B/ BRAUN

Agreement

between

B. Braun Melsungen AG
Carl-Braun-Str. 1
34212 Melsungen

Germany

hereinafter referred to as “sponsor”

and

Fakultni nemocnice Hradec Kralové
Sokolska 581
500 05 Hradec Kralové — Novy Hradec
Kralové

Czech Republic
e

DIC: CZ00179906
hereinafter referred to as “provider ”

and

Klinika anesteziologie, resuscita a
intenzivni mediciny
Fakutlni nemocnice Hradec Kralové
Sokolska 581
500 05 Hradec Kralové — Novy Hradec
Kralové
Czech Republic

hereinafter referred to as ,principal

Smlouva

mezi

B. Braun Melsungen AG
Carl-Braun-Str. 1
34212 Melsungen

Germany

dale jen ,zadavatel”

Fakultni nemocnice Hradec Kralové
Sokolska 581
500 05 Hradec Kralové — Novy Hradec
Kralové
Ceska republika
zastoupena
DIC: CZ00179906

dale jen ,,poskytovatel“

a

Klinika anesteziologie, resuscitace a
intenzivni mediciny
Fakultni nemocnice Hradec Kralové
Sokolska 581
500 05 Hradec Kralové — Novy Hradec
Kraloveé
Ceska republika

dale jen ,hlavni zkouSejici*

investigator*
Preamble Uvod
Sponsor would like to gain Zadavatel ma zajem ziskat urcité
specific knowledge about poznatky o pfipravku Gelafundin
Gelafundin ISO 40 mg/ml ISO 40 mg/ml infuzni roztok
=] =

2016-07-11
Agreement: HC-G-H-1209-GENIUS



B BRAUN

solution for infusion
(hereinafter referred to as
“Investigational Medicinal

Product” or “IMP”).

Provider is willing to perform
the clinical trial HC-G-H-1209,
GENIUS (Gelatine Use in ICU and
Sepsis) with the IMP on behalf of
sponsor, who is the trial sponsor
in terms of the sec. 51 para. 1 let.
d) of the Act no. 378/2007 Coll.,
on Pharmaceuticals, , for the
above purpose. Title of the
clinical trial:

PROSPECTIVE, = RANDOMIZED,
CONTROLLED, DOUBLE-BLIND,
MULTI-CENTRIC,
INTERNATIONAL,STUDY ON THE
EFFICACY AND SAFETY OF AN
EARLY TARGET CONTROLLED
PLASMA VOLUME
REPLACEMENT THERAPY WITH
A BALANCED GELATIN
SOLUTION VS A BALANCED
ELECTROLYTE SOLUTION IN
PATIENTS WITH SEVERE SEPSIS
[ SEPTIC SHOCK. EudraCT
number 2015-000057-20.

The parties agree the following
concerning the particulars of the
above:

§1

Provider undertakes to perform a
clinical trial with the IMP as set
out in detail in the Annex
(Clinical Trial Protocol) and
requisite amendments, and in
accordance with the specified
period of times.

Expected duration of the clinical
trial

Provider and principal

(dale jen hodnoceny piipravek).

Poskytovatel je pripraven na
objednavku ze strany zadavatele,
ktery je zadavatelem klinického
hodnoceni ve smyslu § 51 odst. 1
pism. d) zédkona ¢. 378/2007 Sb.,
o léCivech, provést k vySe

uvedenému ucelu klinické
hodnoceni hodnoceného
piipravku HC-G-H-1209,
GENIUS (pouziti Zelatiny na JIP a
sepse). Nazev klinického
hodnoceni:

PROSPEKTIVNI,
RANDOMIZOVANA,
KONTROLOVANA, DVOJITE
ZASLEPENA,
MULTICENTERICKA,
MEZINARODNI ~ STUDIE NA

UCINNOST A BEZPECNOST PRI
CASNEM STANOVENI TERAPIE
NAHRADY OBJEMU PLASMY S
BALANCOVANYMI  ROZTOKY
ZELATINY VS ROZTOKY
ELEKTROLYTU U PACIENTU SE
ZAVAZNOU SEPSI / SEPTICKYM
SOKEM. Cislo EudraCT: 2015-
000057-20.

Ve wvéci upravy jednotlivych
zalezitosti se strany dohodly
nasledovné:

81
Poskytovatel se zavazuje provést
klinické hodnoceni hodnoceného
pripravku podle popisu
uvedeného v priloze (plan
klinického  hodnoceni), a
nezbytnych dodatcich, a ve
stanovenych lhatach.

Predpokladana  délka  trvani

klinického hodnoceni _
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Provider and principal
investigator are obliged to
perform the clinical trial in
accordance with the legal
regulations and provisions as
well as guidelines, including but
not limited the Act no. 378/2007
Coll,, on Pharmaceuticals, the Act
no. 372/2011 Coll., on Medical
Services, the Act no. 101/2000
Coll., on the Protection of
Personal Data, the Decree no.
229/2008 Coll., on Good Clinical
Practice and the “Ordinance on
the implementation of Good
Clinical Practice in the conduct of
clinical trials on medicinal
products for use in humans” (GCP
Ordinance), the Pharmaceutical
Guidelines, the Clinical Trials
Directive 2001/20/EC of the
European Parliament and of the
Council of 04.04.2001 on the
approximation of the laws,
regulations and administrative
provisions  relating to the
implementation of good clinical
practice in the conduct of clinical
trials on medicinal products for
human wuse, the “International
Conference on Harmonization”
(ICH) and the “Declaration of
Helsinki” in their respectively
valid versions as well as the
guidelines of the State Institute
for Drug Control (hereinafter
referred to as the “SUKL"). Any
additional collaborating persons
involved in conducting the
clinical trial will be obligated by
the Provider to comply with the
same.

Provider and Principal
investigator hereby declare that
they will not collaborate with
another company in an area
relevant to the therapeutic
indication of the IMP during the
performance of the clinical trial.

Poskytovatel a hlavni
zkousejici se zavazuji, Ze budou
pri provadéni klinického
hodnoceni dodrzovat vSechny
zakonné predpisy, ustanoveni a
smérnice, zejména zakon ¢&.
378/2007 Sb., o 1é¢ivech zakon ¢.
372/2011 Sb.,, o zdravotnich
sluzbach zakon ¢. 101/2000 Sb.,
0 ochrané osobnich udaji
vyhlasku & 226/2008 Sb., o
spravné  klinické praxi a
»Ustanoveni o pouzivani spravné
klinické praxe pifi provadéni
klinickych hodnoceni humannich
lé¢ivych pripravka“ (ustanoveni
GCP), smérnici o 1écivech,
smeérnici 2001/20/ES Evropského
parlamentu a rady ze dne 4. 4.
2001 o sblizovani pravnich a
spravnich predpisi  ¢lenskych
stath  tykajicich se zavedeni
spravné  klinické praxe pfi
provadéni klinickych hodnoceni
humdnnich 1é¢ivych pfipravkay,
"International  Conference on
Harmonization” (ICH) a Helsinské
deklarace v aktualné platném
znéni pokyny Statniho dstavu pro
kontrolu 1é¢iv (dale jen ,SUKL®).
Poskytovatel je povinen zavazat
k jejich dodrzovani i pripadné
dalsi spolupracujici osoby,
zapojené do provadéni klinického
hodnoceni.

’

Poskytovatel a hlavni
zkouSejici se zavazuji, Ze Vv
prubéhu provadéni klinického
hodnoceni nebudou
spolupracovat v oblasti pouziti
hodnoceného piipravku s Zzadnym
dal$im podnikem.

2016-07-11
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Provider shall notify sponsor
immediately in writing of any
delays during of the clinical trial.
Sponsor reserves the right to
terminate this Agreement early
following  consultation  with

provider in the event of a
substantial delay.

Provider shall notify sponsor of
the Clinical Investigators
involved in the clinical trial
immediately following the
conclusion of this Agreement.

§2

Sponsor shall provide hospital
pharmacy of the provider with
the IMP at no cost and in time
and the principal investigator
with requisite clinical study
material  required for the
performance of the clinical trial
properly labelled, in the volume
specified in the appended Clinical
Trial Protocol, in time and free of
charge.

Sponsor shall submit the results
of the pharmacological and
toxicological studies performed
with the IMP and the Clinical
Trial Protocol or up-to-date

O pripadnych zdrzenich pii
prabéhu klinického hodnoceni
musi poskytovatel neprodlené
pisemné informovat zadavatele.
Zadavatel si vyhrazuje pravo v
pfipadé podstatného zdrzeni, po
konzultaci s poskytovatelem,
tuto smlouvu predcasné

vypoveédét.

Poskytovatel bude informovat
zadavatele 0 zkousejicich
lékarich, zapojenych do
klinického hodnoceni, neprodlené
po uzavieni smlouvy.

§2

Zadavatel poskytne do
nemocni¢ni lékarny
poskytovatele bezplatné a véas k
dispozici hodnoceny pfipravek a
hlavnimu zkouSejicimu rovnéz
material potrebny pro klinické
hodnoceni, taddné¢ oznaceny, v
rozsahu popsaném v planu
klinického hodnoceni.

Zadavatel vcas pied zahajenim
klinického hodnoceni predlozi
vysledky  farmakologickych a
toxikologickych zkousek
hodnoceného piipravku a plan

scientific data on the IMP, where klinického  hodnoceni,  resp.
the clinical trial involves phase 1 piipravenou védeckou
- 3 trials, information on the dokumentaci o  hodnoceném
-4-
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Clinical Investigators and trial
centres as well as the ethics
committee decision (see Section 1
para 4) to the appropriate
Regulatory Authority of the
Czech Republic) and apply for
approval of the performance of
the clinical trial of the IMP to
SUKL.

Sponsor shall furthermore notify
Provider and Principal
Investigator of the above
outcomes and the risks associated
with the clinical trial as well as
any other study results relevant

pfipravku, pokud se jedna o
klinicka hodnoceni faze 1 - 3, a
udaje zkousejiciho, vcetné mist
provadéni klinického hodnoceni a
rozhodnuti etické komise (viz § 1
odst. 4) pfisluSnym ufadim
v Ceské republice a pozadd o
povoleni k provedeni klinického
hodnoceni hodnoceného
pripravku SUKL.

Kromé toho musi Zadavatel
poskytovatele a  hlavniho
zkousejiciho informovat o vyse
uvedenych vysledcich, vcetné
rizik  klinického hodnoceni a
rovnéz o dalSich ziskanych

to the clinical trial (Investigator’s vysledcich zkoumani
Brochure or summary of product vyznamnych pro klinické
characteristics in phase IV trials) hodnoceni (Investigator’ sS-

and shall provide provider with
any new information concerning
potential risks for trial
participants or patients that
comes to its knowledge during
the performance of the clinical
trial on an ongoing basis.

Sponsor shall in good time apply
for an evaluation of the clinical
trial of the IMP by the relevant
ethics committee through a
Clinical Research Organization

Brochure resp. odborné informace
o klinickych hodnocenich faze
IV) a bude poskytovatele a
hlavniho zkousejiciho priibézné
informovat o novych poznatcich,
které vyjdou najevo v prubéhu
provadéni klinického hodnoceni a
0 vyznamnych rizicich pro
subjekty klinického hodnoceni,
resp. pacienty, ktera s tim mohou
byt spojena.

Zadavatel vcas prostfednictvim
smluvni vyzkumné organizace

I pozadd

pfisluSnou etickou komisi o

_ stanovisko ke klinickému
hodnoceni hodnocené¢ho
piipravku.

Sponsor shall in accordance with
the provision of section 52
paragraph 3 letter f) of the Act
no. 378/2007 Coll,, on
Pharmaceuticals take out clinical
trial liability insurance cover to
participants taking part in the
clinical trial at its own cost.

Zadavatel zajisti na své vlastni
naklady pojisténi subjekti
klinického hodnoceni v souladu s
ust. § 52 odst. 3, pism. f) zdkona
¢. 378/2007 Sb., o 1é¢ivech.

2016-07-11
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Sponsor shall be responsible for
all data protection matters that
fall within its responsibility.

Sponsor shall notify the State
Authority responsible for the
principal investigator and for
sponsor of the performance of
the clinical trial in good time
before its commencement
through a Clinical Research
Organization and specify the
Clinical Investigators in said
notice. Sponsor shall also report
the end of the «clinical trial
through a Clinical Research
Organization.

Sponsor shall be responsible for
registering the clinical trial on
Eudract. Sponsor shall notify the
State Institute for Drug Control
(SUKL) of the progress, end and
results of the clinical trial
through a Clinical Research
Organization.

§$3

Provider shall only commence
the clinical trial with the IMP
following receipt of a positive
opinion from the relevant ethics
committee and the State Institute
for Drug Control’s approval of
the same. Sponsor shall notify
provider immediately regarding
the same.

Principal Investigator is entitled
to select as required one or
several suitable investigators for
the performance of the clinical
trial and provide them with the
adequate support and
information on the performance
of the clinical trial. Provider is
obliged to provide Principal
Investigator =~ with  necessary
cooperation.

Zadavatel bude mit rovnéz na
zreteli zalezitosti ochrany
osobnich udajii ve své oblasti
odpovédnosti.

Zadavatel prostrednictvim
smluvni vyzkumné organizace
ozndmi provedeni klinického
hodnoceni  mistnim  ufadim
pfislusnym hlavniho
zkousSejictho a pro zadavatele
pfed jeho zahajenim a pfitom
rovnéz jmenuje zkousejiciho.
Zadavatel prostfednictvim
smluvni vyzkumné organizace
oznami rovnéz konec klinického
hodnoceni.

Zadavatel zajisti registraci
klinického hodnoceni u Eudract.
Zadavatel bude prostrednictvim
smluvni vyzkumné organizace
hlasit SUKL pribéh, ukonceni a
vysledky klinického hodnoceni.

§3

Poskytovatel =zahaji provadeéni
klinického hodnoceni
hodnocen¢ho piipravku teprve
tehdy, az k tomu vyda pfislusna
eticka komise souhlasné
stanovisko a SUKL povoleni.
Zadavatel 0 tom bude
poskytovatele neprodlené
informovat.

Hlavni zkousejici je opravnén si
podle potfeby zvolit jednoho
nebo vice zkousejicich 1ékafii a
tyto dostatecné informuje o
provadeéni klinického hodnoceni.

Poskytovatel je povinen
poskytnout hlavnimu
zkousSejicimi nezbytnou
soucinnost.

2016-07-11
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Provider shall be responsible for
all data protection matters that
fall within its responsibility. Any
personal data processing shall be
carried out in accordance with
the Act no. 101/2000 Coll.,, on
Personal Data Protection.

Principal investigator shall
ensure that, in the first instance,
the written consent for
participating in the clinical trial
occasioned by the underlying
condition and associated medical
emergency is obtained as set out
in the ethics committee-approved
procedure. Provider shall
furthermore ensure that the
patients in question or their legal
representatives  are  properly
informed by the principal
investigator about the nature,
significance, risks and
consequences of the clinical trial
with the IMP, as well as about the
kind of data being collected and
its use. The clinical trial shall
only be carried out with patients
who have given written consent
in person or through their legal
representatives.

Expected number of patients: il

Provider shall report the clinical
trial’s relevant status to a monitor
designated by sponsor through
the principal investigator at
regular intervals.

Provider shall notify sponsor
(contact details: see Clinical Trial
Protocol/Amendment)

immediately of every suspected
case of a serious adverse event
associated with the IMP
(including side effects,

Poskytovatel je odpovédny za
zajisténi ochrany osobnich udaji
ve své oblasti odpovédnosti.
Jakékoliv zpracovani osobnich
udajd  musi byt provedeno
vsouladu se zdkonem (.
101/2000 Sb., o ochrané osobnich
udaju.

Hlavni zkousejici zajisti, aby byl
ziskan pisemny informovany
souhlas s ucasti na klinickém
hodnoceni na zakladé vychozi
choroby a z toho vyplyvajici
urgentni situace, jak je stanoveno
v postupu schvaleném etickou
komisi. Poskytovatel dale zajisti,
aby hlavni zkousejici dotcenym
pacientiim, popf. jejich zakonnym
zastupcim, dodate¢né vysvétlil
podstatu, vyznam, rizika a dosah
klinického hodnoceni
hodnoceného piipravku,
informoval je o ziskavanych
udajich a ftadné jim vysvétlil
jejich pouziti. Klinické hodnoceni
muze probihat pouze u téch
pacientd, ktefi k tomu pisemné
svoli sami nebo v zikonem
stanovenych pripadech
prostfednictvim svého zakonného
zastupce.

Predpokladany pocet subjekti: -

Poskytovatel bude
prostrednictvim hlavniho
zkousejiciho informovat monitora
jmenovaného zadavatelem v
pravidelnych intervalech )
aktualnim  stavu  klinického
hodnoceni.

Poskytovatel musi
prostfednictvim hlavniho
zkousejiciho zadavateli

(kontaktni udaje: viz  plan
klinického  hodnoceni/dodatek)
neprodlené  ozndmit  vesSkeré
piipady podezieni na zavazné

2016-07-11
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interactions with other medicinal
products and misuse) through the
principal investigator. Sponsor
shall be responsible for duly
notifying the ethics committee
and relevant authorities
accordingly and of the measures
taken in response in good time.

Provider undertakes to collect or
ensure the collection of the
clinical participant or patient
data that will be biometrically
evaluated and analysed by
sponsor or a third party acting
on its behalf in accordance with
the enclosed Clinical Trial
Protocol. Sponsor shall compile a
draft ICH Clinical Study Report
within 10 month of the
submission of the biometric
analysis. This ICH Clinical Study
Report shall be immediately
reviewed by the principal
investigator, amended if
necessary, signed by the principal
investigator and provided to
sponsor. The parties shall
endeavour to the best of their
ability to ensure that the final
ICH Clinical Study Report will be
available no later than 12 months
following the completion of the
clinical trial. The content and
structure of the ICH Clinical
Study Report shall comply with
the requirements set out in the
enclosed Clinical Trial Protocol
and the ICH recommendations on
the "Structure and Content of
Clinical Study Reports”. The
general requirements for these
kinds of reports shall also apply.

The persons employed by
provider for the performance of
the clinical trial, including but
not limited to the Principal
Investigator and collaborating
persons, shall not enter into a

nezadouci ucinky hodnoceného
pfipravku, o nichz se dozvi
(véetné vedlejsich ucink,
interakci s jinymi 1é¢ivymi
pripravky a zneuziti). Zadavatel
bude vfas a fadné informovat
etickou komisi a pfislusné organy
rovnéz o nasledné ucinénych
opatfenich.

Poskytovatel se zavazuje podle
piiloZeného planu  zkouSek
ziskavat ¢i nechat ziskavat udaje
0 subjektech klinického
hodnoceni, resp. pacientech, které
zadavatel nebo tfeti strana na

jeho  objednavku biometricky
zpracuje a  vyhodnoti. Po
predloZeni biometrického
vyhodnoceni vypracuje

zadavatel do 10 mésicii navrh
takzvané zavérecné zpravy ICH,
ktery hlavni zkousejici
neprodlen¢ zkontroluje a
popiipadé ji hlavni zkouSejici
piepracuje a podepiSe a poskytne
zadavateli k dispozici. Strany
budou podle svych nejlepsich sil
usilovat o to, aby byla definitivni
zaveérecna zprava o klinickém
hodnoceni vypracovana do 12
meésictt od ukonceni klinického

hodnoceni. Forma zavérec¢né
zpravy ICH musi spliovat
pozadavky pfilozeného planu
klinického hodnoceni a

doporuceni ICH "Forma a obsah
zpravy o klinickém hodnoceni”.
Dale plati vSeobecné pozadavky,
obvyklé pro zpravy tohoto typu.

Osoby angazované ze strany
poskytovatele k  provedeni
klinického hodnoceni tim
nevstupuji do zadného pravniho
vztahu se zadavatelem a
nebudou v tomto smyslu vznaset

2016-07-11
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legal relationship with sponsor
as a result of the above and shall
not be entitled to any claims
against the same.

§4

Provider shall receive a

remuneration to the amount of

plus the VAT relevant in the
country of the sponsor for the
services to be provided by
provider within the context of
the trial in accordance with this
Agreement from sponsor for
every  patient with  fully
documented patient data that is
included in the clinical trial.

This remuneration shall also
cover all trial-related expenses
incurred by  provider in
connection with the performance
of this Agreement, including but
not limited to the compensation
for the provider, the Principal
investigator, the clinical
investigators, collaborating
persons and, where relevant, the
participants. Any changes to the
remuneration e.g. due to an
increase in costs, have to be
agreed in writing by the parties.

The payments to provider shall
be paid into the bank account yet
to be specified by provider (third
party account) following the
presentation of invoices in
accordance with the following
schedule:

zadné naroky.

§4
Za vykony, provedené ze strany
poskytovatele podle této dohody
v ramci klinického hodnoceni,
obdrzi poskytovatel od
zadavatele odménu za kazdého
pacienta zafazeného do

klinického hodnoceni a plné
dokumentovaného odménu ve

vysi

DPH vyporada zadavatel v zemi
svého sidla.

Tim jsou uhrazeny i néklady
poskytovatele podminéné
klinickym hodnocenim v
souvislosti s provedenim této
smlouvy, zejména honorar
poskytovatele, hlavniho
zkousejiciho, zkouSejicich lékafd,
spolupracujicich osob a popfipadé
subjekth klinického hodnoceni.
Zmény v uhradé¢, napf. z davodu
zvySenych ndkladd, musi byt
sjednany mezi stranami pisemné.

Platby adresované
poskytovatelem se uskutecni na
bankovni uclet, ktery oznadi
poskytovatel (ucet tfeti strany),
proti vystaveni faktury
nasledovné:

2016-07-11
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First payment:

To the amount of - at the
start of the trial

(1st patient recruited)

Subsequent payments:
Every 6 months respectively to
the amount of [JJlij for each

Prvni splatka:

ve Vvysi F pfi zahajeni
klinického hodnoceni

(1. pacient zafazen do klinického
hodnoceni)

Dalsi splatky:
Vzdy po 6 mésicich ve vysi -
B za kazdého dalsiho plné

additional patient with fully dokumentovaného pacienta
documented patient data (podle planu klinického
(including follow-up (as per hodnoceni) a uzavrenych

Clinical Trial Protocol) and
provided there are no open
queries from monitors).

Last payment:

To the amount of an additional
B cspcctively for each
additional patient with fully
documented patient data (see
above) 14 (fourteen) days
following the submission of the
final ICH Clinical Study Report
agreed  with  sponsor in
accordance with Section 3 para.
8.

In the event that not all of the
services as set out in the enclosed
Clinical Trial Protocol are
provided, the above remuneration
shall be appropriately reduced.

Sponsor shall pay to the
provider a fee for administration
of this agreement in the amount
of I The fee shall be paid
following the presentation of
invoices issued after closing of
this agreement.

Sponsor shall pay to the
provider an amount of NN
for each initiated 6 months of
service as a fee for pharmacy
services provided by provider
(storing, records, temperature
monitoring). An invoice shall be
mature in 40 days from receipt.

zpétnych dotazii ze strany
monitora).

Posledni splatka:

Ve vysi dalsich [ za pln¢
dokumentovaného pacienta (viz
vyse) 14 (¢trnact) dni po predani
definitivniho znéni zavérecné
zpravy ICH podle § 3 odst. 8,
odsouhlasené zadavatelem.

Pokud nebudou vSechny vykony
provedeny podle pfilozeného
planu klinického hodnoceni, bude
vySe uvedenda odména pFiméfené
sniZena.

Zadavatel zaplati poskytovateli
poplatek za projednani smlouvy
ve vysi Tento poplatek
bude fakturovan po uzavieni této
smlouvy.

Zadavatel zaplati poskytovateli
platbu za lékarenské cinnosti ve
vysi I za kazdych
zapocatych 6 mésicti (skladovani,
evidence, teplotni monitoring).

Splatnost ¢ini 40 dni od doruceni
faktury.

-10-
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§5

Provider undertakes to keep
confidential all  information
provided by sponsor and, with
the exception of the trial
participants or patients (to the
extent required), to refrain from
disclosing the same to any third
parties and from using the same
following the completion of the
clinical trial and to only use the
same during the clinical trial
within the context of the same,
unless agreed otherwise in
writing in individual cases.

Provider furthermore undertakes
to refrain from using any of the
information about the IMP and
any of sponsor’s company and
business secretes that come to its
knowledge within the context of
the clinical trial outside the
clinical trial and from disclosing
the same to any third parties,
unless required under law (e.g.
disclosing information to
authorities).

Provider shall obligate the
persons  involved in  the
performance of the clinical trial
(including but not limited to the
principal investigator and clinical
investigators) that acquire
knowledge of confidential
information to keep the same
confidential within the
framework of  the legal
provisions.

The above provisions do not
apply to information and
company and business secrets of
sponsor that

a) were already publicly known
at the time of disclosure by
sponsor,

§5

Poskytovatel se zavazuje veskeré
informace piedané zadavatelem
uchovat v tajnosti a s vyjimkou
vuci dotéenym subjektim
klinického = hodnoceni,  resp.
pacientim (v nezbytném rozsahu)
Jje nezpfiistupnit tfetim stranam a
nezverejnovat je ani po ukonceni
klinického  hodnoceni a v
prubéhu klinického hodnoceni je
pouZivat pouze tehdy, pokud
nebylo v jednotlivych pfipadech
pisemné sjedndno jinak.

Kromé toho se poskytovatel
zavazuje, ze veSkeré informace
ziskané v ramci klinického
hodnoceni 0 hodnoceném
pfipravku a informace, které se
dozvi o provoznich a obchodnich
tajemstvich zadavatele,
nevyuzije mimo klinické
hodnoceni a nezpfistupni je
tretim strandam, pokud to neni v
rozporu se zakonnymi
ustanovenimi (napf. vadi
pfisluSnym organim).

Poskytovatel zavaze osoby, které
zapoji do provadéni klinického
hodnoceni (zejména hlavniho
zkousejiciho a zkouSejici 1ékate),
kter¢é se dozvi informace
podléhajici utajeni, ke stejnému
uchovani v tajnosti v ramci
zakonnych moznosti.

VySe uvedené zavazky neplati
pro informace a pro provozni a
obchodni tajemstvi zadavatele,
ktera

a) jiz byla v dobé pfedani
zadavatelem obecné znama,
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b) became publicly known after

b) po jejich predani

disclosure by  sponsor zadavatelem se stala obecné
without provider’s znamymi  bez  pfiéinéni
involvement, poskytovatele,

¢) was already demonstrably
known to provider at the

c) v dobé pfedani zadavatelem
jiz  byla  poskytovateli

time of disclosure by prokazatelné znama,
sponsor,

d) is made available legally and d) po jejich predani
without any disclosure or use zadavatelem byla
restrictions to provider by a poskytovateli tfeti stranou
third party following its zpfistupnéna zadkonnym

disclosure by sponsor.

Provider or third parties acting
on its behalf shall keep all
written information in a secure
location. Provider shall provide
this information - with the
exception of the participant or
patient consent forms and the
relevant identification lists that
shall remain in provider’s
safekeeping and that provider
has to retain for 15 (fifteen) years
following the completion of the
clinical trial in paper form - to
sponsor at any time upon
request. In this event, provider
shall not retain any copies or
other records or  written
documents with the exception of
a copy of all documents for
documentation purposes.
Provider warrants that it is able
to store data in compliance with
GCP. In the event that it is not
able to do so, provider must
notify sponsor immediately of
the same.

Provider  shall carry out
archiving of the documents in
accordance with the Act no.
378/2007 Coll., on
Pharmaceuticals. Archiving

zpuisobem a bez omezeni ve
vztahu k uchovani v tajnosti
nebo pouzivani.

Pisemné informace bude
poskytovatel nebo tfeti strana
na jeho objednavku uchovavat
uzamcené. Je tfeba je kdykoli
poslat na vyzadani zadavateli, s
vyjimkou informovanych
souhlastt  subjekti  klinického
hodnoceni, resp. pacientd a
prislusnych identifikac¢nich
seznamti, které zistanou u
poskytovatele, a ten je bude
uchovavat po dobu 15 (patnéct)
let po dokonceni klinického
hodnoceni v papirové formé. V
takovém piipadé si poskytovatel
neponecha zadné kopie nebo jiné
zdznamy ¢&i pisemné podklady s
vyjimkou jedné kopie vSech
podkladd k  dokumenta¢nim
ucelim. Poskytovatel garantuje,
Ze existuje moznost archivace v
souladu s pravidly spravné
klinické praxe. Pokud by tomu
tak nebylo, je nezbytné, aby o
tom poskytovatel neprodlené
informoval zadavatele.

Poskytovatel provede
bezplatnou archivaci 5 let
vsouladu se zakonem @ ¢&.
378/2007 Sb. a na dalsich 10 let
provede zpoplatnénou archivaci
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services shall be provided for 5
years following the completion
of the clinical trial for free.
Subsequent 10 years shall be
subject of the fee in the amount
of _/AT excluded.
Provider shall issue the invoice
for the archiving fee after closing
of this agreement.

Sponsor shall inform provider
about insisting on additional
archiving services at least 6
month before the expiration of
archiving fee and pay the costs
related to that.

Other papers (e.g. centre-specific
trial results) have to be discussed
and agreed in advance within the
study group. As well as the main
paper on the clinical trial results,
the parties are also intending to
publish the Clinical Trial Protocol.

- I be: DPH. Na

zpoplatnénou archivaci bude
vystavena faktura po podpisu
smlouvy.

Zadavatel v pfedstihu 6 mésici pred
koncem zpoplatnéné archivace oznami
poskytovateli, Ze trva na dalsi archivaci
a uhradi ndklady s tim spojené.

Dalsi publikace (napf. publikovani
vysledkti urcitého centra) je tieba
predem projednat a odsouhlasit v

ramci skupiny klinického
hodnoceni. Vedle hlavni publikace
vysledki  klinického hodnoceni

bude usilovano o zvefejnéni planu
klinického hodnoceni.
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Provider shall ensure that the final
manuscript of the paper is sent to
sponsor at least 30 (thirty) days
before its submission to the
publisher. Sponsor shall notify
provider of any potential
objections concerning the
manuscript at least 10 (ten) days
before the publisher submission
date communicated to sponsor.
Any potential changes requested
by sponsor, including those of
including one of its staff as a co-
author, shall have to be given
consideration in the paper’s
manuscript, if necessary, following
further consultation with sponsor.

In the event the manuscript is not
submitted to the publisher within 6
months after the ICH Clinical Study
Report has been signed (see Section
3), sponsor reserves the right to
write the paper to be published
itself and provide it to provider

Poskytovatel zajisti, aby byl
definitivné platny rukopis k
publikovani zaslan nejméné 30
(tficet) dni pfed predanim
nakladatelstvi zadavateli.
Zadavatel oznami (poskytovateli)
piipadné namitky proti rukopisu
nejméné 10 (deset) dni pred
terminem odevzdani oznamenym
zadavateli. Pripadné pozadavky na
zmeény ze strany zadavatele vietné
pripadného spoluautorstvi
zameéstnanci zadavatele je tfeba
popripadé po dalsich konzultacich
se zadavatelem v  rukopisu
zohlednit.

Pokud by do 6 mésicti po podpisu
zavére¢né zpravy ICH (viz § 3)
nebyl odevzdan rukopis
nakladatelstvi, vyhrazuje si
zadavatel pravo text k publikovani
vypracovat sama a poskytnout
poskytovateli k  dispozici k
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for a single review. In this event,
the remuneration (last payment)
shall be reduced accordingly.

The duties set out under Section 5
shall not apply 10 years after the
last person signed this Agreement,
unless specified otherwise in
paragraph 5.

86

Any and all information,
documents, reports, data, results,
know-how, discoveries,
information, substances and other
materials generated or developed
as a result of or in connection
with the Trial, and all copies
thereof (“Results”) shall be the
sole and exclusive property of
sponsor.

In the event that Sponsor,
according to applicable Law,
cannot  obtain or  secure
ownership for any Results of the
clinical trial, provider and
principal investigator hereby
grant sponsor and obligate any
personnel attending the clinical
trial to grant sponsor, as
applicable, worldwide, exclusive,
unlimited and royalty-free rights
of use, exploitation and
utilization and/or licenses
regarding such Results of clinical
trial. Provider and principal
investigator warrant by the
execution of this Agreement, that
neither they nor any other
personnel involved in the clinical
trial have entered, and that none
of them will enter, into any
contractual agreement or
relationship which would in any
way conflict with or compromise
sponsor’s proprietary interest.

All of the results or knowledge
obtained from the performance of

jednorazovému nahlédnuti. Uhrada
(posledni  splatka) pak bude
pfislusné snizena.

Zavazky podle § 5 vyprsi za 10 let
po podpisu této smlouvy poslednim
signatafem, pokud neni v odstavci
5 uvedeno jinak.

§$6

Veskeré informace, dokumenty,
zpravy, udaje, vysledky, know-
how, objevy, informace, latky a
jiné materialy vytvorené nebo
vyvinuté jako vysledek klinického
hodnoceni nebo v souvislosti s
nim a vsechny jejich kopie (dale
jen ,vysledky”) budou vyhradnim
majetkem zadavatele,

JestliZze zadavatel nemize dle
prislusnych pravnich predpisi
ziskat nebo si zajistit vlastnictvi
vysledkti klinického hodnoceni,
poskytovatel a hlavni
zkousejici mu timto udéluji a
pfipadné zavazuji vSechny osoby
ucastnici se na  klinickém
hodnoceni, aby mu udélily
celosvétova, vyhradni,
neomezena a bezplatna prava
k uzivani, vyuziti a pouzivani
vysledktt klinického hodnoceni
nebo licence k nim. Poskytovatel
a hlavni zkousejici uzavienim
této smlouvy zarucuji, Ze ani oni,
ani jiné osoby ucastnici se na
klinickém hodnoceni, neuzavteli
a ani neuzaviou zadné smluvni
ujedndni nebo vztah, ktery by byl
jakkoli v rozporu nebo ohrozil
majetkovy podil nebo prava
zadavatele.

Veskeré vysledky a poznatky,
které z provadéni klinického
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the clinical trial by provider
and/or the persons in its employ
shall be reserved solely for use by
sponsor unless needed for
scientific  purposes (including
promotion and habilitation) by
the persons employed by
provider for the performance of
the clinical trial. If used for
scientific purposes, it must be
ensured that any prior
publication of the above does not
jeopardize any potential
intellectual property rights.

Sponsor may file any patents in
the name and at the cost of
sponsor. If required, provider
and principal investigator will
provide sponsor with all
necessary assistance, even after
expiration or termination of this
Agreement, in order to enable
sponsor to apply for, obtain,
maintain in force, enforce, and
defend such patents, without any
further payment from sponsor.

Provider  shall  furthermore
transfer to  spomsor the
transferrable intellectual property
rights for the exclusive use of the
ICH Clinical Study Report in
accordance with Section 3 of this
Agreement.

Where necessary, provider shall
ensure that it is in a position to
transfer the rights named in this
paragraph.

The persons listed below shall be
taking part in the clinical trial as
employees of the provider in
terms of Section 58 of the Act no.
121/200 Coll., on Copyright.
Provider undertakes to notify
sponsor immediately of any
personnel changes during the

hodnoceni ziska poskytovatel
a/nebo osoby angaZované pro
Jjeho podporu, budou pro pouziti
k dispozici pouze zadavateli,
pokud je k védeckym uc¢eltim
(véetné promoce a habilitace)
nepouziji osoby, angazované u
poskytovatele k  provadéni
klinického hodnoceni. Pfi pouZiti
k védeckym uceliim je tieba dbat
na to, aby publikovanim nebylo
ohrozeno pfipadné moZné nabyti
ochrannych prav.

Zadavatel miize podat svym
jménem a na své naklady veskeré
patentové piihlasky.
Poskytovatel a hlavni
zkousejici poskytnou zadavateli
i po wuplynuti platnosti nebo
ukonCeni této Smlouvy na
pozadani a bez dal$i uhrady ze
strany  zadavatele  vesSkerou
soucinnost, aby mu umoznili
prihlasit a ziskat tyto patenty,
uchovavat je v platnosti,
vymahat a obhajovat je. .

Kromé toho prevadi
poskytovatel na zadavatele
pfevoditelnd autorskd prava k
vyhradnimu zhodnoceni
zaveérecné zpravy ICH podle § 3
této dohody.

Poskytovatel v priipadé potfeby
zajisti, aby byl schopen pfevést
prava uvedena v tomto odstavci.

Klinického hodnoceni se ucastni
Jako zaméstnanci poskytovatele
ve smyslu ust. § 58 zakona ¢
121/2000 Sb., zdkon o pravu
autorském nize uvedené osoby.
Poskytovatel se zavazuje
neprodlené oznamit zadavateli
veSkeré personalni zmény, k nimz
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course of the trial.

Participating persons:

The above persons agree to the
above. Said agreement shall be
documented by their signature at
the end of this Agreement.

§7

This Agreement shall come into
effect the day of its signature by
the last signatory and shall
continue to be in effect until the
submission of the final ICH
(Clinical Study Report. The rights
and obligations set in the section
5 of this agreement remains in
force after the termination of this
agreement.

Sponsor shall be entitled to
terminate this Agreement early
without advance notice by
notifying provider of the same
by registered letter if the ethics
committee fails to approve the
clinical trial in accordance with
Section 1 of this Agreement
within 3 (three) months after this
Agreement comes into effect and
the State institute for Drug
Control fails to approve the
performance of the clinical trial
within the statutory period or the
State institute for Drug Control
withdraws or revokes its approval
of the clinical trial or suspends
the approval for a period of more
than 6 months.

All parties shall be entitled to
terminate this Agreement at any
time for good cause. A good
cause shall, for example, be
considered any event that renders

dojde v prabéhu klinického
hodnoceni.

Zucastnéné osoby:

Prohlasuji, Ze s vySe uvedenym
souhlasi.  Stvrzuji to svym
podpisem na konci této smlouvy.

§7

Tato smlouva vstupuje v platnost
a ucinnost dnem podpisu
posledniho signatate a trva aZ do
predani zavéreéné zpravy. I po
skonceni smlouvy pfetrvavaji
prava a povinnosti stanovena v §
5 této smlouvy.

Zadavatel mize tuto smlouvu
bez vypovédni lhaty piedcasné
ukonc¢it doporuc¢enym dopisem
adresovanym poskytovateli,
nebude-li  ziskano  souhlasné
stanovisko etické komise podle §
1 této smlouvy do 3 (tfi) mésicti
od vstupu této smlouvy v
platnost a neudéli-li SUKL
povoleni k provedeni klinického
hodnoceni v zakonné lhtité nebo
pokud  SUKL povoleni  pro
klinické hodnoceni zrusi &
odvola nebo pokud bylo na dobu
delsi nez 6 mésici nafizeno
pozastaveni povoleni.

Smlouvu mohou vsechny smluvni
strany ze zavaznych duvodu
kdykoli  vypovédét. Zavainy
divod existuje napiiklad tehdy,
kdyz by bylo dalsi provadéni
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the continuation of the clinical
trial no longer justifiable for
medical reasons or if present
results from the clinical trial
indicate that it is not possible to
achieve the objective of the
clinical trial. In the event that the
Agreement is terminated before
the end of the clinical trial for
reasons outside of provider’s
control, sponsor shall reimburse
provider for the expenses it
incurred up to the clinical trial
end date and provide provider
with appropriate remuneration of
no more than the amount of
remuneration specified for
provider in Section 4 for the
services provided by provider.
Provider shall repay any excess
payments made to it.

§8

Changes and amendments to this
Agreement have to be made in writing.
This also applies to any waiver of the
requirement for written form.

In the event this Agreement or
individual provisions thereof are
ineffective or incomplete, this shall not
affect the effectiveness of the remainder
of the Agreement. The ineffective or
incomplete provision shall be deemed
replaced with a provision that comes as
close as possible to the originally
intended economic purpose.

The authorizations and rights from this
Agreement cannot be transferred to
third parties, with the exception of
transfers made to affiliated companies
in terms of Section 79 of the Business
Corporation Act, Act No. 90/2012 Coll.
within the B. Braun Group.

This Agreement shall be governed by
and construed in accordance with the
law of the Czech Republic. The parties
shall help each other during the Study

klinického hodnoceni nepfijatelné
z medicinskych divodd anebo
kdyz lze ze stavajicich vysledki
klinického hodnoceni rozpoznat,
ze cile klinického hodnoceni
nelze dosahnout. V pfipadé, Ze
bude smlouva ukoncena pred
ukoncenim klinického hodnoceni
z dtvod®, které nelze pricist
poskytovateli, uhradi zadavatel
poskytovateli naklady vzniklé
do preruseni klinického
hodnoceni a zadavatel rovnéz
uhradi  priméfenou  odménu
poskytovateli za provedené
vykony, maximalné vSak do vyse
odmény, piedpokladané pro
zadavatele v § 4. Piipadny
preplatek odmeény je tfeba vratit.

§8

Zmény a doplnky k této smlouvé
vyzaduji pisemnou formu. Plati to i pro
dohodu, pro nizZ neni pozadavek na
pisemnou formu uveden.

Pokud by byla tato smlouva nebo jeji
jednotliva ustanoveni neplatna nebo
neuplna, jeji ostatni ¢asti tim nebudou
dotceny. Bude se mit za to, Ze je
neucinné nebo nelplné ustanoveni
nahrazeno jinym ustanovenim, ktere se
co nejvice blizi  pozadovanému
hospodaiskému ucelu.

Pravomoci a prava z této smlouvy nelze
prevadét na tieti strany s vyjimkou
prevodu na koncernovou spole¢nost ve
smyslu ust. § 79 zakona ¢. 90/2012 Sb.,
zadkon o obchodnich korporacich v
ramci koncernu B. Braun.

Tato Smlouva bude vykladana a
vymahana v souladu s pravnim fidem
Ceské republiky._ Smluvni strany se
zavazuji si pri provadéni Studie
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and in the case of disputes or arised
arguments about working procedure the
parties shall proceed with standard
actions.

The sole court of jurisdiction for all
claims arising from and in connection
with this Agreement is the appropriate
court in the Czech Republic.

Sponsor shall not make any other

agreement with the principal
investigator or another collaborating
person.

The present contract is executed by the
Parties in English and Czech bilingual
version. In case of any discrepancy the
Czech version shall prevail.

B. Braun Melsungen AG
Date: /{3 ,O'}‘ 20/(6

ppa by proxy

vzdjemné pomahat a piipadné spory a
rozdilnost nazorii na postup praci resit
Jjednanim obvyklym u smluvnich stran.

Pripadné spory vyplyvajici z této
Smlouvy budou feSeny prostiednictvim
prislusného soudu Ceské republiky.
Vyhradnim mistem soudni pravomoci
pro veskeré naroky z této smlouvy a v
souvislosti s ni je piislusny soud
v Ceské republice.

Zadavatel se zavazuje, Ze neuzavie

s hlavnim  zkousejicim ani  jinou
spolupracujici osobou Zzadnou dalsi
smlouvu.

Smlouva  je vyhotovena jako
dvojjazy¢na v anglickém a ceském
Jazyce. V ptipadé rozporu je rozhodujici
text v Ceském jazyce.

B. Braun Melsungen AG
Datum: /3.03, 2046

v zastoupeni s plnou moci

PROVIDER
Date: 28 (7. 2016 '

Ing. Jitka Sméhlikova

POSKYTOVATEL
Datum: 28 07. 2016

Ing. Jitka Sméhlikova
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Agreed : Souhlasi:

Date: 28 07. 2016 Datum: 2§ (7. 201
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