arbitration

procedure.
Competent judicial authorities of

the Czech Republic shall be used
to discuss and decide on any
disputes that will not be resolved
by cooperation.

This agreement is made in three
counterparts, the Institution will
receive two counterparts and the
CRO will receive one
counterpart.

20.7

nebo  spole¢nosti  Pfizer v
dasledku  takového  poruseni
téchto ujednani zdravotnickym
zafizenim.

Reseni sporti a smiréi fizeni.

K projednani a rozhodovani
piipadnych sport, které nebudou
ptfekonany  spolupraci,  jsou
piislugné soudni organy Ceské
republiky.

Tato smlouva je vyhotovena ve
ttech stejnopisech, zdravotnické
zafizeni obdrzi dva stejnopisy a
CRO obdrzi jeden stejnopis.
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inVentiv Health UK Ltd

Printed Name /Jméno tiskacim pismem

Title /Funkce

Date:/Datum:

Signature/Podpis:

Attachments/Prilohy

Attachment A
Attachment B
Attachment C
Attachment D
Attachment E
Attachment F

Attachment G

Attachment H
Attachment |

Study Budget and Payment
Terms

Insurance Certificate
Equipment and Materials

Pfizer International  Anti-
Bribery and Anti-Corruption
Principles

State Institute for Drug
Control approval

Multi-centric Ethics
Committee approval

Local Ethics Committee
approval

Form of Indemnity
Power of Attorney from Pfizer

Nemocnice Na Bulovce

MUDr. Tomas PodleSak,
na zakladé povéieni/ by delegation

Printed Name/Jméno tiskacim pismem

namé&stek pro 1é¢ebné-preventivni péci/

Deputy of Medical and Preventive Care

Title /Funkce

Date:/Datum:

Signature/Podpis:

Piiloha A
Piiloha B
Pfiloha C
Piiloha D
Piiloha E
Pfiloha F

Pfiloha G

Pfiloha H
Piiloha I

Rozpocet klinickeho hodnoceni a
platebni podminky

Pojistny certifikat

Vybaveni a materialy
Mezinarodni protitplatkaiské a
protikorup¢ni zéasady spolecnosti
Pfizer

Souhlas SUKLu

Souhlas multicentrické etické
komise

Souhlas lokalni etické komise

Zaruka od$kodnéni
PlInA moc Kk
spolecnosti Pfizer

zastupovani
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Attachment A Pfilohg A )
STUDY BUDGET AND PAYMENT TERMS  ROZPOCET KLINICKEHO HODNOCENI A
PLATEBNI PODMINKY

UL

SLET T
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Attachment B Piiloha B )
INSURANCE CERTIFICATE POJISTNY CERTIFIKAT
Potvrzeni o pojisténi Certificate of Insurance

Toto potvrzeni o pojisténi slouFi wiutng k informaénim Ofelim a nepfenadi na majitele tohoto potvrzeni Zadnd prava. Toto
potvrzeni nedoplifuje, nerozdifuje ani neméani pojistng knti niZe uvedend pojistng smiouvy.

This certificate is issued as a matter of information only and confers no rights wpon the ceritificate holder. This certificate does not
amend, extend or alter the coverage affordered by the policies below.

Cislo pojistné smlouvy 5200245116 Policy No.

Pojistitel AIG EUROPE Limited, organizaéni sloZzka [nsurer
pro Ceskou republiku
W Celnici 1031/4
110 00 Praha 1

Pojistnik Pfizer, spol.sr.o. Named Insured
Praha 5, Stroupeznického 17, PSC 150 00
IC: 45244809

Pocéatek pojisténi 1.1. 2016 Inception Date of
Insurance

Konec pojisténi 31.12.2016 Expiration of Insurance

Pocatek hodnoceni 25 September 2015 Inception of Trial

Konec hodnoceni 1st May 2020 Expiration of Trial

Druh pojisténi Klinické hodnoceni humanniho 1&¢iva.  Type of Insurance
Clinical trials.

Rozsah kryti Touto pojistnou smlouvou se kryje: Scope of Cover

- odpovédnost za $kody vzniklé na zdravi u subjektu klinického hodnoceni

- odpovédnost za Skodu pro zkousejiciho a zadavatele klinického hodnoceni v souvislosti s
timto hodnocenim v souladu s ustanovenim § 52 odst. 3, pism. f) Zak. €. 378/2007 Sb. o
leéivech, v platném znéni, v rozsahu podle mezinarodniho pojistného programu

- pro pojisténi klinického testovani neplati vyluka 4.1.13

This policy covers:
- 3@ Party Liability for trial subjects for injury to health arising out of making the clinical trial
_ 3" Party Liability for injury covering investigator and sponsor of clinical trial connected with this
clinical frial in compliance with provisions of Section 52 (3) (f) of Act No. 378/2007 Coll., on
Drugs, as amended, as per the Master policy wording.
- for this insurance the exclusion 4.1.13 of terms and conditions is not applied
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Testovany produkt Avelumab Tested drug
Cislo studie B9991003 Code Number of Study
Nazev RANDOMIZOVANA, MULTICENTRICKA, Title

OTEVRENA STUDIE FAZE 3 AVELUMABU
(MSB0010718C) SAMOTNEHO NEBO V
KOMBINACI S PEGYLOVANYM
LIPOZOMALNIM DOXORUBICINEM PROTI
SAMOTNEMU PEGYLOVANEMU
LIPOZOMALNIMU DOXORUBICINU U
PACIENTEK 5 RAKOVINOU VAJEGNIKUD
REZISTENTNI/REFRAKTERNI VUG PLATINE
A PHASE 3, MULTICENTER, RANDOMIZED,
OPEN LABEL STUDY OF AVELUMAB
(MSB0010718C) ALONE OR IN COMBINATION
WITH PEGYLATED LIPOSOMAL
DOXORUBICIN VERSUS PEGYLATED
LIPOSOMAL DOXORUBICIN ALONE IN
PATIENTS WITH PLATINUM
RESISTANT/REFRACTORY OVARIAN

CANCER
Uzemni platnost Czech Republic Policy Territory
Pojistna éastka 5.000.000 USD Limit of Indemnity Per
occurrence and in the
aggregate
Spoluuéast 0 Diductjple

Oliflch-Eflchber
_Glotial Client Sarvices

[AIG]

Praha 22.3.2016
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Attachment C
EQUIPMENT AND MATERIALS

CRO/Pfizer-Provided Equipment and
Materials

CRO/Pfizer-Provided Equipment

CRO or Pfizer will provide the equipment
identified below (“CRO Equipment”) for use
by Institution in the conduct or reporting of
the Study: NONE

CRO/Pfizer-Provided Materials

CRO or Pfizer will provide the proprietary
materials owned or licensed by CRO or Pfizer
and identified below (“CRO Materials”) for
use by Institution in the conduct or reporting
of the Study.

Materials Supplied: NONE

Vendor-Provided Equipment or Materials

CRO or Pfizer will arrange for a vendor to
provide the following equipment or
proprietary materials (“Vendor Property”)
for use in this Study: NONE

Ownership, Responsibilities, and Liability

Ownership. CRO Equipment, CRO Materials,
and Vendor Property are and remain the
property of CRO, Pfizer, the vendor, or the
licensor, as the case may be.

Pf’iloha C ]
VYBAVENI A MATERIALY

Vybaveni a materialy poskytnuté CRO /
spole¢nosti Pfizer

Vybaveni poskytnuté CRO / spole¢nosti Pfizer

CRO nebo spole¢nost Pfizer poskytne
vybaveni uvedené nize (dale jen ,,vybaveni
CRO*) pro pouziti zdravotnickym zatizenim
pii provadéni klinického hodnoceni nebo
podavani zprav o klinickém hodnoceni:
ZADNE

Materialy poskytnuté CRO/ spole¢nosti Pfizer

CRO nebo spole¢nost Pfizer poskytne nize
uvedené chranéné materialy, které CRO nebo
spolecnost Pfizer vlastni nebo Kk nimz
disponuje licenci, (dale jen ,,materidly CRO")
pro pouZiti zdravotnickym zafizenim pii
provadéni  klinického  hodnoceni  nebo
podavani zprav o klinickém hodnoceni.

Dodané materialy: ZADNE

Vybaveni a Materialy poskytnuté
prodejcem

CRO nebo Pfizer zajisti prodejce, ktery
poskytne nasledujici vybaveni nebo chranéné
materialy (dale jen ,,majetek prodejce*) pro
pouziti v tomto klinickém hodnoceni:
ZADNE

Vlastnictvi, povinnosti a pravni
odpovédnost za Skodu

Vlastnictvi. Vybaveni CRO, materialy CRO a
majetek prodejce jsou a zustavaji majetkem
spolecnosti CRO, spolecnosti Pfizer, prodejce
nebo poskytovatele licence (dle konkrétni
situace).
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Institution Responsibilities.  Institution will
bear the risk of loss or damage to CRO
Equipment, CRO Materials, and Vendor
Property. If any CRO Equipment, CRO
Materials, or Vendor Property must be
replaced by CRO, Pfizer or vendor during
Study conduct as the result of loss or damage
by Institution, CRO reserves the right to
deduct, from future Study funding payments,
the cost to CRO or Pfizer of the replacements.

Liability. Neither CRO nor Pfizer has any
liability for damages of any sort, including
personal injury or property damage, resulting
from the use of CRO Equipment, CRO
Materials, or Vendor Property except to the
extent that (1) such damages were caused by
the negligence or willful misconduct of CRO,
Pfizer, or the vendor or (2) a personal injury
constitutes a Research Injury to a Study
Subject, as described in Attachment B to this
Agreement.

Version Date: December 2012

Povinnosti zdravotnického zafizeni.
Zdravotnické zafizeni nese riziko ztraty nebo
poskozeni vybaveni CRO, materidli CRO
nebo majetku prodejce. Pokud CRO,
spolec¢nost Pfizer nebo prodejce musi vymeénit
jakékoli vybaveni CRO, materialy CRO nebo
majetek prodejce béhem provadéni klinického
hodnoceni v duasledku ztraty nebo poskozeni
zpiisobeného zdravotnickym zafizenim, CRO
si vyhrazuje pravo odecist ndklady CRO nebo

spolecnosti Pfizer na jejich vyménu z
budoucich plateb financovani  klinického
hodnoceni.

Pravni odpovédnost za Skodu. CRO ani
spoleCnost Pfizer neodpovidaji za zadné

Skody, vcetn¢ Skody na zdravi osob ¢i
poskozeni majetku, vzniklé v duasledku
pouzivani vybaveni CRO, materidlt CRO
nebo majetku prodejce, kromé piipadi, kdy
(1) takové skody byly zptsobeny nedbalosti
nebo svévolnym porusenim povinnosti ze
strany CRO, spolecnosti Pfizer nebo prodejce,
nebo kdy (2) Skoda na zdravi osob predstavuje
souvisejici  Skodu na zdravi subjektu
klinického hodnoceni tak, jak je popsana
Vv ptiloze B této smlouvy.

Datum verze: prosinec 2012
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Attachment D
PFIZER INTERNATIONAL ANTI-
BRIBERY AND
ANTI-CORRUPTION BUSINESS
PRINCIPLES

Pfizer has a long-standing policy forbidding
bribery and corruption in the conduct of our
business in the United States or abroad. Pfizer
is committed to performing business with
integrity, and acting ethically and legally in
accordance with all applicable laws and
regulations. We expect the same commitment
from the consultants, agents, representatives
or other companies and individuals acting on
our behalf (“Business Associates”), as well as
those acting on behalf of Business Associates
(e.g., subcontractors), in connection with work
for Pfizer.

Bribery of Government Officials

Most countries have laws that forbid making,
offering or promising any payment or
anything of value (directly or indirectly) to a
Government Official when the payment is

intended to influence an official act or
decision to award or retain business.
“Government Official” shall be broadly

interpreted and means:

() any elected or appointed Government
official (e.g., a legislator or a member
of a Government ministry);

(i) any employee or individual acting for
or on behalf of a Government Official,
agency, or enterprise performing a
governmental function, or owned or
controlled by, a Government (e.g., a
healthcare professional employed by a
Government hospital or researcher
employed by a  Government

Piiloha D
MEZINARODNI PROTIUPLATKARSKE A
PROTIKORUPCNI ZASADY
SPOLECNOSTI PFIZER

Spolecnost Pfizer dlouhodobé prosazuje
firemni politiku zakazujici Uplatky a korupci
pfi obchodni ¢innosti v USA 1 v zahrani¢i.
Spolecnost Pfizer se zavazala vykonéavat svou
obchodni ¢innost cCestnym, etickym a
zakonnym zpusobem v souladu se vSemi
platnymi zdkony a ptedpisy. Stejny zavazek
ocekdvame od naSich poradct, zmocnénct,
zastupcil nebo dalSich spolecnosti ¢i fyzickych
0sob jednajicich naSim jménem (dale jen
,obchodnich partnert®), jakoz 1 od osob
jednajicich  jménem  téchto  obchodnich
partnerd (naptf. subdodavatell) pfi praci
vykonavané pro spolecnost Pfizer.

Uplaceni uiednich osob

Ve vétsSing stati existuji zdkony zakazujici
(ptfimé ¢i nepiimé) poskytovani, nabizeni nebo
slibovani jakychkoli finan¢nich ¢astek nebo
jinych hodnotnych véci Ufednim osobam s
cilem ovlivnit afedni Ukony ¢i rozhodnuti
smetujici k ziskani ¢i udrzeni urcité obchodni
prilezitosti.

Pojem ,,afedni osoba” je vykladan v Sirokém
smyslu a zahrnuje:

Q) kazdou volenou nebo jmenovanou
uiedni osobu (napft. zakonodarce nebo
pracovnika vladniho ministerstva);

(i)  kazdého =zaméstnance nebo osobu
jednajici jménem nebo z povéieni
uifedni osoby, vladdniho ufadu nebo
podniku, ktery vykonava vladni funkci
nebo ktery vlastni ¢i fidi vlada (napf.
zdravotnika zaméstnaného ve statni
nemocnici nebo vyzkumného
pracovnika zaméstnaného na statni

Pfizer_15PFZ0711_B9991009_CZE_CTA INS_|J ] 170ct16_Final
Page 75 of 101



Confidential

PFIZER - 15PFZ0711 (B9991009) — CZE — CTA INST — Nemocnice Na Bulovce

Principal Investigator Name: || | N - sitc \°1226

university);
(iii)  any political party officer, candidate
for public office, officer, or employee
or individual acting for or on behalf of
a political party or candidate for public
office;

(iv)  any employee or individual acting for
or on behalf of a public international
organization;

(v) any member of a royal family or
member of the military; and

(vi)  any individual otherwise categorized
as a Government Official under law.

“Government” means all levels and
subdivisions of governments (i.e., local,
regional, or national and administrative,
legislative, or executive).

Because this definition of “Government
Official” is so broad, it is likely that Business
Associates will interact with a Government
Official in the ordinary course of their
business on behalf of Pfizer. For example,
doctors employed by Government-owned
hospitals would be considered “Government
Officials.”

The U.S. Foreign Corrupt Practices Act (the
“FCPA”) prohibits making, promising, or
authorizing a payment or providing anything
of value to a non-U.S. Government Official to
improperly or corruptly influence that official
to perform any governmental act or make a
decision to assist a company in obtaining or
retaining business, or to otherwise gain an
improper advantage. The FCPA also prohibits
a company or person from using another
company or individual to engage in any such
activities. As a U.S. company, Pfizer must
comply with the FCPA and could be held

univerzite);
(ili)  kazdého predstavitele politické strany,
kandidata na  vefejnou  funkci,
urednika, zaméstnance nebo osobu
jednajici jménem nebo z povéieni
politické strany nebo kandidata na
vetejnou funkci;

(iv)  kazdého =zaméstnance nebo osobu
jednajici jménem nebo z povéieni
vefejné mezindrodni organizace;

(v) kazdého ¢lena kralovské rodiny nebo
piislusnika ozbrojenych sil; a

(vi) kazdou osobu jinak dle zé&kona

povazovanou za tiedni osobu.

Pojem ,vlada“ v tomto kontextu zahrnuje
vSechny stupné a slozky vlady (tj. organy na
mistni, krajské i celostatni drovni, a to spravni,
zakonodarné i vykonne).

Vzhledem k Sirokému pojeti definice ufedni
osoby je pravdépodobné, ze obchodni partnefi
budou v ramci své obvyklé cCinnosti pro
spolecnost Pfizer s Ufednimi osobami bézné
jednat. Napftiklad 1ékati zaméstnani ve statnich
nemocnicich se podle zasad spolecnosti Pfizer
povazuji za ufedni osoby.

Zdkon USA o korupénich praktikach v
zahrani¢i (dale jen ,,FCPA®“) zakazuje
poskytovani, slibovani nebo schvalovani
platby finanénich ¢astek nebo poskytovani
¢ehokoli hodnotného fedni osobé jiného statu
nez USA za tucelem nepiipustného nebo
korupéniho ovlivnéni  jednani nebo
rozhodovani takovéto osoby s cilem pomoci
spoleCnosti ziskat nebo si udrzet obchodni
prilezitost nebo ziskat jinou nepatiicnou
vyhodu. FCPA rovnéz zakazuje spole¢nostem
¢i osobam vyuzivat jinych spolecnosti nebo
fyzickych osob k provadéni kterékoli z vyse
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liable as a result of acts committed anywhere
in the world by a Business Associate.

Anti-Bribery and Anti-Corruption
Principles Governing Interactions with
Governments and Government Officials

Business Associates must communicate and
abide by the following principles with regard
to their interactions with Governments and
Government Officials:

. Business Associates, and those acting
on their behalf in connection with
work for Pfizer, may not directly or
indirectly make, promise, or authorize
the making of a corrupt payment or
provide anything of value to any
Government Official to induce that
Government Official to perform any
governmental act or make a decision to
help Pfizer obtain or retain business.
Business Associates, and those acting
on their behalf in connection with
work for Pfizer, may never make a
payment or offer any item or benefit to
a Government Official, regardless of
value, as an improper incentive for
such Government Official to approve,
reimburse, prescribe, or purchase a
Pfizer product, to influence the
outcome of a clinical trial, or to
otherwise benefit Pfizer’s business
activities improperly.

. In conducting their Pfizer-related
activities, Business Associates, and

uvedenych ¢innosti. Spolecnost Pfizer je jako
spolecnost registrovana v USA povinna
dodrzovat ustanoveni FCPA a muze byt
volana k odpovédnosti za jednani, jehoZz se
kdekoli na svété dopusti kterykoli z jejich
obchodnich partnert.

Protiaplatkaiské a protikorupéni zasady
upravujici vztahy s vladami a dfednimi
osobami

Obchodni partnefi jsou povinni sd€lovat a
dodrzovat nasledujici z&sady tykajici se jejich
vztahl s vladami a Gfednimi osobami:

. Obchodni partnefi a osoby jednajici
jejich jménem v souvislosti s praci pro
spolecnost Pfizer nesmi pifimo ani
nepfimo  vyplacet, slibovat nebo
schvalovat  vyplaceni  jakychkoli
korup¢nich ¢astek nebo poskytovani
cehokoli hodnotného kterékoli uredni
osob¢ za ucelem pifimét ji, aby ucinila
urCity ukon nebo pfijala urcité
rozhodnuti  pomahajici  spolecnosti
Pfizer ziskat nebo udrzet si obchodni
prilezitost. Obchodni partnefi a osoby
jednajici jejich jménem v souvislosti s
praci pro spolecnost Pfizer nesmi
nikdy vyplatit zadné Ufedni osobé
finan¢ni Castku nebo ji nabidnout
jakykoli pfedmét ¢i vyhodu (bez
ohledu na jejich hodnotu) za ucelem
nepiipustné motivace takové uredni
osoby ke schvaleni, nahradg,
pfedepsani nebo ndkupu jakéhokoli
vyrobku spoleCnosti Pfizer, za ucelem
ovlivnéni vysledku klinického
hodnoceni nebo za tucelem dosazeni
jakékoli jiné nepatficné obchodni
vyhody pro spolecnost Pfizer.

. Obchodni partnefi a osoby jednajici
jejich jménem v souvislosti s praci pro
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those acting on their behalf in
connection with work for Pfizer, must
understand and comply with any local
laws, regulations, or operating
procedures (including requirements of
Government  entities  such  as
Government-owned hospitals  or
research institutions) that impose
limits, restrictions, or disclosure
obligations on compensation, financial
support, donations, or gifts that may be
provided to Government Officials. If a
Business Associate is uncertain as to
the meaning or applicability of any
identified limits, restrictions, or
disclosure requirements with respect to
interactions with Government
Officials, that Business Associate
should consult with his or her primary
Pfizer contact before engaging in such
interactions.

Business Associates, and those acting
on their behalf in connection with
work for Pfizer, are not permitted to
offer  facilitation  payments. A
“facilitation payment” is a nominal
payment to a Government Official for
the purpose of securing or expediting
the performance of a routine, non-
discretionary governmental action.
Examples of facilitation payments
include payments to expedite the
processing of licenses, permits or visas
for which all paperwork is in order. In
the event that a Business Associate, or
someone acting on their behalf in
connection with work for Pfizer,
receives or becomes aware of a request
or demand for a facilitation payment or
bribe in connection with work for
Pfizer, the Business Associate shall
report such request or demand
promptly to his or her primary Pfizer
contact before taking any further

spoleCnost Pfizer musi znit a
dodrzovat mistni zakony, piredpisy
nebo  provozni postupy (vcetné
pozadavkl ze strany vladnich subjekti,
jako napt. statnich nemocnic nebo
vyzkumnych ustavi), které stanovi
limity, omezeni nebo povinnosti
informovat ve vztahu k odménam,
finanéni  podpofe, darim  nebo
pozornostem, jez  mohou byt
poskytovany ufednim osobam. Pokud
si  obchodni partner neni jisty
vyznamem nebo rozsahem platnosti
kteréhokoli ~ stanoveneho limitu,
omezeni nebo povinnosti informovat v
souvislosti  jednani s  ufednimi
osobami, mél by se pfed zahdjenim
takového jednani obratit na svou
hlavni kontaktni osobu ve spolecnosti
Pfizer.

Obchodni partnefi a osoby jednajici
jejich jménem v souvislosti s praci pro
spole¢nost Pfizer nesmi nabizet tzv.
vSimné.  ,VSimnym“ se  rozumi
nominalni neoficialni platby ufednim
osobam za zajisténi nebo urychleni
rutinniho kroku statni spravy, jehoz
provedeni nezavisi na vlastnim uvazeni
pfislusné osoby. Piikladem vSimného
jsou platby za wurychlené¢ vyfizeni
riznych licenci, povoleni nebo viz, k
nimz byly fadné¢ dolozeny veskeré
potiebné podklady. Pokud obchodni
partner nebo osoba jednajici jeho
jménem v souvislosti s praci pro
spolecnost Pfizer obdrzi pozadavek
nebo se dozvi o pozadavku na Uhradu
vSimného nebo Uplatku v souvislosti s
praci pro spole¢nost Pfizer, je
obchodni  partner  povinen  tuto
skute¢nost bezodkladn¢ nahlésit své
hlavni kontaktni osobé ve spolecnosti
Pfizer pfedtim, neZ ucini jakékoli dalsi
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action.
Commercial Bribery

Bribery and corruption can also occur in non-
Government, business to business
relationships. Most countries have laws which
prohibit  offering,  promising,  giving,
requesting, receiving, accepting, or agreeing to
accept money or anything of value in
exchange for an improper business advantage.
Examples of prohibited conduct could include,
but are not limited to, providing expensive
gifts, lavish hospitality, kickbacks, or
investment  opportunities in  order to
improperly induce the purchase of goods or
services. Pfizer colleagues are not permitted to
offer, give, solicit or accept bribes, and we
expect our Business Associates, and those
acting on their behalf in connection with work
for Pfizer, to abide by the same principles.

Anti-Bribery and Anti-Corruption
Principles Governing Interactions with
Private Parties and Pfizer Colleagues

Business Associates must communicate and
abide by the following principles with regard
to their interactions with private parties and
Pfizer colleagues:

. Business Associates, and those acting
on their behalf in connection with
work for Pfizer, may not directly or
indirectly make, promise, or authorize
a corrupt payment or provide anything
of value to any person to influence that
person to provide an unlawful business
advantage for Pfizer.

. Business Associates, and those acting
on their behalf in connection with

kroky.
Upldaceni v komeréni sféie

K uplaceni a korupci miize dochazet 1 ve
vztazich mezi dvéma podniky, kde neni
piitomen vladni prvek. Ve vétSiné stati
existuji zakony zakazujici nabizeni, slibovani,
poskytovani, pozadovani, pfijimani nebo
souhlas s pfijimdnim jakychkoli finan¢nich
castek nebo jinych hodnotnych véci vyménou
za poskytnuti nepatficné obchodni vyhody.
Mezi ptiklady zakdzaného jednani patii
zejména poskytovani luxusnich dari nebo
pohosténi,  uplatki nebo  investi¢nich
prilezitosti za ucelem nepatficné motivace k
nékupu zboZzi nebo sluzeb. Spolupracovnici
spolecnosti Pfizer nesmi nabizet, poskytovat,
pozadovat nebo pfijimat uplatky a ocekavame
od svych obchodnich partneri, jakoZ i od osob
jednajicich jejich jménem v souvislosti s praci
pro spolecnost Pfizer, ze se budou fidit
stejnymi zasadami.

Protiuplatkarské a protikorup¢ni zasady
upravujici vztahy se soukromymi osobami
a spolupracovniky spolecnosti Pfizer

Obchodni partneii jsou povinni sd€lovat a
dodrzovat nasledujici zasady tykajici se jejich
vztahi ~se  soukromymi  osobami a
spolupracovniky spole¢nosti Pfizer:

. Obchodni partnefi a osoby jednajici
jejich jménem v souvislosti s praci pro
spolecnost Pfizer nesmi pifimo ani
nepfimo  vyplacet, slibovat nebo
schvalovat  vyplaceni  jakychkoli
korup¢nich cCastek nebo poskytnuti
¢ehokoli hodnotného kterékoli osobé
za ulelem ovlivnit ji, aby poskytla

spolec¢nosti Pfizer nepatfi¢nou
obchodni vyhodu.
. Obchodni partnefi a osoby jednajici

jejich jménem v souvislosti s praci pro
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work for Pfizer, may not directly or
indirectly, solicit, agree to accept, or
receive a payment or anything of value
as an improper incentive in connection
with their business activities performed

for Pfizer.
. Pfizer colleagues are not permitted to
receive  gifts, services,  perks,

entertainment, or other items of more
than token or nominal monetary value
from Business Associates, and those
acting on their behalf in connection
with work for Pfizer. Moreover, gifts
of nominal value are only permitted if
they are received on an infrequent
basis and only at appropriate gift-
giving occasions.

Reporting Suspected or Actual Violations

Business Associates, and those acting on their
behalf in connection with work for Pfizer, are
expected to raise concerns related to potential
violations of these International Anti-Bribery
and Anti-Corruption Principles or the law.
Such reports can be made to a Business
Associate’s primary point of contact at Pfizer,
or if a Business Associate prefers, to Pfizer’s
Compliance Group by  e-mail at
corporate.compliance@pfizer.com or by
phone at 1-212-733-302.

spolecnost Pfizer nesmi pifimo ani
nepfimo  pozadovat, souhlasit s
pfijetim nebo piijimat jakékoli finan¢ni
castky nebo jiné hodnotné véci jako
nepfipustnou motivaci v souvislosti s
jejich obchodni ¢innosti provadénou
pro spolecnost Pfizer.

. Spolupracovnici  spolecnosti  Pfizer
nesmi od obchodnich partnerd a osob
jednajicich jejich jménem v souvislosti
s praci pro spolecnost Pfizer pftijimat
zadné dary, sluzby, pozornosti,
pohosténi nebo jiné predméty s vyssi
nez symbolickou nebo nominalni
penézitou hodnotou. Dary s nominalni
hodnotou jsou navic povoleny jen v
pfipadé, Ze nejsou poskytovany casto a
jsou poskytovany pouze pii vhodnych
ptilezitostech pro davani darku.

HladSeni podezifeni na poruSeni zdsad nebo
skute¢ného poruseni zdasad

Od obchodnich partneri a osob jednajicich
jejich  jménem v souvislosti s praci pro
spolecnost Pfizer se ocekava, Ze nahlasi své
piipadné¢ obavy ve vztahu k moZnému
poruseni téchto mezinarodnich
protiuplatkaiskych a protikorupénich zasad
nebo platnych zédkoni. Tato hlaSeni mohou byt
adresovana  hlavni kontaktni  osobé
obchodniho partnera ve spolec¢nosti Pfizer
nebo, pokud to piislusny obchodni partner
uptednostiiuje, skupin€ spolecnosti Pfizer pro
dodrzovani piedpisi e-mailem na adresu
corporate.compliance@pfizer.com nebo
telefonicky na ¢islo 00-1-212-733-302.
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Attachment E Ptiloha E
STATE INSTITUTE FOR DRUG CONTROL SOUHLAS SUKLu
APPROVAL
STATHMI USTAW Lrohidirava 4 Talefon: +420 272 185 111 E-mail: pasta@sukl.cz
PRO KOMTROU LEENY 10341 Praha 10 Faoe: 4420 271 732 377 Wl waw.sukl.ce
ADRESAT ADRESA PRO DORUZENT
inWentiv Health Clinkcal K Ltd Thames House 17-19 Marlow Road
irs Samantha Casiefla Maklenhead Barkshire 516 TAA
Linited Kingdom
Sp. 2n. wyfizujedinia Dansm
sukls130794/2016 KrauiBoovd [ 848 16.9.2016

Wyprawena dnem pledini kpoitoeni piepravé wyznaienim na cbdlce prowerovatelem podtosnl slulby, dnem odeslani datowsd nordvy 2 datowd schranky
Statniho dstas pro kontrols Ky, v pRipads escbniho doreien drem pledan adresatowi,

ROZHODNUTI O POVOLEN{ PROVEDENI
KLINICKEHO HODNOCENI{

Statni Gstav pro kontrolu 188w, se sidlem v Praze 10, Srobdrova 48 (dile jen ,Ustav™), jako sprdwvni orgdan
pfisluiny k rozhodnuti podle § 13 odst. 2 pism. b) zdkona & 3TE/2007 5. o ledivech azménach nékterych
souvisejicich zdkond (zdkon o KELivech), ve znéni pozdéjiich pfedpisd (déle jen ,zdkon o lédivech”™), rozhodl

takto:

Fadosti spoleZnosti Pfizer Inc., 1&: —-, se sidlem 235 East 42nd Street, New York, NY 10017, United States of
America, zastoupené inVentiv Health Clinical UK Ltd, I€: 1772610, se sidlem Thames House 17-19 Marlow
Road, Maidenhead Berkshire SL6 TAA, United Kingdom o povoleni  klinického hodnoceni
piipravku Avelumab, dislo  protokolu: BS991009, EudralT  number: 2015-003091-77,  identifikacni
znak: 130794/16-1 se vwyhovuje a Ustav povoluje provedeni klinického hodnoceni die schvilené dokumentace
{The 5tate Institute for Drug Control has approved the clinical trial and the clinical trial can be initiated, The
fellowing list of documentation for the obove mentioned clinfcal tricl was approved during the approval
procedure):

= Protokol fStudy Protocol - B9291009 Final Protacol, 16 September 2015
« Investigator's Brochure - Avelumab Version Number: 5 Date: 05 February 2016 ; PIL Doxil

= Informace pro pacienta/informovany souhlas - Patient Information Sheetfinformed Consent Form -
15 pro fazi 3- Datum verze 15:28 farven 2016; Dodatek k IS — Datum 28.¢ervna 2016

=  Farmaceuticka data /Pharmaceutical Data +Doplnék/Supplement

Zavazne sdélenif Mondatory notice:

Updated propasal labels of Avelumahb and comparator products will be revised to states "concentrate for
solusion for infusion™. Correct proposal labels will be provided te SUKL as soon as available prior to initiating
the study.

FokLH-D01 -6 Strana 1 [(celkemn 3)
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Oprivnéni zahajit toto klinické hodnoceni lze vwuiit po dobw 12 mésich od pravni moci tohoto rozhodnuti.

Odivodnén'

Stdtni dstav pro kontrole |éfiv obdriel dne 29.4.2016 iadost o povoleni klinického hodnoceni
pfipravku Avelumab, dislo protokolu: B9991009, EudraCT number; 2005-003091-77, spolecnosti Pfizer Inc.,
I; —, se sidlem 235 East 42nd Street, New York, NY 10017, United States of America, zastoupené inVentiv
Health Clinical UK Ltd, 1€ 1772610, se sidlem Thames House 17-19 Marlow Road, Maldenhead Berkshire SL6
TAA, United Kingdom (dile jen dfastnik fizeni®). Poddnim Iddosti bylo rahdjeno spravni fizeni vedené
Ustavem pod sp. 2n. sukls130794/2016.

Ustav pedanou Fddost posoudil dle § 55 odst. 2 zdkona o ledivech z hlediska jeji uplnosti. Zkonstatoval, ie
fadost je dplnd a tuto skutecnost sdélil dne 5.5.2006 Géastniku fizeni.

Ustav v souladu s § 55 odst. 4 zdkona o léfvech posoudil a shledal divody pro Jejl zamitnut EE piipominky
k farmaceutické &asti dokumentace, |:I k preklinice, E k Protokolu, E kinformacim pro  pacienta)
Informovanému souhlasu), které sdélil Géastnikowi fizeni dopisem ze dne 26.5.2016 a vyzval ho, aby adost
upravil tak, aby divady pro zamitnut] 2adesti byly adstranény, a uréil mu k tomuo lhite v délece 30 dnl. Dne
26.7.2016 Ustav obdriel Edstedné doplnéni 2dasti.

Utastnik fizeni dne 10.8.20106 podal opakované ¥adost o pferuieni spravniho fizeni. Vzhledem k tomu, ie
byly splnény podminky dané spravnim fadem, Ustav spravni Flzeni v souladu 5§ B4 adst. 2 spravnihe fadu
preruiil, ato do 10.9.2016. Divodem pierufeni Flzeni bylo potfeba wice £asu na doplnéni poiadované
dokumentace.

Dne 12.9.2016 Ustav obdriel doplnénl Zidosti pofadovanym zplsobem. Vzhledem k témto skutefnastem
Ustav rozhad, jak je uvedene ve vyroku rozhodnut,

Klinické hodnoceni bylo povoleno ai po upravé dokumentd predioienych spolu se fdosti o povoleni
klinického hodnoceni. Ustav upozorfiuje, fe tyto dokumenty po Gpravé jsou platné v pribéhu celého
klinického hodnoceni v Ceské republice, musi byt zohledndny wve wiech daldich predkladanych
dokumentech, tzn. zmény lze predkladat pouze k textim, které byly schvaleny timto rozhodnutim.
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Pfi veskeré dalii korespondenci s Ustavem tykajici se povoleného klinického hodnoceni pfipravku Avelumab,
tislo protokolu: B9991009, EudraCT number: 2015-003091-77, prosim, vidy uvadéjte pfidéleny identifikacni
znak klinického hodnoceni: 130794161

Pouéeni o odvolini

Proti tomuto rozhodnuti je moZno podat podle ustanoveni § 81 a ndsl. zdkona & 500/2004 Sb., spravniho Fadu,
ve znéni pozdéjiich pfedpisd, u Statniho dstavu pro kontrolu lééiv odvoldni, a to ve Ihité 15 dni ode dne jeho
doruéeni. @ odvolidni rozheduje Ministerstvo zdravotnictyl CR, e

ﬁ 7 et

WMUDr. Alice NEmcova
feditelka Odboru klinického hodnoceni &
a neregistrovanych I&Evyeh pripravkd

v 7, MUDr. Tomds Bordd

Zastupce feditelky Odboru klinického hodnoceni [&giv
a neregistrovanych lECivych pFipravkd

F-BLH-D01-36/ strana 3 (celkem 3}
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Attachment F Priloha F ) 3
MULTI-CENTRIC ETHICS COMMITTEE SOUHLAS MULTICENTRICKE ETICKE
APPROVAL KOMISE
(” FAKULTNI NEMOCNICE OSTRAVA
Eticka komise FN Ostrava
17. listopadu 1790, 708 52 Ostrava-Poruba
Ceska republika
FAKULTNI ey sl Oers
N E]%TOR,CA'{IILCE 17. listopady !EJ"QU. 708 52 aa:rmm-ﬁmm. C::ch Republic

STANOVISKO ETICKE KOMISE KE KLINICKEMU HODNOCENi

Opinion of the Ethics Committee on Clinical Trial

Klinické hodnoceni légiveho pfipravku / Chinical Trial on Human Medicinal Products

Klinické hadnocenl zdravotnického prostfedku / Clinical Triaf on Medical Devices

&
O
O

Jiny vyzkumny projekt / Other Research Project

P}

Multicentrické KH, je poZadovano stanovisko EK pro mistnl centrum (centra) / Multi-centric clinical trial,
opinion issued by local Ethics Committee(s) is required

KH provadéneé v jednom centru, poZadovane stanovisko EK pro mistnl centrum (centra) / Clinical triai
conducted in a single site, opinion of a local EC is required

X Multicantricke KH, Je pozadovano stanovisko multicentrické EK / Muiti-centric clinical trial, epinion issued by
the Multicentre Ethics Conminittes(s) is required

O

| Cislo jednaci / Reference number. 418/2016
Identifikaéni &islo KH / Eudra CT number 2015-003091-77
Zadavatel/ Sponsor: Pfizer Inc., 235 East 42nd Street, New York, NY 1001 7, UsA
inVentiv Health Czech Republic s.r.o.
Msteor Center Office Park
Zadatel / Applicant: Sokolovska 100/84
186 00 Praha 8

Ceskarepublika/Czech Republic

Randomizovana, mullicentricka, oteviena studie faze 3
Avelumabu (MSB0010718c) samotného nebo v kombinaci &
pegylovanym lipozomainim doxorubicinem proti samotnému
pegylovanému lipozomainimu doxorubicinu u pacientek s
rakovinou vajeénlki rezistentnlfrefrakterni vi&i plating,

Nazev KH / Full Tille of Clinical Trial
A phase 3, muiticenter, randomized, open label study of
avelumab (MSBO0TG718c) alone or in combination with
pegylated liposomal doxorubicin versus pegyiated liposomal
doxorubicin alone in patients with platinum
resrstant/refractory ovarian cancer.

Cislo protokelu / Pratocel Code Number B9991009
Datum dorugenf 2adosti / Date of submission of The
Application Form: 13.05.2016, 22.08.2016

Datum a &as jednani EK / Dale and ime of Ethics
Committee s session:

U muiticentrického KH adresa multicentrické EK, ke
které bylo KH prediozenc / For multi-centric clinical | Eticka komise Fakultni nemocnice Ostrava

01.09.20186, 13:30 hod.

Irials give address of the Muiti-Centric Ethics 17. listopadu 1790
Committee to which the application was 708 52 Ostrava-Poruba
submitted:

Uhrada nékiadi spojenych s posouzenim Zadosti a vyddnim stanoviska / Reimbursement of costs related to
assessment and issue of the EC opiion:

B Ano/ ves 0 Ne, zdivodnéni / o, reasons: Nova studie
Katalog tiskopisl FNO - sioZka Ostatnl, Kéd MTZ: 360049 Sirana 1 (calkkem T) / Page 1 feount 7)

Reviza &gl 01
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STANOVISKO ETICKE KOMISE KE KLINICKEMU HODNOCEN!

Opinian of the Ethics Committas on Clinical Trial

Vyjadrenl EK / Ethics Committe ‘s opinion:
EK vydava / EC issues Souhiasné stanovisks / Favourable opinion
[J Nesouhlasné stanovisko / Unfavourable opinian

Zdlvodnénl stanoviska EK / Reasons far EC opinion:

“Lhiita pro podani pisemna 2prévy o pribéhy KH od Jeho zahajeni 7 Fime schadiie For submission o e written
Annual Report from the CT commencement
B 1x rodn& / Once a year [0 Jina hita / Other

Vyjadfen! k zatazen! subjektt hodnoceni, kdy nelze ziskat jejich souhlas k zatazeni do KH (napf. akutnl stavy,
bezvédoml) / Pasition on Inclusion of CT subjects whose consent with fnciusion in CT cannot be obtained (e.g.
acute condition, UnNCconseicusness):

.......................................................................................................................................

MUDr.Jana Prausovs

Katalog tiskopisi FNO - glosikg Ostatni, Kod MTZ: 360840

Strana 2 jcalkem 7) / Page 2 (count 7)
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Misto hodnoceni/ Jméno zkousejiciho Mistnl EK | Adresa mistn EK j
V&aobecnd fakultni nemocnice v Praze | Eticka kemise Vieobecné fakuiini
Gynekologicko-porodnickaklinika nemocnice v
Onkogynekologické centrum Na Bojisti 1, 128 08 Praha 2
Apolinafska 18 Ceskarepublika / Czach Republic
128 51 Praha 2
Ceska republikal Czegh Republic
Prof, MUDr. David Cibula, CSe.
Fakultni nemocnice Ostrava 54 Eticka komise
Gynekologicko-porodnicka klinika Fakultni nemocnice Ostrava
Onkogynekalogicke oddalent 17 listopadu 1790
17. listopadu 1790 708 52 Ostrava-Poruba
708 52 Ostrava-Poruba Ceska republika/ Czach Rapubiic
Ceska republika/ Czech Republic
MUDr. Jaroslav Klat, Ph.D.
Fakultni nemocnice Olomouc Ll Eticka komise
Onkologicka klinika Fakultni nemocnice Olomoue 2
I. P. Paviova 185/8 Lékarske fakulty UP v Clomouci
779 00 Olomoue I. P. Paviova 6
Ceské republikal C2ech Republic 775 20 Olomouc

Ceska republika/ Czech Republic
prof. MUDr. Bohuslav Melichar, Ph.D.
Nemocnice na Bulovce || Etick# komise
Ustav radiaén| onkologie Nemocnice na Bulovee
Budinova 67/2 Budinova 67/2
180 B1 Praha & 180 81 Praha 8
Ceska republika/ Czech Republic Ceska repubiika/ Czech Republic
MUDr.Petra HoleZkova, Ph.D.,MBA
Fakultni nemaacnice v Motole ] Eticka komise
Onkologicka klinika Fakultni nemocnice v Motols
V tvaly 84 V Uvalu 84
150 06 Praha 5 180 08 Praha 5
Ceska republika/Czech Republic Ceska republika/ Czech Repubiic
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Krajska zdravotni a.s. [ Eticka komise
Masarykova nemocnice v Ustl nad Labem, 0.z Krajska zdravotni a.s.
Onkologické oddéleni Masarykova nemocnice v Usti nad
V Podhaji 21 Labem
401 13 Usti nad Labem Socialni péde 3316/12A
Ceskare publika/ Czech Republic 401 13 Usti nad Labem

Ceska republikal Czech Republic
MUDr.Martina Chodacka
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Dotaznik EK/ EC questionnaire
11 kvéten 2018/ 11 May 2016

Annex 1 - Evropsky formulaf adosti o povoleni klinického hodnoceni
Annex 1 -European request form for authorisation of clinical trial
11.kvéten 2016/ 11 May 2016

Protokol klinického hodnoceni B9991008/ Clinical Protocol B9591009
Finaini protokol, 16.z4fl 2015/ Final Protocol, 16 Sep 2015

[

Administrativni vysvétleni k protokolu studie B9991009 (Javelin Ovarian 200)
Protocol Administrative Clarffication for study 89991009 (Javelin Ovarian 200)
19.1lina 2015/ 19 Qct 2015

O
ool 0|4

B

Adminlistrativni vysvétleni k protokolu studie B9891009 (Javelin Ovarian 200)
Protocol Administrative Clarification for study B9991009 (Javelin Ovarian 200)
28.fijna 2015/ 28 Oct 2015
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Administrativni vysvétleni k protokolu studia B9991008 (Javelin Ovarian 200}
Protocol Administrative Clarification for study B8991008 (Javelin Ovarian 200) B4 O
12 listopadu 20186/ 12 Nov 2015

O

Administrativni vysvétlenf k protokolu studie 89991009 (Javelin Ovarian 200)
Protocol Administrative Clarification for study B9991008 (Javelin Qvarian 200) & ]
20.ledna 2016/ 20 Jan 2016

Administrativni vysvétleni k protokolu studie B9891009 (Javelin Ovarian 200)
Protocol Administrative Clarification for study B9991008 (Javelin Ovarian 200) | |
23.biezna 2016/ 23 Mar 2016

Administrativni vysvétleni k protokolu studie B9991009 {Javelin Ovarian 200)
Protocol Administrative Clarification for study BI991009 (Javelin Ovarian 200} H | O
30.bfezna 2016/ 30 Mer 2016

g|lojlaj|a

Souhrn Protokolu B9991008/ Protocol Synopsis 89997009
Verze 1.0_18. listopadu 2015_ 5 0
Podle koneéného protokolu, 16.zaf1 2015_tesky! Synopsis _Version 1.0_18 Nov
2015 based on Final Protocol, 16 Sep 2015 Czech

(|

Soubor informaci pro zkougeficihof invesligator’s Brochure O O 52
Verze 5.0, 5.0nor 2016/ Version 5.0, 5 Feb 2018

Informovany souhlas pro fizi lIl/ Souhlas s iéasti ve vyzkumné studii
Phase lil Informed Consent / Consent to take pait In a research study td [l O
28. ¢erven 2016/ 28 Jun 2016

bance

Informovany souhlas/ Volitelné pouZiti biolegickych vzorku uchovévanych v

Informed consent form Cptional banked biospecimen use
9.0nor 2016/ 9 Feb 2016

®X|O|0O

Informovany souhlas/ Dobrovolna hiopsie nadoru na konci lé¢by Xl 0|0
Informed consent form / Optional tumor biopsy at end of treatment
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28. ¢erven 2016/ 28 Jun 2016

Dodatek K souhlasu s Géasti ve vyzkumné studii
Addendum Consent to lake part in a research study
28. &erven 2016/ 28 Jun 2016

X

O

O

O

AIG EUROPE Limited, organizaéni slozka pro Ceskou republiku
AlG EUROPE Limited, branch for the Czech Republic

» Potvrzeni o pojidténi

Certificate of Insurance
1.leden 2018 — 31 prosinec2016/ 1 Jan 2016-31 Dac 2016

¥ Pojistndsmlouva £. 5200245116 véetné vieobecnych pojistnych
podminek

Insurance Policy No. 52002451156including terms and conditions
3. bfezen 2016/ 3 Mar 2016

¥ Pojistné podminky adpov&dnosti za Ujmu a odpovédnosti za djmu
zplsabenou vadou vyrobku
Insurance terms of liability for injury and liability for injury caused by
defective product
AlG-CAS 01-01/2014

Smlouva o klinické studii (navrh)
Clinical Study Agreement (draft)
Verze 0.1/ Version 0.1

B4

Pfedbé&Zny rozpolet! Preliminary compensation

Karta pacienta pro nouzové situacel Patient Emergency card
Verze 1.0, 16.zafi 2015/ Version 1.0, 16 Sep 2015

Questlonnaire EORTC QLQ-OV28/ Dotazn/k EORTC QLQ-OV28
1997

EQ-5D-5L Health Questionnaire/ EQ-50-5L Zdravotnf dotaznfk
2009

Questionnaire EORTC QLQ-C30/ Dofaznfk EORTC QLG-C30
1995

Protokol 69991009 Dopis praktickému lékafi
Protocol B9991009 GP natification letter
Verze 1.0, 25.listopad 2015/ Version 1.0, 25 Nov 2015

B IMIE|X®|EO O

Seznam center a etickych komisil lnvestigators and Ethics Commiltee List
18.duben 2016/ 18 Apr 2016

]
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'Dokumenty a Zivotopisy zkousejicich lékafu a Elend studijniho tymu
Docuemtns and CVs of Investigators and study team members:
a) Schvaleni pfednosty klinky s klinickym hodnocenim
B9991009Dr.Klat
Approvalof Head ofClinicwith Clinical Trial B9991009Dr.Klat
b) Zivotopisy Elend studijniho tymu:
CV ofstudyteammembers:

¥ MUDr. Jaroslav KI&tPh.D., MUDr Petar Graf, MUDr.SylvaBajsova,
MUDr.AleiMladénka, Hana Stalmachovd, Zuzana Mato3kovd
# Prof. MUDr. David Cibula, PhD.
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> Prof. MUDr. Bohuslav Melichar, PhD,
» MUDr.Jana Prausovi
¥ MUDr.Martina Chodacks
> MUDr.Petra Holetkovd, PhD.,MBEA
Fakturaéni adaje/ invocing Dala
11.kvétna 2016/ 11 May 2016 O|0|®|O
Seznam &lent etické komise / List of the Ethics Committee Membaers:
Zaméstnanec
Muz / zfizovatels EK © Piitomen | Hiasoval
' Fona Altendance Voled
Jméno a prijmeni Wi # Qdbornost Funkce v EK
First name and sumaine Ferral Specialty Ane | Ne Rolein £EC | An
a Yes Moy o Ne | Ano | Ne
e Ye | No | Yes| mNo
&
doc. MUDr. Ludék RoZnovsky, CSc. I8kat / physiei pfedseda /
sky.CSc. | d | iekatrpnysieian | B | [] craman (2| O | B[O
mistopfedseda
JUDr, Sylva Macurova Q@ pravnik / lawyer i) O (E’rue = =IO
| Chairman
Be. Jifi H . tajemnik /
c. Jifi Hyndica a k/eymen | ® | O | Wemk/ @ AR O
dac. MUDr, Leopold Plava, CSe. 3 |&kat { physician &= O | &en/memver [ 9 O =®
MUDr. Karol Zelenik, Ph.D. iékaf /physician | B | [J | @en/member || L] | &9 | 1]
T ! — |
Bc. Marta Vajdova s ;zz:?gﬁ::::!m B O tlen/member | B | [J O
I&kamil
Ph.Mr. Marta Kollarova 9 u:am:’;;; B’ | O | genrmemver |®| O 0
MUDr, Tomés Posolda é lékal / physician | [X] O | gen/member [R] 0 | B O
MUDr. Marie Kun&ikova 9 lekaf / physician | den/member || [] X O
MUDr. Patrice Popalkov ] lekat/ohysician | B | [ | &en/member O|R|O
MUDr. Olga Zapletalova 2 16kar / physician = O | ¢len/ member O 8|0
MUDr. Ivana Kacifova, Ph.D, Q 16kat / physician | [ 0 | éenimember | (]| B3 0| &
MUDT. Bohumir Blazek F \ekat /physician | BJ [ T[T [Clen/member | ® | L | 63 | O]
MUDr. Jan Segeta 3 léka / physician | [J O [elen/member[®| OO | I | ™
Zuzana Hrubd o laik / layman & O | genrmemver || [T | B O
viecbecna sestra /
Be. Martina Robenkova o St marns B O | sensmember &) OIR|O
) . nezavisly len /
Leo Zidek 3 laik / layman O X indepandent O ® O
member
) nezavisly &len /
Mgr. Viadimir Jank( 8 laik / iayman O & | independent || O | ® O
member
nezavisly &en /
PhDr. Blanka Svobodnikova @ laik / layman i, = indsp;zdem B O x| O
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nezavisly clen 7
LMUDL Marta Legkova 2 lékaf / physician O &= !.;u.v-y En a O =R
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STANOVISKO ETICKE KOMISE KE KLINICKEMU HODNOCENI
Opinion of the Ethics Commilise on_CJ_J_rlim.J Tial

Eticka komise prohiasuje, Ze byla ustavena a pracuje podie jednaciho fadu v souladu se spravnou klinickou praxi
(GCP) a platnymi pravnimi Predpisy / The Ethics Committee hereby declares that It was established and operates
in accordance with fts Rules of Procedure in compliance with Good Clinical Practice and valid legal regulations:

E Ano/ Yes O Netwe Komentaf / Comments:

R — dot, MUD: Ludik Rednavsky, CSe,
Datum / Date: 01.09.2018 FAKULLTN! NEIOCNICE OSTRAVA Pledseda Etickd kamise 8]

T I
Podpis pedsady EK nebo zastupce i
__ Sfgnalure of Chairman or Vice-Chairman of the EC

' i
1, tie
Lo P,

17. Ystons
Pouieni o povinnostech zkousejiclho/zadavatele:
Responsibility of Sponsordnvestigator:

Zkousejicl a zadavatel berou na védomi, 2e kiinické hodnosenl nemize byt zahéjeno dfive, ne? bude vydano
souhlasné stanovisko etické komise (v pfipadé multicentrickych klinickych hodnocent, stanoviske etické komise pro
multicentrickd klinicka hodnoceni, a pokud je v mist& hodnocen| ustavena eticka komise, pak i souhlas této etické
komise) a povolenlfohlageni SUKL / The invastigator and sponsor accept that the clinical trial cannot commence
prior to oblaining a favourable opinian of the ethics committes (in the case of a multi-centric clinical trial an opinion
of & multi-centric ethics commities and, whare applicable a favourable opinfon of a jocal athics commiftee) and
approvalinotification of SUKL.

1. Zkousejlclizadavatel umozni inspektorovi atické komise kontrolu nad prib&hem a provadénim klinického
hodnocen! v souladu s platnou legislativou a smérnicl Komise. / The investigator/sponsor shall enable the
athics committee inspector to perform Supervision over the course and conduct of clinical trial in
compliance with valid requlations and the Etropean Commission directive,

2. Zacavatel/zkousejlci poskytne etické komisi hiagani 0 vyskytu zavaznych neoekavanych nezadoucich
uginkd hodnocenych légivych Pfipravkd nebo zdravotnickych prostiedkd, ke kterym doslo v pritbahu
daného Klinického hodnocenl, v souladuy & platnou legislativou a pokyny SUKL. / The sponsor/investigator
shall report to the athics commiltee the incidence of serious unexpected adverse rsactions that have
occurred during the given clinical trisl on medicinal products or medical devices, pursuant to valid
regulations and SUKL guidelines,

3. Zadavatel poskytne etické komisi (jde-li o multicentricke klinické hodnoceni, pak je informaca poskytnuta
stické komisi pro multicentricka kiinick hodnocen() kazdyeh 12 mésich v pribéhu provadeni klinického
hodnoceni ,Zpravu o pribahu kiinického hodnoceni® a ,Roénl zprévu o bezpetnosti iétivého pipravku’
v souladu s platnou legislativou a pozadavky uvedenymi v pokynech SUKL a Komise. Jsou-i subjekty
klinického hodnoceni tzv. zraniteiné subjekty (napf. nezletill nebo zletill zbaveni pravni zpusobilesti) nebo
subjekty, u nichZ nelze ziskat informovany souhlas vzhledem k aktusinimu zdravetn(mu stavu, pfedkladg
zadavatel etické komisi ,Zpravu o pribéhu klinického hodnocen(" kazdych 8 masich, nenl-li v rozhodnut
eficke komise stanoveno jinak. / Every 12 months during conduct of the clinical trial the sponsar shall
submit to the ethics committee fwhere a multi-centric clivical trial is concerned, to the multi-cantric afhics
comrmittes) a “Annual Report” and “Annual safaly reporn of the medicinal product” in accordance with valid
reguiations and requirements laid down by the SUKL and Commission guidelines. Where so called
vuinerable subjacts (e.g. minors or fncapacitated adulls) or subjects unable to give informed consent due to
their current health condition ars concernad, the sponsor shall submit to the ethics committes the "Annual
Report” evary six months, uniess otherwise specified in the ethics committee decision,

4. Zadavatelizkousejici neprodiens poskytne etické komisi (jde-li © multicentrické kiinické hodnocenl, pak je
informace poskytnuta etické komisi pro multicentrick4 klinick4 hodnocen() informaci
* 0 novjeh skutetnostech, které se vyskytly v souvislosti s provadénim Klinického hodnocen! a které
mohou oviivnit bezpe&nost subjektl hednecenl;
* 0 jakychkoli zméndch vyznamne ovlivfiujicich vedeni kiinického hodnocen! a/nebo zvyBujlcich
riziko subjektl hodnoceni
* 0 novych poznatcich o I6Givu & zdravotnickem prostfedku; o prerusen! klinického hodnogen;
o zastaven| vyvoje IéGiva nebo zdravotnického prostfedku; o pfijatych opatfenich a to v souladu se
platnou legislativou a smémicl Komise.
The sponsorinvestigator shall forthwith submit to the ethics commitiea (where muiti-centric clinical triaf is
concerned, to the multi-centric ethics committee) the following information
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Owinion of he Ethics Commiltee on Clinical Trial

5.

* new facls thal ocawred in relation to the conduct of clinical tnal and that may influence the safety
of tnal subjocts;

*any changas with significant impac! on the conduct of clinical trigl and/sor resulting in an nareasay
risk for inial subjects;

*  new informaiion on the medicinal product or madical device, sugpension of clinical {nal, termination
of development of the medicinal product or medical davice and on adopled measures. in
accordance with the valid reguiations and Commussion directive.

Zadavatel informuje etickou komisi pro multicentrické klinicka hodnocen! o zahajen| klinického hodnoceni
(nejpozdéji do 60 dni od zahdjeni), zkcudejicl informuje o zanhajenl klinického hodnoceni etickou komisi,
kterd v daném misté bude vykonévat dohled.

The sponsor shalf inform the multi-centie: sthics committee of the chimeal trial commencement (within GO
days from the start date), the investigator shall miorm of the trial commencement the ethics committee thar
will supenvise the given trial site

Zadavatel oznami prislugnym etickym komisim do 80 dnl, Ze bylo klinické hodnoceni ukonéeno. Pokud
doslo k ukonéeni klinického hodnoceni preddasné, zadavatel a zKougsjici do 15 dni informuil pisiudnou
etickou komisi o pfedéasném ukonéenl klinického hodnoceni a poskytnou etické komisi podrobnga plsemné
vysvétienl.

Tﬁ: spansor shall notify the refevant ethics carmmitees of the clinical irial termination within 80 days. In the
case of prefimmeary eimnation of clhnical trial Ihe sponsor and investigator shall nolify within 15 days the
relevant ethics committoe on the tria) s preliminary termination and Provids detailed explanation in writing,

Rozdélovnik / Distribution fist

1. Zad
Zko

2.
3. Statnl dstav pro kontrolu l&giv / State Institute for Drug ¢
4

atel / Applicant
ugejici / Investigator

-

~ontrol

LokaInl eticka komise / Local Etfiics Commuttee
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Attachment G Pfilohg G )
LOCAL ETHICS COMMITTEE SOUHLAS LOKALNI ETICKE KOMISE
APPROVAL

Eticks komise Nemocnice Na Bulowvce
Ethics Cammittes of Na Buloves Hospital
BUDINOWVA 2, 180 B1 PRAHA 8

Stanovisko etické komise
Statement of the ethics commiffee

J., EK: ZB.B.201EBET
Ev.2. 16.5 2016604

PROTOCOL NO.
B4491008 ralCT er: 2015-003081-T7 ]

DATUM A MISTO JEDHAMI
TEMTA_H_I%M ANE — ]

JMEND HLAVNIHD RESIT = THE PRINCIPAL INVESTHGA TOR:
IUDT, Pelra HoleGkovd — IRD MMB |

W SPOR = NAME AND ADDRESS OF THE S
Pfzer Inc., 235 Esad 42 Sireet, Mew York, NY 10017, USA -
Mabtaor Cemre Ofce Park, Sokolovska 100094, 185 00 Frana 8

tiv Heakth Czech Republc, S.r.o., |ng. Luce Hollenowa,

e E = CL STUDY TITLE
A PHASE 3, MULTICENTER, RANDOMIZED, OPEN LABEL STUDY OF AVELUMAE (MSBO010Ti8) ALOME OR IN
COMBINATION WITH PEGYLATED LIPOSOMAL DOXORUBICIN VERSUS PEGYLATED LIPOSOMAL DOXORUBICIN
ALOHNE IN PATIENTS WITH PLATINUM RESISTANT / REFRACTORY OVARIAN CANCER
PREDLOZENA DOKU = T ET
war Leter YES
"EC Questionnaire | Dated 11 2018 YES
Annex 1 - Eurcpean request form for authorksation | | Dated 11 May 2016 TES
of clinical trial
[ Clinical Protocol, Final Version Dated 16 Sepiember H15 YES
Protocal Administrative Clanfication for study | Dated 15 Octobar 2015 YES
Jawadin Ovarian 200)
tocal Administrative Clanfication for study Ciated 28 October 2015 YES
rotoc ministra arification Tor study | Dated 12 Hovember 2015 YES
| {Javelin Ovarian 200)
Protocol  Administralive Glanfication for study | Dated 20 Jansary 2016 YES
{Javelin Ovarian 200)
Protocel  Administrative Clarfication for study | Dated 30 March 2076 YES
Javelin Ovarian 200
otocol Synopsis ion 1.0_18 November 2015 | Based on Final Protocol dated 16 YES
Tiatod 0% Fabrasry 2078
Tnvestigator's Brochure Verslon 5.0 | sbruary 2016 YES
'Fhm T Informed Consent to take part in | Dated 04 February 2016 TES
participation in a research study
Cinformed Consent Form - Optional banked | Dated 09 February 2018 YES
bisspecimen use
[CF = Optlonal tumor bBlopsy at the end of | Dated 08 February 2016 YES
treatmeant —
Addendum - to take part in a research study Dated 08 February 2076 YES
Cortificate of Ingurance covering the period 01 Jan | Pollcy mﬁﬂﬂmﬁﬂm_ﬂr—
2018 to 31 Dec 2018 incl. lerms and conditions .AH‘:—C-AS 001-01/2014
Preliminary compensaticn WA CT Agreement (draft) Version 0.1 YES
" Patient Ema card Version 1.0 Dated 16 Sept 2016 YES
Questionnaire Dated 1 YES
"EQ-50-5L Health GQuesticnnaire Cated 2009 YES
aira Dated 1585 ¥YES
Protocol Notification Letter Version 1.0 Dated 25 Now 2015 YES
LList of aites and ethics committeas Dated 18 Apr 016 YES
TV of Pland co-investigators Invocing Data of 11 May 2018 YES
| ETICKA KOMISE VYDAVA SOUHLASHNE STANOVISRO 5 PROVADENIM KELINICKE STUDIE
ETHICS COMMITTEE HAS APPROVED THE CLINICAL TRIAL
Mu&ﬂ:ﬁamﬁ%ﬁ%lar Podpis pfedsady - Signed by the Chairman: ,‘l

Pfiloha: Sernam &lend EK NNB na uvedendm zasadani M ENIO UG :
Attached Is the List of the Mambers of the Ethics Committegan 21 Praha i,

ETIC

Vel 266 081 111
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Prilohalttachment

SloZeni Etic i B na zasedani
dne 28, &ervna 2016
Ethics Committee Membership list from the meeting
dated 28 June 2016

Eticka komise NNB pracuje podle zdsad GCP
(The Ethics Committee of the Na Bulovce Hospital
works according to the rules of Good Clinical Practice = GCP)

Lekaf/ Vztah k Pfitomen/ | Hiasoval/
Physician NBH/ Present Voted
Affiliation to
NMNB

MUDr. Ferdinand anofyes anolyes anolyes | anclyes
Trebicky - pfedseda EK ,
NNB
doc. MLDr. Jan Fanta, anofyes anolyes nefno ne/no
DrSc. - nistopfedseda EK
NNB
prim. MUDr. Daniel Driak anolyes anolyes ne/no ne/no
MUDr. Blexandra Fajtova anolyes anolyes " nelno ne/no
MUDr. Eva Fridrichovska anolyes ne/no ne/no ne/no
gririi. &UDr. Marek anolyes anolyes anolyes | anolyes
Krolupper | |- :
MUDr. Radovan Kubes anolyes | anolyes anolfyes | anolyes
MUDr. Anna Novakova anolyes ne/no anolyes | anolyes
prof. MUDr. Lubo$ anolyes anolyes ne/no ne/no
Petrufelka, CSc.
MUDr. Martin Pe&ta | anolyes | anolyes anolyes | anolyes
prim. MUDr. Ivan Peychl anolyes | anolyes anolyes | anolyes
MUDr. Jan Tesafik anolyes anolyes ne/no ne/no
Mgr. Jana Gregorova nefno anolyes anolyes | anolyes
ThDr. Martina V. Kopecka ne/no ne/no ne/no ne/no
Julie Méstkova ne/no nelnoc | anofyes | anolyes
JUDr. J. Prochazkova ne/no anolyes | ne/no ne/no
PhDr. B. Zachovalova ne/no anolyes anolyes | anolyes
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Attachment H
FORM OF INDEMNITY

From: Pfizer Inc, a Delaware Corporation
with a place of business at 235 East
42" Street, New York, NY 10017-

5755 (“Pfizer”)

, Czech Republic

(the “Principal Investigator”)

To:

To: Nemocnice Na Bulovce, with a place
of business at Budinova 67/2, 180 81,
Praha 8, Czech Republic,
Identification No.: 00064211, VAT
No.: CZ00064211

Represented by MUDr. Tomas
PodleSak, deputy for medical and
preventive care, based on its
authorisation (the “Institution”)

Re: Clinical Study Protocol B9991009

with avelumab (“Pfizer Product”)

Pfizer has authorized inVentiv Health
Clinical UK Ltd, with a place of business at
Thames House, 17-19 Marlow Road,
Maidenhead, Berkshire, SL6 7AA, UK,
together with any Affiliate (“*CRO”) to bind

Ptiloha H
ZARUKA ODSKODNENTI
Od: Pfizer Inc, spoleCnost ve staté

Delaware s mistem podnikani na
adrese 235 East 42" Street, New
York, NY 10017-5755 (dale jen jako
»Spolecnost Pfizer)

Komu:
, Ceska republika

(dale jen jako ,,hlavni zkousejici*)

Nemocnice Na Bulovce, se sidlem
na adrese Budinova 67/2, 180 81,
Praha 8, Ceska republika, IC.:
00064211, DIC: CZ00064211
Zastoupena MUDr. Tomasem
PodleSakem, naméstkem pro 1é¢ebné
preventivni péci, na zdklad¢ poveieni
(dale jen jako ,zdravotnické
zarizeni®)

Komu:

Protokol klinické studie B9991009
pro avelumab (,,Vyrobek Pfizer”)

Véc:

Spolecnost Pfizer povétila inVentiv Health
Clinical UK Ltd, se sidlem na adrese Thames
House, 17-19 Marlow Road, Maidenhead,
Berkshire, SL6 7AA, Spojené kralovstvi,
spoleén¢ s jakoukoli jeji  pfidruzenou

Pfizer to the commitments in the indemnity spolecnosti (,,CRO*) zavazat spole¢nost Pfizer
described below and to sign the Form of zavazky v ramci odskodnéni, jak jsou uvedeny

Indemnity for and on behalf of Pfizer.

1. It is proposed that the Principal
Investigator and Institution should
agree to participate in the above Pfizer-
sponsored  study (the  “Study”)
involving patients of the Principal
Investigator or Institution to be
conducted by the Principal Investigator
at the Institution in accordance with the

nize, a dale jejim jménem podepsat tuto
Zaruku odskodnéni.

1. Navrhuje se, aby se hlavni zkouSejici a
zdravotnické zatizeni dohodli na ucasti
na shora uvedeném  hodnoceni
sponzorovaném spolecnosti Pfizer (dale
jen jako ,klinické hodnoceni®), jez
zahrnuje pacienty hlavniho
zkousejiciho ¢i zdravotnického zafizeni
a jez bude ftizeno a provedeno hlavnim
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protocol, as amended from time to time
with the agreement of Pfizer and the
Principal Investigator (the “Protocol”).
Patients who are enrolled onto the
Study according to Protocol criteria for
inclusion in the Study are study
subjects (“Subjects”). The Principal
Investigator shall obtain all necessary
approvals of the applicable Research
Ethics Committee and shall resolve
with the Institution any issues of a
revenue nature.

The Institution agrees to participate by
allowing the Study to be undertaken on
its premises utilising such facilities,
personnel, and equipment as the
Principal Investigator may reasonably
need for the purpose of the Study.

In consideration of such participation
by the Principal Investigator and
Institution, and subject to paragraph 4
below, Pfizer indemnifies and holds
harmless the Principal Investigator and
the Institution and their employees and
agents against all claims and
proceedings (to include any settlements
or ex gratia payments made with the
consent of the parties hereto and
reasonable legal and expert costs and
expenses) made or brought (whether
successfully or otherwise) by or on
behalf of Subjects (or their dependants)
against the Principal Investigator or the
Institution or any of their employees or
agents for personal injury (including
death) to Subjects arising out of or
relating to the administration of the
Study drug under investigation or any
clinical intervention or procedure
provided for or required by the Protocol
to which the Subjects would not have
been exposed but for their participation

zkouSejicim ve zdravotnickém zatizeni
v souladu s protokolem ve znéni
aktualizovaném dle dohody mezi
spoleCnosti ~ Pfizer a  hlavnim
zkousSejicim  (,,Protokol”). Pacienti,
kteti se do klinického hodnoceni zapoji
dle ptijimacich kritérii Protokolu, jsou
subjekty  hodnoceni  (,,Subjekty*).
Hlavni zkouSejici si obstara vsechna
nutnd povoleni od pfislusné Etické
komise a vyfesi se zdravotnickym
zatizenim vSechny problémy finan¢ni
povahy.

Zdravotnické zafizeni souhlasi s tcasti
a umozni  provedeni  klinického
hodnoceni ve svych prostorech s
vyuzitim takového zafizeni, personalu a
vybaveni, jeZ hlavni zkouSejici muze
rozumn¢  potiebovat pro  ucely
klinického hodnoceni.

S ohledem na ucast hlavniho
zkousejiciho a zdravotnické zafizeni a
dle odstavce 4 nize je spolecnost Pfizer
povinna odSkodnit a kryt hlavniho
zkousejiciho, zdravotnické zafizeni i
jejich zaméstnance a zastupce proti
vSem narokiim a fizenim o odskodné
(v€etné jakychkoliv ujednéani ¢i plateb
ex gratia provedenych se souhlasem
téchto  stran a  dale  vcetné
odpovidajicich nakladi a vydaji na
expertni a pravni posudky) uc¢inénym ci
vznesenym (at’ uz uspésné, ¢i jinak)
Subjekty ¢i jejich jménem (anebo
prostiednictvim jejich zavislych osob)
vaci  hlavnimu  zkouSejicimu  ¢i
zdravotnickému zafizeni anebo vuéi
kterymkoliv ~ jejich  zaméstnanciim
anebo zastupctim kvuli osobni Gjmé na
zdravi (vC€etné¢ smrti) Subjekti na
zakladé¢ ¢i v souvislosti s podanim
Zkoumaného lé€iva v radmci zkoumani
¢i klinického Setfeni anebo postupu
provedeného anebo poZadovaného
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in the Study (“Research Injury”).

The above indemnity by Pfizer shall 4.

not apply to any such claim or
proceeding:

(@) to the extent that such Research
Injury is caused by the negligent
or wrongful acts or omissions or
breach of statutory duty of the
Principal Investigator, the
Institution, or either of their
employees or agents;

(b) to the extent that such Research
Injury is caused by the failure of
the Principal Investigator,
Institution, or their employees or
agents to conduct the Study in
accordance with the Protocol;

() unless as soon as reasonably
practicable following receipt of
notice of such claim or
proceeding, the recipient of the
notice (Principal Investigator or
Institution or both) shall have
notified CRO or Pfizer in writing
of it and shall, upon Pfizer’s
request, and at Pfizer’s cost, have
permitted Pfizer to have full care
and control of the claim or
proceeding using legal
representation  of its  own
choosing; and

(d) if the Principal Investigator or the
Institution or their employees or
agents shall have made any
admission in respect of such
claim or proceeding or taken any

Protokolem, jiz by Subjekty nebyly
jinak vystaveny nebyt jejich Ucasti na
klinickém hodnoceni (,Ujma na
zdravi”).

Shora uvedena odpovédnost
spoleCnosti  Pfizer za Skody se
nevztahuje na zadné takové naroky ¢i
fizeni:

(@) pokud k Ujmé& na zdravi doslo
nedbalym nebo neopravnénym
jednanim, opomenutim ¢i
porusenim zakonnych povinnosti
ze strany hlavniho zkousejiciho,
zdravotnického zafizeni ¢i jejich
zaméstnancl anebo zastupci;

(b) pokud k Ujmé& na zdravi doslo
neschopnosti hlavniho
zkousejiciho, zdravotnického
zafizeni ¢i jejich zaméstnanct
anebo zastupcu vést Klinické
hodnoceni v souladu S
Protokolem;

() pokud pifijemce oznameni o
podani naroku ¢i zahajeni fizeni
(hlavni zkouSejici, zdravotnické
zafizeni anebo oba) v rozumné
lhit¢  po  pfijeti  takového
oznameni neupozorni pisemné
CRO anebo spolecnost Pfizer o
tomto oznameni a neumozni
spole¢nosti Pfizer na jeji Z&dost a
jeji ndklady pIlné se o tuto
zaleZitost postarat a kontrolovat
vyfizeni naroku ¢i Skodného
fizeni prostfednictvim vlastniho
pravniho zastoupeni; a

(d) pokud hlavni zkouSejici anebo
zdravotnické zafizeni ¢i jejich
zam&stnanci  anebo  zastupci
jakymkoliv  zplisobem a bez
pisemného souhlasu spolecnosti
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action relating to such claim or
proceeding prejudicial to the
defence of it without the written
consent of Pfizer, such consent
not to be unreasonably withheld --
provided that this condition shall
not be treated as breached by any
statement properly made by the
Principal Investigator or the
Institution or their employees or
agents in connection with the
operation of the Institution’s
internal complaint procedures,
accident reporting procedures, or
disciplinary procedures or where
such statement is required by law.

Pfizer shall keep the Principal
Investigator and the Institution and
their legal advisers fully informed of
the progress of any such claim or
proceeding, will consult fully with the
Principal  Investigator and  the
Institution on the nature of any defence
to be advanced and will not settle any
such claim or proceeding without the
written approval of the Principal
Investigator and the Institution (such
approval not to be unreasonably
withheld).

Without prejudice to the provisions of 6.

paragraph 4(c) above, the Principal
Investigator and the Institution will use
their reasonable endeavours to inform
CRO or Pfizer promptly of any
circumstances  reasonably  thought
likely to give rise to any such claim or
proceeding of which it is directly aware
and shall keep CRO or Pfizer
reasonably informed of developments
in relation to any such claim or
proceeding even where the Principal
Investigator and Institution decide not
to make a claim under this indemnity.

Pfizer, jenz by nebyl bezdivodné
odpiran, uznaji tento narok nebo
fizeni nebo ulini jakykoliv ukon
tykajici se tohoto naroku nebo
fizeni, jez by  spolecnost
poskodilo -- tato podminka ovsem
nebude chapana jako porusena,
jde-li o fadné vyjadieni hlavniho
zkousejiciho ¢i  zdravotnického
zatizeni anebo jejich zaméstnanct
¢i  zastupcl ohledné¢ postupu
interniho  fizeni reklamaci ve
zdravotnickém zafizeni, postupu
hlaseni Skod ¢i postupu v ptipadé
disciplinarniho fizeni ¢i kdekoliv
je toto vyjadieni ze zakona
pozZadovano.

Spole¢nost Pfizer je povinna fadné
informovat  hlavniho  zkousSejiciho,
zdravotnické zatizeni a jejich pravni
poradce o postupu naroku ¢i fizeni,
pln¢ konzultovat s hlavnim zkouSejicim
a zdravotnickym zafizenim povahu
obhajoby, kterou zvoli, a neurovnavat
zadné naroky ¢i fizeni bez pisemného
schvaleni  ze  strany  hlavniho
zkousejiciho a zdravotnického zatizeni
(toto schvéleni nesmi byt bezdivodné
odpirano).

Aniz by byla dotCena ustanoveni
odstavce 4(c) shora, vynaloZi hlavni
zkouSejici a zdravotnické zafizeni
adekvatni Gsili a upozorni ihned CRO
¢i spolecnost Pfizer na jakékoliv
okolnosti, jez lze pfi rozumném
uvazeni povazovat za okolnosti
zakladajici  vznik  naroku anebo
zahdjeni fizeni a o nichz jsou sami
piimo informovani, a pfiméfené¢ budou
i nadale informovat CRO ¢i spolecnost
Pfizer o celkovéem vyvoji takového
naroku nebo fizeni, ackoliv se nakonec
hlavni  zkouSejici a zdravotnické
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Likewise, Pfizer shall use its reasonable
endeavours to inform the Principal
Investigator and Institution of any such
circumstances and shall keep them
reasonably informed of developments
in relation to any such claim or
proceeding made or brought against
Pfizer alone.

The  Principal  Investigator  and
Institution and Pfizer will each give to
the other such help as may reasonably
be required for the efficient conduct
and prompt handling of any claim or
proceeding by or on behalf of Subjects
(or their dependants).

For the purpose of this indemnity, the
expression “agents” shall be deemed to
include by not be limited to any nurse
or other health professional providing
services to the Principal Investigator or
Institution under a contract for services
or otherwise and any person carrying
out work for the Institution under such
a contract connected with such of the
Institution’s facilities and equipment as
are made available for the Study under
paragraph 2 above.

zatizeni rozhodnou nérok v ramci
odskodnéni neuplatnit. Podobné pak
spole¢nost Pfizer vynalozi adekvatni
usili, aby upozornila  hlavniho
zkousejiciho a zdravotnické zafizeni na
tyto okolnosti, a nadale je bude
informovat o vyvoji onoho ndroku ¢i
fizeni vedenému ¢i vznesenému vici
spole¢nosti Pfizer.

Hlavni zkousejici, zdravotnické
zafizeni a spolecnost Pfizer si vzdjemné
poskytnou adekvatni pomoc pro ucely
efektivniho provedeni a vcasného
vyfizeni  jakéhokoliv  naroku  ¢i
Skodného fizeni vedeného ze strany
Subjekti ¢i jejich jménem (anebo ze
strany jejich zavislych osob).

Pro tcely této zaruky odSkodnéni vyraz
»Zastupci® zahrnuje jakeékoliv zdravotni
sestry ¢i jiny zdravotnicky personal
poskytujici sluzby hlavnimu
zkouSejicimu ¢ zdravotnickemu
zafizeni v ramci  smlouvy 0O
poskytovani sluzeb ¢i jiné smlouvy a
dale 1 jakékoliv osoby provadéjici
smluvni  praci pro zdravotnické
zafizeni, jez se tyka zafizeni a vybaveni
zdravotnického zafizeni poskytnutého
ke klinickému hodnoceni dle odstavce
2 shora.
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SIGNED by Principal Investigator / PODEPSAL hlavni zkousejici

Printed Name: / Jméno tiskacimi pismeny:

Signed: / Podepsal/a:

Principal Investigator/ Hlavni zkou$ejici
Title: / Funkce: Dated: / Datum:

SIGNED for and on behalf of the Institution — Nemocnice Na Bulovce
PODEPSAL/A jménem zdravotnického zafizeni — Nemocnice Na Bulovce

MUDr. Toma$ Podlesak,
na zakladé povéreni/ by delegation
Signed: / Podepsal/a: Printed Name: / Jméno tiskacimi pismeny:

Title: / Funkce: Dated: / Datum:

SIGNED by inVentiv Health Clinical UK Ltd. for and on behalf of Pfizer Inc. /
PODEPSAL/A inVentiv Health Clinical UK Ltd. jménem spolecnosti Pfizer Inc.

Signed: / Podepsal/a: Printed Name: / Jméno tiskacimi pismeny:
Title: / Funkce: Dated: / Datum:
Version Date: March 2012 Datum verze: brrezen 2012
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Attachment | ] Piiloha I o
POWER OF ATTORNEY FROM PFIZER PLNA MOQ K ZASTUPOVANI
SPOLECNOSTI PFIZER
POWER OF ATTORNEY

Mikael Dolsten, President, Worldwide Research and Development, and Senior Vice President, Pfizer
Inc, 235 East 42™ Street, New York, NY 10017 (“Pfizer”), hereby nominates, constitutes, and appoints inVentiv
Clinical, LLC, a Delaware Corporation, with a place of business at 504 Carnegie Center Princeton, New Jersey
08540 and the specific afTiliates listed in Exhibit A attached hereto (collectively “CRO™), acting through each of
CRO’s authorized signatories (each, an “Attorney™), as Pfizer’s true and lawful attorney to undertake the
following, as specified in agreements between Pfizer and CRO, as may be executed and amended from time to
time by the parties, in support of Pfizer-sponsored clinical trials:

1. In mutually agreed circumstances, execute and deliver, in the name of and on behalf of Pfizer.
clinical study agreements and any ancillary services agreements or documents needed to support
the conduct of Pfizer-sponsored clinical trials (all such agreements and documents collectively
referred to as “Clinical Study Documents™). In the event that local law in a particular country
outside of the US requires the study sponsor to be party to. or signatory of, any Clinical Study
Documents, an affiliate of Pfizer will be required to execute the Clinical Study Documents or
the CRO will require a separate document from the affiliate to execute relevant Clinical Study
Documents;

2. In Clinical Study Documents, executed and delivered in the name of and on behalf of CRO,
bind Pfizer to obligations directly imposed on the study sponsor in such documents, as have
been agreed by Pfizer;

3. In circumstances where Pfizer is the party to an agreement in support of a Pfizer sponsored
clinical trial, execute and deliver, in the name of and on behalf of Pfizer, any amendments to
existing Clinical Study Documents;

4. Execute and deliver, in the name of and on behalf of Pfizer, indemnity documents in support of
Pfizer-sponsored clinical trials, provided such indemnity is in the form supplied by Pfizer or as
approved by a designated legal representative of Pfizer.

An Attorney exercising the powers hereby conferred on him/her must act in accordance with processes
mutually agreed between CRO and Pfizer and also must conform to any other conditions, regulations, and
directions provided from time to time by Pfizrer. However, no person or legal entity to which an Attorney
provides this Power of Attorney needs to review the mutually agreed processes, conditions, regulations, or
directions referenced in this document or confirm that the Attorney is acting in accordance with them. Such
person or legal entity may rely fully on this Power of Attorney to document the authority granted by Pfizer to
the Attorney to act as here described.

This Power of Attorney will become effective as of the date set forth below and will continue for the
term of five (5) years, unless terminated earlier by the undersigned or a duly authorized officer of Pfizer and
upon notice to CRO in accordance with the terms of the processes mutually agreed by the parties. Pfizer hereby
ratifies and confirms all that the Attorney has lawfully done or does by virtue of this Power of Attorney,
including any acts between the revocation of the Power and the time that such revocation becomes known to
CRO. It is hereby stipulated that any person or legal entity dealing with the Attorney in good faith may accept a
written representation by the Attorney to the effect that the Power has not been revoked as conclusive evidence
of such fact.
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As used in this Power of Attorney, the term “affiliate™ means any entity that directly or indirectly controls, is
controlled by, or is under common control with the named party. Authority under this Power of Attorney cannot
be delegated. assigned or transferred by CRO to other persons or entities without prior written consent of Pfizer.

This Power of Attorney will be governed by and construed in accordance with the laws of the State of
New York.

IN WITNESS WHEREOF, this Power of Attorney has been executed as of the ‘{w day of

Seghemer ,2013.
By: ‘}““J n \-h-

T;‘i’j'lg? Hikael Dalalen
?rc.ﬁM - WRY
[NOTARY]

MARJORIE FISHER
Notary Public, State of New York
No. 01F14806949
Qualified in Nassau Coun

Commission Expires

S
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EXHIBIT A

e North America: inVentiv Clinical, LLC. a Delaware Corporation, with a place of business at 504
Carnegie Center Princeton, New Jersey 08540, and its subsidiaries. inVentiv Health Clinical. LLC. a
Delaware Corporation, with a place of business at 504 Carnegie Center Princeton, New Jersey 08540,
and its subsidiaries

e Ex-North America (except Hungary): PharmaNet GmbH, an inVentiv Health Clinical company, with
its principal office at Obere Wiltisgasse 52, CH-8700 Kiisnacht/ZH, Switzerland, and its subsidiaries,
successors or assigns. inVentiv Health Clinical UK, Ltd, with its principal office at Thames House, 17-
19 Marlow Road, Maidenhead. Berkshire SL6 7AA. and its subsidiaries, successors or assigns.

e Hungary: PharmaNet/i3 International Hungary Kfi., an inVentiv Health Clinical company.1143,
Budapest Stefania Gt 61, Hungary, and its subsidiaries, successors or assigns.
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