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CLINICAL TRIAL AGREEMENT

This CLINICAL TRIAL
AGREEIVIENT (the “Agreement”) is effective

28 417— 2015 (the
“Effective Date”), by and between

Krajské zdravotni, a.s., located at
Socialni péce 3316/123, Severni Terasa, 400 11
Usti nad Labem Czech Republic, Identification
number (1C): 25488627, TAX ID (DIC):
CZ25488627, represented by Ing. Petr Fiala, the
general director (the “Institution”)

and an employee of
the Institution acting within the scope of his/her
employment, located at Krajska zdravotni, as. —
Nemocnice Most, 0.2. Nemocnice Strakonice, a.s.
located at J.E.Purkyné 270, 434 64 Most, Czech
Republic who shall serve as the principal
investigator (“Investigator”) for the Study as
defined below.

The Institution and the Investigator may be
collectively referred to as the “Site.”

And

Pharmaceutical Research Associates CZ,
s.r.o., located at .Tankovcova 1569/2c, I70 00,
Praha 7, Identification number (1C): 27636852,
TAX ID (DIC: CZ27636852, represented by
MUDr. Andrea K16, proxy, (“PRA”).

ASTRAZENECA AB, located at
Sedertalje, SE—15185, Sweden (the “Sponsor”)
will assume the role of sponsor with respect to
the Study identified below and has retained
PRA (under a separate written agreement) to
serve as the Sponsor’s contract research
organization to manage the Study on its behalf.
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SMLOUVA o PROVEDENI
KLINICKEHO HODNOCENI

Tato SMLOUVA o PROVEDENI
KLINICKEHO HODNOCENI (dale jen
,,Smlouva“) nabyva fiéinnosti dne

28 -fl7- 2015 (delle jen
,,datum uéinnosti“), mezi

Krajskfi zdravotni, a.s.se sidlem Sociélni
peee 3316/12a, Severni Terasa, 400 11 Usti nad
Labem Ceska republika, 1c“): 25488627, Dre: CZ
25488627, zastoupena Ing. Petrem Fialou,
generalnim reditelem, (dale jen ,,Zdravotnické
zaiizeni“

a , zaméstnanec
Zdravotnického zafizeni jednajiciho v ramci jeho
pracovniho poméru se sidlem Krajska zdravctni,
a.s. - Nemocnice Most, 0.2. J.E.Purkyné 270,
434 64 Most,, Ceska republika, ktery bude pfisobit
jako hlavni zkousejici (dale jen ,,Zkou§ejici) pro
niie uvedenou Studii ve smyslu niie
uvedeném.

Zdravotnické zafizeni a Zkousejici mohou byt
dale souhrnné oznacovani jen jako ,,Re§itelské
centrum“.

spoleénostl' Pharmaceutical Research
Associates CZ, s.r.o., se sidlem Jankovcova
1569/20, 170 00, Praha 7, 16:; 27636852, DIC:
CZ27636852, zastoupena MUDr. Andreou K16,
prokuristkou (dale jen ,,PRA“),

ASTRAZENECA AB, se sidlern dertalje, SE—
15185, Svédsko (the “Zadavatel”) bude
vykonavat roli Zadavatele pro Studii jak je
definovana niie, a ktera smluvne povérila
spolecnost PRA (v ramci samostatné smlouvy)
k tomu, aby pfisobila jako smluvni organizace
pro spolecnost AstraZeneca ve vztahu k vedeni
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TATEMENT OF WORK.

The Investigator will conduct the
clinical research study entitled A single
blind, randomised, multi—centre, active
controlled, trial to evaluate safety,
.tolerability, pharmacokinetics and efficacy
of ceftazidime and avibactam compared
with cefepime, in children from 3 months
to less than 18 years of age with
complicated urinary tract infections
(cUTIs) (the “Study”), bearing protocol
number D4280C00016 (the “Study”), as
may be amended from time to time
(the “Protocol”), the provisions of
which are incorporated herein by
reference. The Investigator shall
perform the Study in conformance
with: (i) generally accepted standards
of good clinical practice, (ii) an ethical
manner and in a manner that
appropriately protects the safety,
security, and well—being of the Study
subjects and any data arising from the
Study (iii) the Protocol, (iv) the FDA
Form 1572, and (v) all applicable laws,
rules and regulations including, but not
limited to, those applicable to the
conduct of the Study and the activities
or interactions under this Agreement.
The Institution shall not reassign the
conduct of the Study to another
investigator without Sponsor’s express
written consent. If the Investigator is
unable to perform the duties required
by this Agreement, the Institution shall
promptly notify PRA and the Sponsor
in writing. If a mutually acceptable
replacement is not available, this
Agreement may be terminated as
provided herein.
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a organizaci provadéni Studie.

L POPIS PROJEKTU

(a) Zkousejici provede klinickou
vyzkumnou studii pod nazvem
Jednoduse zaslepené, randomizované,
multicentrické klinické hodnoceni s aktivni’
kontrolou hodnotici bezpecnost,
snasenlivost, farmakokinetiku a uéinnost
cefiazidimu a avibaktamu ve srovnani s
cefepimem u déti od 3 mésicfi do 18 let
veku s komplikovanou infekci moéovych
cest (cUTIs) (dale jen ,,studie“), s cislem
protokolu D4280C00016, ktery mfiie
Véase podléhat zmenam (dale jen
,,protokol“), jehoi ustanoveni jsou
nedilnou souéasti této Smlouvy.
Zkousejici bude provadét studii V
souladu se: (i) vseobecné
akceptovanymi standardy spravné
klinické praxe, (ii) etickym jednam’m a
zpfisobem zahrnujicim mimo jiné
dodriovani Vseobecné platnjrch
profesionalnich standardfi, které
pf‘irnéfene chrani bezpeénost, jistotu a
pohodu subjektfi studie a fidajfi
ziskanych ze studie, (iii) protokolem
(iv) FDA formularem 1572 a (v), vsemi
pfislusnymi zakony, pfedpisy a
smérnicemi vcetné mimo jiné pfedpisfi
upravuji'cich provadeni studie.
Zdravotnické zarizeni neni opravnéné
povérit vykonem studie jinou/jineho
Zkousej ici/ho bez vyslovného
pisemného souhlasu PRA ' nebo
Zadavatele. Nemfiie—li Zkousejici
vykonavat povinnosti vyplyvajici ze
Smlouvy, Zdravotnické zai‘izem’ je 0
tom povinno PRA nebo Zadavatele
neprodlené pisemné vyrozumét. Nelze-
li nalézt nahradu prijatelnou pro obe
strany, Indie néktera strana od této
Smlouvy odstoupit zpt'lsobem vtéto
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The Institution shall provide
appropriate resources and facilities so
the Investigator can conduct the Study
in a timely and professional manner
and according to the terms of this
Agreement. The Site shall ensure that
only individuals who are appropriately
trained and qualified will assist in
conducting the Study. The Site is
responsible for ensuring that all
personnel participating in the Study
(“Study Team”) comply with the terms
of this Agreement, excluding
personnel supplied by PRA or
Sponsor. Institution and Investigator
agree to promptly notify PRA and the
Sponsor in the event any Study Team
member is reported to or comes under
investigation by any regulatory
authority, licensing board, independent
ethics committee or institutional
review board, and further agrees to
promptly discontinue the use of any
such personnel in connection with the
Study unless the Sponsor consents in
writing to the continued use of such
personnel. Unless otherwise agreed to
in writing by the parties, the Site shall
conduct the Study only at the facilities
indicated in this Agreement.

Investigator and/or Study Team may
be invited to attend and participate in
meetings relating to the Study. The
Parties agree that there will be no
additional compensation for attendance
or participation at such meetings by
the Investigator or any Study Team. If
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Smlouvé stanovenym.

(b) Zdravotnické zafizeni poskytne vhodné
zdroje a moinosti, aby mohl/a
Zkousejici provest studii vcas
aodborne a v souladu s podminkami
této Smlouvy, véetné, kde je to na
miste, vyskolenych akompetentnich
spolupracovnikfi, kteri budou
napomocni pri provadéni studie (dale
jen ,,tym studie“), v souladu s
podminkami Smlouvy, s vyjimkou
personalu, ktery poskytne PRA nebo
Zadavatel. Zdravotnické zarizeni a
zkousejici jsou povinni ohlasit PRA
nebo Zadavateli, pokud je clen tymu
studie vysetfovan licencni kornisi,
nezavislou etickou komisi nebo
pfezkoumaci komisi a v navaznosti na
takové Setreni, bude s takovym clenem
ukoncena veskera oinnost souvisejici s
provadénim studie, pokud spolecnost
PRA nebo Zadavatel nepoda pisemny
souhlas, ktery nesmf byt neptimer’ene
opoideny, podminény nebo zaeeny,
spokraéovanim spoluprace sdanym
clenem. Pokud neni stranami sjednano
pisemne neco jiného, Resitelské
centrum bude provadét studii jen v
zafizenich uvedenych v této smlouvé.
Nebude-li smluvnimi stranami pisemné
ujednano jinak, Resitelské centrum
bude provadét Studii vyluéne
V zafizenich, jei jsou definovana v této
Smlouvé.

(c) Zadavatel alnebo tym studie mohou byt
pozvani na schfize tykajiei se Studie a
fiéastnit se jich. Smluvm’ strany se
dohodly, ie za {roast Zkou‘s’ejiciho nebo
tymu studie na techto schfizich nebude
poskytovana dodatecna odména. Pokud
bude potteba, aby Zkousejici a/nebo
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the Investigator and/or Study Team are
required to perform any additional
tasks, over and above those required
for the conduct of the Study, the terms
and obligations for the provision of
such services shall be subject to a
separate agreement.

2. PAYMENT.

(a)

(b)

PRA will pay the Institution according
to the Payment Terms attached hereto
as Exhibit A (“Payment Terms”) and
the Budget attached hereto as Exhibit
B (“Budget”), upon receipt of invoices
and other appropriate documentation
as specified therein. Payments due
hereunder are pass-through payments
from Sponsor that will be sent after
such payments are received by PRA
from Sponsor. PRA shall exercise
reasonable efforts to ensure timely
receipt of pass-through payments from
Sponsor.

The Institution as payee (“Payee”)
shall provide full payment instructions
and bank details, in writing to PRA in
the Payment Information Checklist
(“PIC”), before any payment can be
made. The Payee is obliged to inform
PRA, in writing, of any changes or
required updates of payment
instructions and/or bank details. The
parties agree that any change of or
update to the Payee’s bank details
contained in the PIC may be effected
through a written notice and shall not
of itself require a formal Amendment
to this Agreement.
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tyrn studie provedli dodateéné prace
nad ramec provedeni Studie, budou
podminky a zavazky tykajici se
provedeni techto praci pfedmétem
zvlastnl' smlouvy.

A I'JHRADA

(a)

(b)

PRA zaplati Zdravotnickému zafizeni
uhradu v souladu s platebnimi
podminkami, jak je uvedeno vpfi’loze
A (dale jen ,,platebni podminky“), a
s rozpoétem uvedenym pfiloze B (dale
jen ,,rozpo<':et“), a to na zakladé
doruceni faktur a dalsich pfislusnych
dokladfi v souladu s rozpoctem.
Uhrady splatné podle této Smlouvy
znamenaji prostfedky poskytované
Zadavatelem a budou zaplaceny poté,
kdy je PRA obdrii 0d Zadavatele.
PRA vynaloii pfimérené usili, aby
obdriela fihrady od Zadavatele Véas.

Zdravotnické zafizenl', jakoito
prijemce platby (dale jen “prijemce
platby”) poskytne pisemné spolecnosti
PRA kompletni platebni pokyny a
bankovni spojeni , a to na formulafi
platebnich udajfi (dale jen ,,PIC“)
predtim, nei bude moino uskutecnit
jakoukoliv platbu. Pfijemce platby je
povinen pisemné informovat PRA o
jakychkoliv zménach . nebo
poiadovanych aktualizacich
v platebnich pokynech a/nebo
bankovnim spojeni. Smluvni strany
sjednavaji, fie zmény nebo aktualizace
bankovniho spojeni prijemce platby
obsaiené v PIC mohou byt provadény
pisemnym oznamenl'm, a samy o sobe
nevyiaduji’ uzavfeni dodatku k te’to
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The Site is an independent contractor,
and neither PRA nor Sponsor is
responsible for any employee benefits,
pensions, workers’ compensation,
Withholding, or employment-related
taxes as to the Site or its personnel.

The Investigator and any sub-
investigators will complete and Sign a
financial disclosure form when
reasonably requested to do so by PRA
or Sponsor. These forms shall be
promptly updated as needed to
maintain their accuracy and
completeness during the Study and for
one year after its completion.

The Institution hereby agrees that no
third party will be charged for any
aspect of treatment or subject care for
which the Payee has invoiced or been
paid under this Agreement. The
Institution hereby agrees that neither
participants in the Study nor any third
party will be charged for Cefiazidime—
avibactam (the “Study Drug”) or any
comparator drugs provided for this
Study, nor shall Payee include such
cost in any cost report to third—party
payers.

Unless otherwise agreed herein,
payments will be made for evaluable
subjects and for eligible subjects only.
An eligible subject is one who meets
all of the inclusion requirements and
does not meet any of the exclusion
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smlouve.

Resitelské centrum je nezavislym
dodavatelem a PRA ani Zadavatel
nejsou odpovédni za vyplaceni
jakychkoli poiitkfi zamestnancfi,
dfichodfi, nahrad pracovnikfim, sraiek
nebo danl' hrazenych za zaméstnance
bud’ Zdravotnickému zarizeni nebo
jeho personalu

Zkousejici a pripadni spoluzkousejici
na priméi‘enou iadost PRA nebo
Zadavatele vyplni a podepisi formula?
financnich udaji’i. Tyto formulaic musi
byt V pripade potfeby neprodlene
aktualizovany, aby po dobu studie a
jednoho roku pojejirn skonceni zfistaly
spravne a uplné.

Zdravotnické zaf‘izeni timto souhlasi
s tim, Ze nebude v iadném ohledu
fictovana lécba ani zdravotni péce,
kterou prij emce platby fakturoval nebo
ktera byla uhrazena v ramci této
smlouvy. Zdravotnické zaIV-izeni timto
souhlasi stim, fie ficastnikfirn studie
ani iadné tteti strané nebude uetovan
Ceftazidime—avibactam (dale jen
,,hodnoceny lek“) nebo jiny lék
poskytnuty pro tuto studii, a ie
takovéto naklady nebudou zahrnuty do
iadného vykazu nakladi’i pro platce—
tfeti strany.

Pokud v této smlouve neni dohodnuto
jinak, platby budou provadény jen za
vyhodnotitelné subjekty a jen za
zpfisobilé subjekty. Zpfisobily subjekt
je ten, ktery splni vsechny podminky
pro zai‘azeni a. nesplfiuje iadné z
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criteria of the Protocol, who was
enrolled by Investigator, and from
whom informed consent has been
obtained. An evaluable subject is one
for whom case report forms (“CRFS”)
have been properly completed in
accordance with the Protocol, and who
has completed the appropriate Study
procedures as set forth in the Protocol,
and undergone the evaluations
required by the Protocol

The parties acknowledge and agree
that the compensation provided for
Site’s performance under the
Agreement represents the fair market
value for the services conducted by
Site and has been agreed
independently from any business the
Institution or the Investigator has made
or may make in relation to the ordering
of products or services of the Sponsor.

3. RECORDKEEPING; REPORTING;
ACCESS.

(a) Authorized representatives of Sponsor
and/0r PRA have the right, upon
reasonable advance notice, and during
regular business hours, to: (i) audit and
examine the Site’s facilities required
for performance of the Study; and (ii)
review all data, records and work
products relating to the Study, and if
necessary, make copies of such data,
records and work products, provided
such copies do not include any
unauthorized individuallyuidentifiable
information of a Study subject. The
Site shall maintain complete and
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vylucovacich kriteril’ uvedenych
protokolu, ktery byl zarazen hlavnim
zkousejicim a ktery udélil svfij
informovany souhlas. Subjekt, kterého
lze vyhodnotit, je ten subjektt, u néjfi
byly uspokojivé vyplneny vsechny
formulate pro zaznamy subj ektfi
hodnoceni (CRF) v souladu
s Protokolem, ktery absolvoval
prislusné studijm’ ukony stanovené
Protokolem, a ktery absolvoval
vysetfeni poiadovana Protokolem.

Smluvni' strany uznavaji a souhlasi
s tim, ie odména za plnéni fesitelského
centra na Zakladé této Smlouvy
predstavuje spravedlivou trinl’ hodnotu
sluieb poskytnutych Resitelskym
centrem, a byla sjednana nezavisle na
jinych obchodnich vztazich,
stavajicich nebo potencialm’ch,
Zdravotnického zai‘izem’ nebo
Zkousejicfho tykajicich se objednavek
vyrobkfi nebo sluieb Zadavatele.

; ZAZNAMY, WKAZY, PfiI’STUP

(a) Zmocneni Zastupci Zadavatele,
pfipadné PRA, jsou opravneni na
zakladé primereného pfedchoziho
oznarneni v pfiméfené lhfité a behem
obvyklé pracovni’ doby: (i) provadét
audit a provef‘it vybaveni resitelského
centra potfebné k provedeni studie; a
(ii) zkontrolovat a vytvotit si kopie
veskerych udajfi, zaznamfi a vysledkfi
prace souvisejicich sprovadém'm
Studie, a jestliie to je potrebné,
pofizovat si kopie takovych fidajfi,
zaznarnfi a vysledki’i prace, za
pfedpokladu, ie takové kopie
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(b)

(0)

accurate records related to the Study,
and shall retain all such records
resulting from the Study for fifteen
(15) years or later if required under
applicable laws and regulations.

The Investigator will deliver CRFs to
PRA within fourteen (14) days of
Investigator’s review or in accordance
with PRA’s reasonable written
instructions, as the case may be. The
Investigator shall be available at
reasonable times during normal
business hours to meet with Study
monitors and answer questions
regarding the conduct of the Study. If
PRA must use or access the Site’s
computer systems, it will do so in
accordance with the Site’s instructions
and will only use acquired information
for the purpose of the Study and in
accordance with applicable laws.

The Site will promptly notify Sponsor
and PRA if any regulatory authority
notifies the Institution or Investigator of
a pending inspection or makes any
written or oral enquiries relating to the
Study, and will promptly forward to
Sponsor and PRA copies of any written
communication received as a result of
such inspection or enquiry which are
related to the Study. The Site shall also
provide to Sponsor and PRA copies of
any documents provided to any
inspector that relate to the Study.
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neobsahuji nepovolene’ individualne
identifikovatelné informace o subjektu
studie. Resitelské centrum je povinno
vést L’Iplné a presné zaznarny tykajici
se Studie, a zavazuje se, fie zaznarny
provedené v souvislosti se Studil' bude‘
archivovat p0 dobu 15 let nebo delsi’
stanovi—li tak prislusné zakony a pravni
pf‘edpisy.

Zkousejici vyplni a zasle Zaznamy e-
CRF spoleénosti PRA do ctrnacti (l4)
dni od jejich revize Zkousejici’m nebo
v souladu s primerenymi pisemnymi
pokyny PRA, a to podle konkrétnich
okolnosti. Zkousejici bude v
primerenych hodinach v beiné
pracovni dobé k dispozici ke schfizkam
s monitory studie a odpovidat na jejich
otazky tykajici se provadéni studie.
Pokud musi PRA pouiit poéitacové
systémy tesitelského centra nebo do
nich vstoupit, ucini tak v souladu s
pokyny resitelského centra a ziskané
infonnace pouiije pouze pro 1’15e
studie a v souladu s pfl’slusnymi
pravni'mi predpisy.

Resitelské centrum bude bezodkladné
informovat Zadavatele a PRA, jestliie
bude néjaky regulacni urad informovat
Zdravotnické zaf'izeni nebo
Zkousejiciho o chystané kontrole nebo
auditu tykajiciho se studie, a
bezodkladné postoupl' Zadavateli a
PRA kopie veskerych pisemnych
materialfi, které obdrii v souvislosti
s touto kontrolou, a které souviseji se
studii. Resitelské centrum je dale
povinno pfedat Zadavateli a PRA
kopie veskerych dokumentfi, které
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4. CONFIDENTIALITY.
The Protocol, Study Drug(s) (including

Study Documentation and Intellectual Property
(as defined in Clause 7), CRFs, and any and all
information, data, reports or documents,
disclosed to or generated by the Site or any
Study Team members regarding the work
performed under this Agreement (other than
subject medical records) or which otherwise
relates to this Study (“Confidential
Information”) belong to Sponsor in accordance
with clause 7 below and shall not be disclosed
by the Site to any third party or be used for any
purpose other than the performance of the
Study without the prior written consent of
Sponsor, during a period of ten (10) years after
the termination of the performance of the
Agreement. The above obligations of
confidentiality shall not apply to the extent
Confidential Information:

(a) is or becomes, through no fault of the
Site, part of the public knowledge;

(b) the Site can demonstrate was already
lawfully in the Site’s possession on the
date of disclosure to the Site and not
subject to prior confidentiality
obligations;

(c) is acquired by the Site from any third
party without restrictions on
disclosure; or

(d) is developed by the Site independently,
without the use or benefit of
Confidential Information, and as
evidenced by competent written

(‘lech Republic/Institution & Investigator Clinical Trial Agreement
Krajské zdravotni, a.s. a Nemocnice Most, 0.2. l

D4230C00016

poskytlo kontrolort’un, a které se
vztahuji ke Studii.

4. DfiVERNOST INFORMACI
Protokol, léciva (Véetne Studijni

dokumentace a dusevniho vlastnictvi (jak je
definovano v clanku 7), pfl’padové formulate
(Case Report Forms e dale jen ,,CRF”) a
veskeré informace, udaje, zpravy nebo
dokumenty, které obdrii nebo vytvofi
Zdravotnické zarizeni’ nebo clen Studijniho
tymu v praci vykonavanych v souladu s touto
Smlouvou nebo jinak souvisejicich se Studii
(dale jen ,,dfivérné inforrnace”), jsou
vlastnictvim Zadavatele a Zdravotnické
zarizenf neni oprévnéno je sdélovat jakékoli
ti'eti osobé ani pouiivat k jakémukoli jinému
licelu nei pri plneni Studie bez pi‘edchoziho
pisemného souhlasu Zadavatele po dobu deseti
(10) let p0 ukonceni Smlouvy. vyse uvedeny
zavazek dfivérnosti informaci se nevztahuje na
dfivérné informace v rozsahu, v jakém mfiie
byt doloieno tadnymi dfikazy a dostatkem
dokumentovanych prosfiedkfi, ie:

(a) jsou a nebo budou zvefejnény bez
zavinéni ze strany Zdravotnického
zarizeni;

(b) mfiie Resitelské centrum prokazat, ie
k datu jejich sdélem’ Resitelskemu
centru jii byly legalné Resitelskému
centru znamy, anii by podléhaly
predchozimu zavazku dfivérnosti
informaci;

(c) Resitelské centrum ziskalo od nejaké
tfeti osoby bez omezem’ tykajicich se
jejich sdélovani;

(d) Resitelské centrum vytvofilo nezavisle
11a obdrieni dfivérnych informaci podle
této Smlouvy, coZ lze prokazat
kvalifikovanymi pisemnymi zaznamy.
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records.
Permitted Disclosures. The Site’s obligations
of non—disclosure and non—use of Confidential
Information shall not apply to the extent the
Site is required by law to disclose Confidential
Information, provided the Site promptly
notifies Sponsor of such a requirement prior to
disclosure to allow Sponsor the reasonable
opportunity to oppose the requirement or seek
an appropriate protective order. This Section 4
does not limit the Site’s rights or obligations
under Section 6 Publication.

5. PRIVACY AND DATA
PROTECTION.

The parties agree that each will comply
with their respective obligations as required
under applicable privacy and data protection
laws. Investigator will obtain the consent of
each Data Subject, and the Investigator will
provide his/her consent and will obtain the
Study Team members’ consent with regard to
their own personal data, to the use, processing,
holding and transfer of their data to countries
other than their own, that may not have the
same level of data protection as their own
country. . The Investigator and the Study
Team have the right to access and correct their
personal data. In order to exercise this right,
the requests should be addressed to the
Sponsor and PRA.

6. PUBLICATION.

(a) The Institution and the Investigator
shall be entitled to publish the results
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Povolene vyzrazeni. Povinnosti
zdravotnického zai‘izeni ohledné utajeni a
nepouiiti dfivérnych informaci neplati v
rozsahu, v jakém ma resitelské centrum
zakonnou povinnost dfivérné informace
vyzradit, ovsem s tim, fie pied vyzrazenim
resitelské centrum bezodkladné informuje
Zadavatele,aby mél Zadavatel pfileiitost se
tomuto poiadavku branit nebo poiadat o
vydéni prislusného ochranného opatreni. Tento
clanek 4 neomezuje prava a povinnosti
resitelského centra dle cl. 6 — Publikace.

5. OCHRANA , soUKROMI’ A
osonNiCH UDAJU

Smluvni strany se dohodly, fie budou
plnit své pfislusné zavazky V souladu s
pravnimi predpisy na ochranu soukromi a
osobnich udajfi. Zkousejici zajisti souhlas
jednotlivych subjektfi, jichi se fidaje tykaji a
Zkousejici poskytne jeho/jeji souhlas a ziska
souhlas clenfi tymu Studie ohledné jejich
osobnich udajfi s pouiivanim, zpracovavanim,
ukladanim a prevadenim jejich udajfi mimo
jejich vlastni zemi, i kdyi tam neplati stejné
predpisy pro ochranu udajfi, jako v jejich
vlastni zemi. Vzhledem k tomu, ie Studie
probiha v ramci Evropské unie, kontrolu
veskerych osobnich udajfi ziskanych bud’ od
subjektt‘i, kteri se podileji na Studii, nebo od
studijniho tymu, bude mit na starosti
Zadavatel. Zkousejici a clenové vyzkumného
tymu maji pravo pfistupu ke svym osobnim
udajfim a k jejich opravé. Poiadavky na vykon
tohoto prava musi byt adresovany Zadavateli a
PRA.

6. ZVEREJNOVANI’

(a) Zdravotnické zaiizeni a Zkousejici
maji pravo publikovat vysledky studie
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of, or make presentations related to,
the Study, provided that any
publications or presentations to be
made within 2 years of completion of
the Study shall require the Sponsor’s
prior written consent. All such
publications or presentations shall (i)
be consistent with academic standards
and International Committee of
Medical Journal Editors guidelines, (ii)
not be false or misleading, (iii) comply
with all applicable laws, (iv) not be
made for any commercial purpose.

(b) The Institution and/or the Investigator
shall provide the Sponsor with copies
of any materials relating to the Study,
or the Developed Technology (defined
in clause 7 below) that either intends to
publish (or submit for publication) or
make any presentations relating to, at
least thirty (30) days in advance of
publication, submission or
presentation.

(c) At the request of the Sponsor and/0r
PRA, the Institution and/or the
Investigator:

(i) shall not include in or shall
remove from any proposed
publication any Confidential
Information, errors or
inaccuracies; and

(ii) shall withhold publication,
submission for publication or
presentation for a period of
ninety (90) days from the date
on which the Sponsor receives
the material to allow the
Sponsor to take such measures
as the Sponsor considers
necessary to preserve its
proprietary rights and/or protect
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nebo provadét prezentace souviseji'ci
se Studii 2a predpokladu, ie si k
publikacim nebo prezentacim, které
budou provedeny d0 2 let od
dokonceni Studie, vyiadaji pfedchozi
pisemny souhlas Zadavatele. Vsechny
takovéto publikace nebo prezentace (i)
budou splfiovat akademické standardy
a zasady Mezinarodnl'ho vyboru
redaktorfi Iékafskych casopisfi, (ii)
nebudou nepravdivé ani zavadéjici,
(iii) budou v sculadu s prislusnymi
zakony, (iv) nebudou provedeny z
jakychkoli komerénich dfivodfi.

(b) Zdravotnické zaiizeni a/nebo
Zkousejici poskytnou Zadavateli kopie
vsech materialfi souvisejicich se Studii
nebo s Vyvinutou technologii
(definovanou v clanku 7 niie), které
bud’ zamysleji publikovat (nebo
nabidnout k publikaci) nebo uvést v
souvisejici prezentaci, nejméné tticet
(30) dni pfed publikaci, nabidkou k
publikaci nebo prezentaci.

(0) Na poiédam’ Zadavatele a/nebo PRA
Zdravotnické zarizeni aJ’nebo
Zkousejici:
(i) v iadné navrhované publikaci

neuvedou nebo z jejfho navrhu
odstrani jakékoli dfivémé
informace, chyby nebo
nepfesnosti; a

(ii) zadrii publikaci, nabi'dku k
publikaci nebo prezentaci p0
dobu devadesati (90) dni 0d
data, k némui Zadavatel obdrii
tento material, a umoini tak
Zadavateli provést opatfeni,
ktera Zadavatel povaiuje za
nutna k ochrané svych
vlastnickych prav a/nebo k
ochrané svych dfivérnych
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its Confidential Information. informaci.
(iii)The Institution and the

Investigator shall include the (iii)Zdravotnické zarizeni a
following acknowledgement in
all publications and
presentations relating to the
Study, the Study
Documentation or Developed
Technology, as well as in any
financial disclosure information
relating to the Study:
“AstraZeneca sponsored this
clinical trial.”

(iV)The Sponsor has a long—
standing commitment to
transparency, and the Institution
and the Investigator
acknowledge that the Sponsor
shall post the Study on clinical
trial registries and publish the
results on clinical trial results
databases in such format
(including
wwwastrazenecaclinicaltrials.c
om), and/or provide such results
to the regulatory authorities.

(v) If the Sponsor invites the
Investigator to be an author of a
Sponsor-managed publication,
the Investigator shall direct,
draft and/or review the
proposed publication, and
approve the final version of the
publication to be published. No
compensation shall be provided
in respect of any such
authorship. Any authorship,
medical writing, editorial or
logistical support provided to
the Investigator or the
Institution by the Sponsor in
respect of publication shall be

Zkousejici uvedou ve vsech
publikacich a prezentacich
tykajicich se Studie, Studijni
dokumentace nebo Vyvinute'
technologie a také ve vsech
zvefejnénych financnich udaj 1’ch
nasledujici oznarneni:
,,Zadavatelem tohoto klinicke'ho
hodnoceni je spoleénost
AstraZeneca.“

(iv)Zadavatel dlouhodobe dodriuje
zasadu transparentnosti;
Zdravotnické zaf‘izeni a
Zkousejici berou na védomi, 2e
Zadavatel uvede Studii v
rejstricich pro registraci
klinickych hodnoceni a bude
publikovat vysledky V
databazich vysledkfi klinickych
hodnoceni v tomto formatu
(véetné
www.astrazenecaclinicaltrialsc
om) a/nebo poskytne tyto
vysledky regulacnim organfim.

(v) Pokud Zadavatel vyb idne
Zkousejiciho, aby byl autorem
publikace pod hlaviékou
Zadavatele, Zkousejici bude
odpovédny za fizeni, sepsani
afnebo revizi navriené
publikace a schvali konecnou
verzi dokumentu k publikaci. Za
takové autorstvi nebude
poskytnuta iadna odména.
Veskera autorska, redakéni a
logisticka podpora i podpora ve
veci psani Elankfi s lékatskou
tématikou poskytnuta
Zkousejicimu nebo
Zdravotnickému zafizeni
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subject to the Sponsor’s
publications policy, details of
which are available at
wwwastrazenecacom.

7. INTELLECTUAL PROPERTY
RIGHTS.

(a) Except as expressly set out in this
Agreement, no Party nor the Sponsor shall
acquire any right, title or interest in or to the
Intellectual Property of any of the other Parties
or the Sponsor or their licensors.

(b) The Sponsor shall own all rights and
title in any Intellectual Property arising from
the Study or relating to the Study Drug, any
Developed Technology and the Study
Documentation, except to the extent that the
Institution and Investigator are required to
retain any Study Documentation in accordance
with the International Conference on
Harmonisation Guideline for good clinical
practice (including any modification or re—
enactment thereto) and the applicable laws and
regulations. The Institution and the
Investigator shall promptly disclose any such
Intellectual Property to the Sponsor and PRA
in writing or in such other format as the parties
may agree.

(c) To the extent capable of prospective
assignment, the Institution and the Investigator
hereby assign to the Sponsor (or its Designee)
all their rights, title and interest in and to all
Intellectual Property falling Within Clause 7(b)
above. To the extent that any such Intellectual
Property cannot prospectively be assigned, the
Institution and the Investigator shall assign,
and shall procure that the Study Team shall
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Zadavatelem v souvislosti s
publikaci bude podléhat
publikaenim zasadam
Zadavatele, ktere’ jsou
uvetejnény v detailu na
www.astrazeneca.com.

7. PRAVA INA DUSEVNI
VLASTNICTVI.

(a) S vyjimkou zpfisobfi, které jsou
vyslovné definované v teto Smlouvé, neziska
iadna smluvni strana ani Zadavatel iadné
pravo, zakonny narok ani podil na Dusevnl'm
Vlastnictvi jiné smluvm’ strany, Zadavatele ani
osob je opravfiujicich.

(b) Zadavateli naleii vsechna prava a
naroky na vsechno Dusevm' Vlastnictvi vzniklé
v této Studii nebo souvisejici s hodnocenym
lékem, jakoukoli Vyvinutou technologii a
Studijni dokumentaci, s Vyjimkou rozsahu, v
némi jsou Zdravotnické zaf'izeni a Zkousejicl'
povinni uchovavat jakoukoli Studijni
dokumentaci v souladu se zasadami spravné
klinické praxe podle Mezinarodni konference o
harmonizaci (vcetné jejich uprav nebo novych
ustanoveni) a prislusnych zakonfi a pfedpisfi.
Zdravotnické zaiizeni a Zkousejici vsechno
takové Dusevni vlastnictvi bez prodlenl’ sdéli
Zadavateli a PRA pisemné nebo ve formatu, na
ktere’rn se smluvnl' strany dohodnou.

(c) Zdravotnické zarl'zenl' a Zkousejici
timto postupuji Zadavateli (nebo jim Povefené
osobé) vsechna prava, naroky a podily na
Vsechno Dusevni vlastnictvi spadajl’ci pod
Elanek 7(b) Vyse V rozsahu, ve kterém lze
provést prospektivni postoupeni. Dusevni
vlastnictvi, jei nelze postoupit prospektivne,
Zdravotnické zafizeni a Zkousejici postoupi
Zadavateli (nebo jim Povefené osobé) pfi jeho
vytvoi'eni a take zajisti, aby takove’to
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assign, such Intellectual Property to the
Sponsor (or its Designee) on creation.

((1) The Institution and the Investigator
shall, and shall ensure that the Study Team
take all steps as the Sponsor and/or PRA may
reasonably require from time to time in order
to enjoy the full benefit of the rights assigned
under this Clause 7.

(e) The Sponsor grants to the Institution a
perpetual, royalty—free non-exclusive licence to
use the Intellectual Property arising only from
the Study for internal research and educational
purposes only, and with no right to grant sub-
licences. The provisions of Clauses 4 and 6 of
this Agreement shall continue to apply in
relation to any such licence.

(t) The capitalised terms set out below
that are referred to in this Clause or other parts
of this Agreement shall have the following
meanings:

(1) “Designee” means any person
designated by the Sponsor in
writing who undertakes
activities on behalf of the
Sponsor in relation to the Study,
which may include an affiliate
or PRA.

(2) “Developed Technology”
means any inventions,
discoveries, improvements or
developments made by the
Institution, the Investigator or
any Study Team (whether solely
or jointly with others) in the
course of or as a result of the
Study and that are directly
related to the Study Drug, or the
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postoupeni provedl tym studie.

(d) Zdravotnické zaiizeni a Zkousejici
podniknou Vsechny pfimérené kroky a zajisti,
ie tym studie podnikne vsechny pi‘iméfene
kroky, které Zadavatel a/nebo PRA mohou
prileiitostne vyiadovat za uselem plného
vyuiiti prav jim postoupenych podle tohoto
clanku 7.

(e) Zadavatel udih' Zdravotnickému
zafizeni trvalou, bezplatnou, nevylucnou
licenci pouiivat Dusevni vlastnictvi
pochazejici pouze ze Studie pro {15e vniti-niho
Vyzkumu a vzdélavani, bez prava udelovat
sublicence. Ve vztahu k takovéto licenci budou
nadale platit ujednani Elankfi 4 a 6 této
Smlouvy.

(f) Niie uvedene’ Vyrazy s poéatecnim
velkym pismenem, pouiité v tomto clanku i v
jinych castech této Smlouvy maji nasledujici
vyznamy:

(1) ,,Povérena osoba“ je jakakoli osoba
pisemne povéi‘ena Zadavatelem, ktera
jedna jménem Zadavatele v souvislosti
se Studii; mfiie ji byt pi‘idruiena osoba
nebo PRA.

(2) ,,Vyvinuta technologie“ je souhrn
vsech vynalezfi, objevu, vylepseni nebo
Vyvoje realizovany Zdravotnickym
zah'zenim, Zkousejicim nebo tymem
studie (at’ samostatne nebo spolu s
jinymi osobami) v prfibehu nebo v
diisledku Studie, které se pfimo tykaji
hodnoceného léku nebo jeho pouiiti.
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use thereof.
“Intellectual Property” means
any and all rights in and to
ideas, formulae, inventions,
discoveries, know-how, data,
databases, documentation,
reports, materials, writings,
designs, computer software,
processes, principles, methods,
techniques and other
information, including patents,
trademarks, service marks, trade
names, registered designs,
design rights, copyrights and
any rights or property similar to
any of the foregoing in any part
of the world, whether registered
or not, together with the right to
apply for the registration of any
such rights.

(3)

(4) “Study Documentation” means
all records, accounts, notes,
reports, data and ethics
communications (submission,
approval and progress reports),
collected, generated or used in
connection with the Study
and/or Study Drug, whether in
written, electronic, optical or
other form, including all
recorded original observations
and notations of clinical
activities such as CRFS and all
other reports and records
necessary for the evaluation and
reconstruction of the Study.

8. NIATERIAL TRANSFER; RETURN
OF MATERIALS; EQUIPMENT.

the Study, Sponsor or
Sponsor’s designee shall provide to the
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(3)

(4)

8.

,,Dusevni vlastnictvi“ je souhrn Vsech
prav na ideje, vzorce, vynalezy, objevy,
know—how, fidaje, databaze,
dokumentaci, zpravy, materialy, zapisy,
navrhy, poéitaéovy software, procesy,
principy, metody, techniky a jiné
informace, vcetne patentfi, obchodnich
znaéek, sluiebnich znacek,
registrovanych navrhfi, prav na navrhy,
autorskych prav a vsech prav a majetku
podobného cemukoli vyse uvedenému
kdekoli na svété, at’ ui jsou
registrované nebo ne, spolecné s
pravem poiadat o registraci kteréhokoii
z téchto prav.

,,Studijni dokumentace“ je souhrn
vsech zaznamfi, popisfi, poznamek,
zprav, udajfi a komunikaci o etickych
otazkach (dokumentace iadosti,
schvalovaciho fizeni a zprav o postupu
prace) shromaidenych, vytvofenych
nebo pouiitych v souvislosti se Studii
a/nebo hodnocenym lékem, at’ v
pisemné, elektronicke, optické nebo
jiné fonné, vcetné vsech zaznamii
piivodnich pozorovéni a zaznamfi
klinickych cinnosti, jako jsou napriklad
zaznamy subjektfi hodnoceni a vsechny
ostatni zpravy a zaznamy nezbytné k
vyhodnoceni a rekonstrukci Studie.

PREVODY AV , vRACENi
MATERIALU, ZARIZENI

(a) V prfibehu studie, zadavatel nebo
zadavatelezmocnenec poskytnou
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(b)

(C)

Site, at Sponsor’s expense, the Study
Drug, placebo and other compounds,
or agents for the performance of the
Study (collectively, the “Materials”).
Oral treatment may be provided to the
patients at Investigator’s discretion and
reimbursed to the Institution, as well as
additional supplies, if necessary (water
for injection, 0.9% sodium chloride
infusion 100 mL bag, administration
sets) following the receipt of a valid
invoice. The Materials will be used
only by the Site for performance of the
Study in accordance with the Protocol
and this Agreement. The Site shall
handle, store, and ship or dispose of
Materials in accordance with the
Protocol and any reasonable written
instructions provided by Sponsor (or
Sponsor’ 5 designee), and in
compliance with all applicable, local
and national laws, rules and
regulations including, butnot limited
to, those governing hazardous
substances.

Unless otherwise agreed by the parties,
in the event that the Protocol for a
Study requires the collection of blood,
tissue or other biological materials
from subjects (“Biological Materials”)
the Investigator agrees that the use of
such Biological Materials shall be
limited to those tests, analyses or
procedures identified in the Protocol
and informed consent as approved by
the IRB/EC.

Upon completion or termination of the
Study, all Materials furnished to the
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fesitelskému centru, na naklady
zadavatele, leciva pouiivana vramci
studie, smési, jiné léky, vzorky,
cinidla, pomficky a souvisejicl'
materialy a zai‘izeni oznacovany jen
”materially“. Usmi lééba mfiie byt
poskytnuta paeientfim na zaklade uvaieni
Hlavniho Zkousejiciho, ktera bude
proplacena Zdravotnicke’mu zarizeni
spolecne se vsemi materialy v pripadé
potreby (voda pro injekci, 0.9% infuze
chloridu sodne’ho V 100 ml vaku,
administrativni iikony) na zaklade
prijetl’ platné faktury. Resitelské
centrum bude materially vyuZivat
vyhradné pi‘i provadeni studie v
souladu s protokolem a touto
Smlouvou. Resitelské centrum bude s
materialem nakladat, skladovat jej a
zasilat nebo likvidovat v souladu s
protokolem a pfimérenymi pisemnymi
pokyny pfedanymi Zadavatelem (nebo
jeho zrnocnn‘encem) a v souladu se
vsemi platnymi mistnimi a narodnimi
zakony, pravidly a pfedpisy, véetné
mimo jiné pfedpisi’i upravujicich
zachazeni s nebezpecnymi latkami.

Jestliie neni smluvnimi stranami
dohodnuto jinak, odbér krve, tkané
nebo jiného biologického materialu od
subjektfi (dale jen ,,biologicky
material“), bude probihat v souladu
s protokolem a Zkousejici se zavazuje,
ie odbéry biologického materialu bude
limitovano testy, analyzy nebo
procedurami v souladu s protokolem a
se souhlasem schvalenym etickou
komisi (dale jen ,,ETK“).

Po ukonéeni nebo zruseni studie musi
byt vsechny materially, ktere obdrielo
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Site by Sponsor or Sponsor’s designee
shall be promptly returned or
destroyed as directed by PRA.
Shipping costs relating thereto will be
paid by PRA.

If Sponsor provides equipment to the
Site, such equipment shall be used
only by the Site for the performance of
the Study and in accordance with any
written instructions of use provided by
the equipment manufacturer or
Sponsor. Such equipment is property
of the Sponsor or Sponsor’s designee
and shall be returned, at Sponsor’s
expense, to Sponsor (or Sponsor’s
designee), upon Sponsor’s written
request or upon completion of the
Study. Site will use reasonable care to
maintain such equipment while in its
possession, provided that Sponsor shall
be responsible for maintenance and
repair costs due to normal wear and
tear.

9. TERM; TERMINATION.

(a)

(b)

This Agreement shall commence on
the Effective Date and shall continue
in force until the Study has been
completed at the Site.

This Agreement may be terminated by
the Sponsor or PRA at any time and
for any reason upon thirty (30) days
written notice, or immediately upon
written notice by any party where such
party, on reasonable grounds, believes
the Study should cease in the interests
of health, safety or well being of
Study subjects.
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Resitelské centrum od Zadavatele nebo
jeho zmocnénce, vraceny V souladu s
instrukcemi PRA. Pfislusné prepravni
naklady uhradi PRA.

Poskytuje-li zadavatel fesitelskému
centru vybaveni, bude resitelske’
centrum toto vybaveni pouiivat
vyhradné k provadéni studie a V
souladu s veskerymi pisemnymi
navody k pouiiti poskytnutymi
vyrobcem vybaveni nebo zadavatelem.
Takové vybaveni je vlastnictvim
zadavatele nebo jeho zmocnénce a na
pisemnou iadost zadavatele nebo po
dokonceni studie musl byt na naklady
zadavatele vraceno zadavateli (nebo
jeho zmocnenci). Resitelské centrum
vynaloii’ piiméi‘enou pééi, aby zajistilo
udribu vybaveni V dobe, kdy je ma v
drieni, za piedpokladu, fie naklady na
L’ldribu a opravy spojené s beinym
opotiebenim nese zadavatel.

i PLATNOST SMLOUVY

(a)

(b)

Tato Smlouva vstoupi V platnost k datu
ucmnosti A a bude pokraéovat, dokud
tato Studie nebyla ukonéena v
Zdravotnickém zai‘izeni.

Zadavatel nebo PRA mfiie tuto
Smlouvu kdykoli a z jakéhokoli
dfivodu pisemné vypovédét; platnost
Smlouvy skonéi uplynutim Vypovedni
lhfity triceti (30) dni nebo
bezprostfedné po doruéeni pisemné
Vypovedi kteroukoli smluvni stranou,
ktera ma dostatecné dfivody Verit, 2e
studie ma byt ukonéena V zajmu
zdravi, bezpeénosti nebo pohody
subjektfi studie. '
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Upon the effective date of termination
of this Agreement, an accounting shall
be conducted by the Site, subject to
verification by PRA. Following
PRA’S receipt of adequate
documentation, PRA will pay for:

(i) all services properly rendered
and monies properly expended
by the Site, through the effective
date of termination which have .
not yet been paid by PRA; and
non—cancelable obligations
properly incurred for the Study
by the Site prior to receipt of
notice of termination.

(ii)

If the Site has been paid any amounts
which have not been earned hereunder
as of the date of termination, the
Institution shall promptly return to
PRA all such unearned funds Within 30
days.

Immediately upon receipt of a notice
of termination, the Investigator shall
stop screening and enrolling subjects
into the Study and shall, as directed by
PRA, cease conducting Study
procedures on subjects already
enrolled in the Study, to the extent
medically permissible, and to cease, to
the extent reasonably feasible, from
incurring any additional Study
expenses.

10. INSURANCE.

The parties acknowledge that Sponsor

Czech Republic/Institution & Investigator Clinical Trial Agreement
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K datu uéinnosti zruseni této Smlouvy
provede Resitelské centrum
vyuctovanf, které overt PRA. Jakmile
PRA obdrii’ pfislusnou dokumentaci,
zaplati' Zdravotnickému zarizenl':

za veskere poskytnuté sluiby a
castky, které Resitelské Centrum
radné vynaloii do data Zaniku
Smlouvy, které PRA doposud
neuhradila; a
nezrusitelné

(i)

zavazky, které
Resitelskérnu centru radne
vznikly v souvislosti
sprovadenim studie pfed tim,
nei mu byla dorucena vypovéd’.

(ii)

Jestliie Resitelské centrum obdrielo
nejaké zalohy, které nebyly do data
zanilcu radne vyuiity, Zdravotnické
zafizeni veskeré tyto nevyuiite’ zalohy
bezodkladné vrati PRA do 30 dnfi.

Okamiite p0 obdrieni vypovédi
Zkousejici zastavi screening a nabor
subjektfi do studie a, jak je natizeno
PRA, pfestane s provadenl'rn studijnich
procedur na subjektech jii zai‘azenych
do studie v lékafsky pripustném
rozsahu a pfestane v primerene
proveditelnérn rozsahu vytvafet
jakékoli dalsi naklady na studii.

1_0= POJISTENi

Smluvni strany berou na Védomi, 26
will ensure adequate provision is made by way' Zadavatel pfijme opatreni ve formé pojisténi’
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of insurance or indemnity arrangements
sufficient to meet its obligations and liabilities
under applicable laws as the sponsor of the
Study, in particular towards Study subjects for
personal injury arising as a result of
participation in the Study.

11. INDEMNITY.

Indemnification by the Sponsor is
covered under a separate
indemnification letter (LOI Exhibit C).

12. STATUS OF SPONSOR.

In order to satisfy pre-existing
contractual obligations owed by PRA to the
Sponsor, the parties agree that the Sponsor and
its affiliates are the intended third-party
beneficiaries of the rights under this
Agreement, and accordingly has concomitant
enforceable rights in relation to this Clause.
The Parties acknowledge that conferring third—
party beneficiary status upon the Sponsor and
its affiliates is a direct and material purpose of
the Parties entering into this Agreement.
Rights under this Clause 12 cannot be modified
without the Sponsor’s consent. To the extent
applicable law does not allow vesting of any
rights directly in Sponsor under this
Agreement, such rights will vest in PRA, on
Sponsor’s behalf and PRA may grant licenses
to the Sponsor to effect such rights.

13. CERTIFICATIONS.

(a) The Institution and the Investigator
hereby individually certify that they
have not been debarred or disqualified
from participating in clinical research
under any laws or regulations. If '

Czech Republic/Institution & Investigator Clinical Trial Agreement
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nebo odskodnéni dostatecnych k tomu, aby
splnil své zavazky a povinnosti jako zadavatel
Studie v 'souladu s piislusnymi Zakony,
zejména odpovednost Vfiéi subjektfim studie 2a
ujmu na zdravi nasledkem jejich ucasti ve
Studii.

HJODSKODNENI

Podminky odskodneni 2e strany
Zadavatele jsou upraveny V
samostatném Zévazku odskodnéni (LOI
— Pffloha C).

Q STATUT ZADAVATELE

Aby byly naplneny existujici smluvni zavazky,
které ma PRA vfiéi Zadavateli, smluvni strany
se dohodly, ire Zadavatel a pfidruiené osoby
jsou podle této Smlouvy zamyslenymi osobami
oprévnénymi ze smlouvy ve prospech tfetiho, a
tudii maji vzhledem k tomuto clanku prislusna
vymahatelna prava. Smluvm’ strany berou na
védomi, ie udeleni statutu osoby opravnéné ze
smlouvy ve prospéch ttetiho Zadavateli a
pfidruienym osobam je primym a hmotnym
dfivodem uzavfenl’ této Smlouvy smluvnimi
stranami. Prava podle tohoto clanku 12 nelze
upravit bez souhlasu Zadavatele. V rozsahu, ve
kterem piislusné zakony nedovoluji zakonné
nabyti prav podle této Smlouvy pfirno
Zadavatelem, nabude téchto pray PRA jménern
Zadavatele a mfiie Zadavateli poskytnout
opravnéni k vykonu techto prav.

giPOTVRZENI

(a) Zdravotnické zai'izeni a Zkousejici
timto individualne potvrzuji, ie nebyli
iadnym pravnim ani jinym pfedpisem
zbaveni prava ani prohlaseni
nezpfisobilym provadet klinicka
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during the term of this Agreement, the
Institution or the Investigator (i)
becomes debarred or disqualified or
(ii) receives notice or threat of an
action with respect to its debarment or
disqualification, the Institution and/or
the Investigator, as the case may be,
Shall notify PRA immediately.

The Institution and the Investigator
hereby individually certify that they
have not and will not use in any
capacity the services of any individual
or entity which has been debarred or
disqualified from participating in
clinical research under any laws or
regulations. In the event that the
Institution or the Investigator becomes
aware of the debarment, threatened
debarment, disqualification or
threatened disqualification of any such
individual or entity, the Institution
and/or the Investigator, as the case
may be, shall notify PRA immediately.

The Institution and the Investigator
declare that neither the Investigator nor
any member of the Study Team is
subject to any conflicting obligations
or legal impediments and/or has any
financial, contractual or other interests
in the outcome of the Study that might
interfere with the performance of the
Study or that is likely to affect the
reliability and robustness of the data
generated in the Study. The
Investigator shall inform the Sponsor
immediately upon learning of the
existence of any financial arrangement
or interest between the Investigator or
member of the Study Team and the

Czech Republic/Institution 8l Investigator Clinical Trial Agreement
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hodnoceni. Jestliie po dobu platnosti
této Smlouvy bude Zdravotnickému
zarizeni nebo zkousejicimufi)
zastavena cinnost nebo bude
diskvalifikovan” nebo (ii) obdrii’
oznameni’ o ialobé nebo hrozbe
zbaveni prava nebo prohlaseni za
nezpfisobile’, Zdravotnické zafizeni
a/nebo Zkousejici 0 tom bude
bezodkladne informovat PRA.

Zdravotnické zaii'zeni a zkousejici
timto potvrzuji, fie nevyuiivali ani
nebudou vyuiivat V iadném ohledu
jakékoli sluiby jednotlivcfi nebo
sdruieni’, ktere’ jsou zbaveny prava
nebo prohlaseny 2a nezpfisobilé
provadét klinicka hodnoceni na
zakladé jakychkoli zakonii ci predpisi'i.
Jestliie se Zdravotnické zarizeni nebo
Zkousejici dozvi o skutecném nebo
hrozicim Zbaveni prava nebo o
skuteéném ci hrozicim prohlaseni
nezpfisobilosti nékterych jednotlivcfi
nebo sdruieni, bezodkladné 0 tom
bude informovat PRA.

Zdravotnické zaiizeni a Zkousejici
prohlasuji', fie ani u Zkousejiciho, ani u
iadného clena tymu studie neexistuji
konfliktni Zavazky ani zakonné
prekaiky, ani financni, smluvni nebo
jiné zajmy na vysledku Studie, které
by mohly byt na prekaiku provadeni
Studie, nebo které by mohly ovlivnit
spolehlivost a dfivéryhodnost fidajfi
ziskanych ve studii. Zkousejici bude
neprodlené informovat Zadavatele,
kdyi zjisti existenci jakéhokoli
financniho ujednani nebo
zainteresovanosti mezi Zkousejicim
nebo clenem . tymu studie a
Zadavatelem.
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(c) The Institution and Investigator
individually warrant and promise that,
in connection with this Agreement,
it/he/she has not and will not (directly
or indirectly) make any improper
payment or offer (or authorizing
another to pay or offer) money or
anything of value to a government
official or any other person connected
with the provision of services under
this Agreement, in order to improperly
influence any act or decision of such
official or person, to induce such
official or person to do or omit to do
any act in violation of his or her
relevant duty, to obtain any improper
advantage, to procure improper
performance of a function or activity
associated with this Agreement or in
the case of a government official, to
induce such official to use his or her
influence imprOperly to affect or
influence any act or decision of a
government.

14. ASSIGNABILITY.

Site may not assign any of its rights or
delegate any performance under this
Agreement, voluntarily or involuntarily,
whether by merger, consolidation, dissolution,
operation of law, or any other manner except
with the prior written consent of PRA, and any
purported assignment or delegation without
PRA’s written consent is void. Except for the
third—party beneficiary rights granted to the
Sponsor and its affiliates in this Agreement,
any person who is not a party to this
Agreement shall not have any rights under it
and shall not be able to enforce any term of this
Agreement.

Czech Republic/Institution & Investigator Clinical Trial Agreement
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(d) Zdravotnické zaiizeni a Zkousejici
kaidy za sebe prohlasujl' a Slibuji, ie
v souvislosti s touto Smlouvou
neposkytli ani neposkytnou, nenabidli
ani nenabidnou (prime ani nepiimo)
Zadnou nedovolenou platbu (ani
nedovoli jinym osobam, aby ji
poskytly nebo nabidly), penize ani jiné
hodnotne plneni statnimu fliednikovi,
s cilem nedovolené ovlivnit ukon nebo
rozhodnuti takové ufedni osoby,
primet fliedni osobu, aby vrozporu se
svymi povinnostmi provedla urcity
fikon nebo se jej zdriela, ziskat
neopravnenou vyhodu, anebo podnitit
statniho fliednika knedovolenému
pouiiti jeho vlivu ke zméné nebo
ovlivnéni ukonu nebo rozhodnuti
stamiho organu.

g POSTOUPENI'

Resitelské centrum neni Opravneno
postoupit sva prava ani delegovat nejaké
vykony dobrovolné (":i nedobrovolné, at’ jii na
zaklade fuze, slouceni, zruseni, pfisobenim
prava nebo jakymkoli jinym zpi’isobem vyjma s
predchozim pisemnym souhlasem PRA a
jakékoli domnelé postoupeni nebo delegovani
bez pisemného souhlasu PRA je neplatné. S
vyjimkou prav vyplyvajicich 2e smlouvy ve
prospéch tietiho, udelenych Zadavateli a
pridruienym osobam touto Smlouvou, nema
iadna osoba, ktera neni smluvni stranou, iadna
prava podle této Smlouvy a nemuie vymahat

' plnéni iadné podminky této Smlouvy.
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15. NOTICES.

With the exception of Study finds paid
by PRA pursuant to Section 2 hereof, all
notices required or permitted to be given under
this Agreement shall be in writing and shall be
(a) delivered personally, (b) sent by certified
mail, or (c) sent by a nationally-recognised
courier guaranteeing next-day delivery, to the
recipients below. The parties agree that
changes to the addresses below for receipt of
notices under this Section may be effected by a
letter signed by the relevant party and does not
require an amendment to this Agreement
signed by all parties:

If to PRA: Pharmaceutical Research
Associates CZ, s.r.o
C/O Pharrn Research Associates (UK) Ltd
500 South Oak Way, Green Park
Reading, Berkshire, RG2 6AD
United Kingdom
Attention: Director of Global Contracts

If to the Institution:
Kraj ska zdravotni, a.s.
Socialni péée 33 16/12A
401 13 Usti nad Labem
Attention:

If to the Investigator:
'

Krajska ZdIavotni, a.s.- Nemocince Most, 0.2.

J.E.Purkyne 270
434 64 Most
Attention:

If to the Sponsor:
ASTRAZENECA AB
Sodertalje
813-15185

Czech Republic/Institution 81 Investigator Clinical Trial Agreement
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1i OZNAMOVANi

S vyjimkou prostfedkfi na provadéni
studie, ktere’ uhradi PRA V souladu s casti 2
této smlouvy, musi byt veskera oznameni,
ktera maji nebo mohou byt podavana podle
této Smlouvy, v pisemné formé a must byt (a)
doruceny osobne, (b) zaslany postou jako
doporuéena zasilka nebo (c) zaslany celostatne
uznavanou kuryrni sluibou zarucujici doruceni
nasledujiciho dne, a to piijemcfim uvedenym
niie. Smluvni strany se dohodly, ie zrnény
adres uvedenych niie pro ptijem oznameni dle
této easti mohou byt sdéleny dopisern
podepsanym pfislusnou smluvni stranou a
nevyiaduji dodatek k této smlouve podepsany
vsemi smluvnl’rni stranami:

Pokud jsou urceny proPRA: Pharmaceutical
Research Associates CZ, s.r.o
C/O Pharm Research Associates (UK) Ltd
500 South Oak Way, Green Park
Reading, Berkshire, RG2 6AD
United Kingdom

r 0f Global Contracts

Pokud jsou urceny pro Zdravotnické zatizeni:
Kraj ska zdravotni, a.s. '
Sociélni péée 33 1 6/12A
401 13 Usti nad Labem
K rukam:

Pokud jsou uréeny pro Zkousejl’ciho:

Kraj ska zdravotni, a.s.- Nemocince Most, 0.2.
J.E.Purkyné 270
434 64 Most
K rukam:

Pokud j sou uréeny pro zadavatele:
ASTRAZENECA AB
SGdertalje
SE— 1 5 1 8 5
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Sweden
Attention:

16. USE OF NAMES.

The Institution and Investigator shall
not use the name, symbols and/or trademarks
of PRA or the Sponsor in any form ofpublicity
in connection with the Study unless explicitly
approved by PRA or the Sponsor in advance or
specifically allowed under the terms of this
Agreement. Institution and Investigator agree
that, in accordance with applicable laws,
Sponsor may make public the amount of
funding provided hereunder for the conduct of
the Study and may identify Institution and
Investigator as part of this disclosure or as part
of any Study recruitment activities or other
Study-related meetings.

17. WAIVER; SEVERABILITY.

No waiver of any term or condition of
this Agreement whether by conduct or
otherwise in any one or more instances shall be
deemed to be or construed as a further or
continuing waiver of such term or condition, or
of any other term or condition of this
Agreement. If any terms or conditions of this
Agreement are held to be invalid, illegal or
unenforceable the remaining terms and
conditions contained herein shall not be
affected.

18. ENTIRE AGREEMENT; EXHIBITS;
COUNTERPARTS.

This Agreement, including the Exhibits
attached hereto, constitutes the mu
understanding of the parties with respect to the

Czech Republic/Institution & Investigator Clinical Trial Agreement
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Svédsko
K rukém:

r64 UZIVANI NAZViI

Zdravotnické zafizeni a Zkousejici
nejsou opravnéni pouiivat v jakékoli formé
publicity v souvislosti se studii nazev,
symboly, pfipadné ochranné znamky PRA
nebo Zadavatele, pokud to vyslcvne predem
PRA nebo Zadavatel neschvali. Zdravotnické
zarizenf a Zkousejici souhlasi s tim, ie v
souladu s platnymi ptedpisy mfiie zadavatel
zverejnit vysi prostredkfi poskytnutych na
provadéni studie na zakladé této smlouvy, a v
ramci tohoto zvefejnéni mfiie identifikovat
Zdravotnické zarizeni a Zkousejiciho nebo
Studijni naborové aktivity nebo dalsl' jednani
souvisejici se Studii.

g vzmgni SE PRAV,
ODDELITELNOST USTANOVENI

zadné prominuti splnéni nékterych
podminek nebo ustanoveni této smlouvy, at’ uZ
jednanim nebo jinak, se nepovaiuje nebo
nebude vykladano jako dalsi nebo trvalé
prominuti takovych podminek nebo jinych
podminek dle této smlouvy. Vpripadé 2e
néktere’ podminky nebo ustanoveni této
Smlouvy se stanou neplatnymi, nicotnymi,
nezakonnymi nebo nevynutitelnymi V
jakémkoli smyslu, potom platnost, zakonnost a
vynutitelnost zbyvajicich podminek a
ustanoveni’ obsaienych v této smlouve nebude
dotéena nebo timto narusena.

rat'JPLNosr SMLOUVY, PRtLOHY,
VYHOTOVENI

Tato smlouva, vcetné priloh, zaklada
uplnou dohodu smluvnich stran ohledné
pfedmétu smlouvy a uplné vyjadfeni podminek
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subject matter hereof and a complete and
exclusive statement of the terms of their
agreement, and no terms, conditions,
understanding or agreement purporting to
amend, modify, vary or waive the terms of this
Agreement shall be binding unless made in
writing and signed by an authorised
representative of each party hereto. This
Agreement and any amendment hereto may be
executed in several counterparts, each ofwhich
shall be deemed an original but taken together
shall constitute one and the same instrument.
The priority language of this Agreement will
be Czech language.

19. CONTINUING OBLIGATION;
SURVIVAL OF PROVISIONS.

Except as otherwise specifically
provided herein, termination of this Agreement
shall not relieve any party hereto from any
obligation under this Agreement that accrued
or arose from facts and circumstances in
existence prior thereto. In addition, the
provisions of this Agreement that by their
nature contemplate continuing obligations shall
survive expiration or termination of this
Agreement.

20. GOVERNING LAW.

This Agreement shall be governed by
the laWs of the Czech republic. All disputes
arising from this Agreement will be
exclusively solved by relevant and locally
relevant courts of the Czech Republic.

SIGNATURES APPEAR ON
FOLLOWING PAGE
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jejich ujednani, a zadné podminky, ujednani
ani dohody, o kterych se ma za to, ze doplfiuji,
me'ni, upravujl' nebo promijeji podminky této
Smlouvy, nejsou platné, ledaze jsou v pisemné
formé apodepsané zmocnénymi zastupci
smluvnich stran. Tato Smlouva a veskeré jeji
dodatky mohou by'It uzavfeny v nékolika
vyhotovenich, z nichz se kazdé vyhotoveni
povazuje za original, ale které spoleéné
zakladaji jeden a tentyz dokument. Rozhodnym
jazykem této Smlouvy je cesky jazyk.

lg TRVALE zAvAZKY, PLATNOSTUSTANOVENI
Pokud neni V této Smlouvé konlcrétné

uvedeno jinak, zanikem této Smlouvy neni
zadna smluvni strana osvobozena 0d svych
zavazkfi podle této Smlouvy, které vznikly
nebo vyplynuly ze skuteénosti aokolnosti
existujicich pf‘ed jejim zanikem. Mimo to,
ustanoveni této Smlouvy, ktere ze své povahy
doplfiuji pretrvavajici zavazky, plati i p0
uplynuti platnosti nebo p0 zaniku této
Smlouvy.

gQJROZHODNE PRAVO; RESENI’
SPORIDJ.

Tato Smlouva se iidi pravnim radem
Oeské Republiky bez moznosti uplatnéni
koliznich norem. Spory vzniklé z této smlouvy
jsou opravnény resit vylucné vécne a mistné
piislusné soudy C‘eské republiky.

PODPISY qsou VUVEDENY NANASLEDUJI’CI STRANE. '
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IN WITNESS WHEREOF, the parties
have caused this Agreement to be executed by
their duly authorised representatives on the
date(s) indicated below, but effective for all
purposes as of the Effective Date.

Czech Republic/Institution 81 Investigator Clinical Trial Agreement
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NA DI‘JKAZ TOHO radné zmocnéni
Zastupci smluvnich stran podepsali tuto
Smlouvu dne, jak je uvedeno dale, ale 3
uéinnosti pro vsechny 1’16e k datu ficinnosti.

Pharmaceutical Research Associates CZ, s.r.o. / Pharmaceutical Research Associates CZ, s.r.0.

By / Podepsal:
Authorised Signature I podpis zmocnéného zéstupce
Name / Jméno:

Title/ Funkce: proxy / prokuristka

Date 1' Datum: {OW 701$“

INSTITUTION / ZDRAV

By/ Podepsal:
Authorised Signature! podp stupce 06
Name/ Jméno: Ing. Petr Fiala

Title/ Funkce: General Director / Generalm’ feditel

113'Date/Datum; 18 9 .!5

INVESTIGATOR / ZK0U§EJiCi

;/ Krajska zdravotni a. s.
QLti‘nlpece3316/12A
£151 13 1'a nad Labem

25118862?G i ‘2': 1C

HQ mi- czzsassez?

By/ Podepsal:
Authorised Si ” t / d i ene’ho zastupce

Name/ Jméno:

Title! Funkce:

Date / Datum: 40% W44—
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EXHIBIT A PlfiL’OHA A ,
PAYMENT TERMS PLATEBNI PODMINKY
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BUDGET / ROZPOCET
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VA PRAHEALTHSCIENCESS

CONTRACT AMENDMENT #1

THIS CONTRACT AMENDMENT #1
(“Contract Amendment #1”), dated as of
10‘“ May, 2016 (“Effective Date”), is by and
between
Krajska zdravotm’, a.s., located at Socialni péce
3316/ 12a, Severni Terasa, 400 ll Usti nad Labem,
Czech Republic, Identification number (16):
25488627, TAX ID (DIC): C225488627,
represented by Ing. Petr Fiala, the general director
(the “Institution”)
and

, an employee of the Institution
acting within the scope of his/her employment,
located at Krajska zdravotni, a.s. - Nemocnice
Most, 0.2. located at J.E.Purkyne 270, 434 64
Most, Czech Republic, who shall serve as the
principal investigator (“Investigator”) for the
Study as defined below.

and
Pharmaceutical Research Associates CZ, s.r.o.,
located at Jankovcova 1569/20, 170 00, Praha 7,
Identification number (1(3); 27636852, TAX ID
(DIC: CZ27636852, represented by

proxy, (“PRA”).

The Institution and the Investigator may be
collectively referred to as the “Site”.

ASTRAZENECA AB, located at dertalje, SE-
15185, Sweden (the “Sponsor”) is the sponsor with
respect to the Study identified below and has
retained PRA (under a separate written agreement)
to serve as the Sponsor’s contract research
organization to manage the Study on its behalf.

Confidential Czech Republic /Amendment 1 to Tripartite CTA
Krajské zdravotni, a.s. — Nemocnice Most, 0.2. /
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SMLOUVA 0 PROVEDENirKLINICKEHO
HODNOCENI

DODATEK C: . 1

TENTO DODATEK (“3. 1 (,,Dodatek c. 1“)
nabyva uéinnosti dne 10 kvétna, 2016 (dale jen
,,datum uéinnosti“), a uzavira se mezi

Krajska zdravotni, a.s., se sidlem Socialm’ péce
3316/ 12a, Severni Terasa, 400 11 Usti nad Labem,
Ceska republika, 16:; 25488627, DIC: C225488627,
zastoupena Ing. Petrem Fialou, generélm’m
teditelem (dale jen ,,Zdravotnické zai‘izeni“)

a
, zaméstnancem Zdravotniekého

zatizeni jednajiciho vramci jeho pracovm’ho
pomeru smistem vykonu prace v Krajska
Zdravotni, a.s. — Nemocnice Most, 0.2., J .E.Purkyné
270, 434 64 Most, Ceska republika, ktery bude
pfisobit jako hlavni Zkousejici (dale jen
,,Zkou§ejici“) pro niie uvedenou Studii ve smyslu
niie uvedeném
a
spolecnosti Pharmaceutical Research Associates
CZ, s.r.o. se sidlem Jankovcova 1569/20, 170 00
Praha 7, Ceska republika, 16:: 27636852, DIC;
CZ27636852, zastoupena ,
prokuristkou (dale jen ,,PRA“).

Zdravotnické zaii'zeni a Zkousejici mohou byt dale
souhrnne oznacovémi jen jako ,fiebiteiské
centrum“.
Spoleénost ASTRAZENECA AB, se sidlem
dertalje, SE-15185, Svédsko (dale jen
“Zadavatel”) bude vykonavat roli Zadavatele pro
Studii jak je definovana niZe, a ktera smluvné
povetila spolccnost PRA (v ramci samostatné
smlouvy) ktornu, aby pfisobila jako smluvni
vyzkumna organizace pro spoleEnost AstraZeneca
ve vztahu k vedem’ a organizaci provadéni Studie.
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WITNESSETH:

WHEREAS, under the terms of a certain
Clinical Trial Agreement, dated 28 July, 2015 (the
“Agreement”) between and among the parties,
PRA retained the Institution and Investigator to
perform the research study entitled “A single
blind, randomised, multi-centre, active
controlled, trial to evaluate safety, tolerability,
pharmacokinetics and efficacy of ceftazidime
and avibactam compared with cefepime, in
children from 3 months to less than 18 years of
age with complicated urinary tract infections
(cUTIs)” (the “Study”), bearing protocol number
D4280C00016 (the “Protocol”) sponsored by the
Sponsor, as more particularly described in the
Agreement; and

WHEREAS, the Parties hereto have
entered into certain additional agreements with
respect to modification of the Agreement, and
which they desire to memorialize in this Contract
Amendment #1;

NOW, THEREFORE, in consideration of
the premises and of the following mutual promises,
covenants and conditions hereinafter set forth, the
parties hereto agree as follows:

1. Payment Terms and Budget.
Parties hereby agree that the
Exhibit A Payment Terms and
Exhibit B Budget of the
Agreement is hereby deleted in its
entirety and replaced with the new
Exhibit A and Exhibit B attached
to this Contract Amendment # 1. In
addition, section 2 (a) and (b) of
the Agreement is hereby deleted
and replaced as follows:

(a) PRA will pay the Institution,
the Investigator and Study Team
members according to the Payment
Terms attached hereto as Exhibit A

Confidential Czech Republic /Amendment 1 to Tripartite CTA
Krajské zdravotm’, a.s. — Nemocnice Most, 0.2. /
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PROHLASUJIC

JELIKOZ, dle podminek smlouvy 0
klinickém hodnoceni uzavfené dne 28 cervence
2015 (dale jen “Smlouva”) mezi Stranami, PRA
povéiila Zdravotnické zaiizeni aZkousejiciho
provést klinickou vyzkumnou studii pod nazvem
,,Jedn0du§e zaslepené, randomizované,
multicentrické klinické hodnoceni s aktivni
kontrolou hodnotici bezpeénost, snasenlivost,
farmakokinetiku a ucinnost ceftazidimu a
avibaktamu vc srovnani s cefepimem u déti od 3
mESicfi do 18 let Véku s komplikovanou infekci
moéovych cest (cUTIs)“ (dale jen ,,studie“), s
cislem protokolu D4280C00016 (dale jen
,,Protokol“) financovanou Zadavatelem a
podrobnéji popsana ve Smlouvé; a

JELIKOi, si Strany timto uzaviraji dalsi
dohodu za uéelem zmeny Smlouvy a preji si
zachytit tuto zmenu timto Dodatkem e. 1;

z TOHO DuVODU, s ohledem na
predpoklady a vzajemne' zavazky, dohody a
podminky dale stanovenych, se Strany dohodly
nasledne:

l. Platebni podminky a rozpocet.
Smluvm’ strany souhlasi s tim, 2e
Piiloha A Platebni podminky a
Piiloha B Rozpocet Smlouvy bude
odstranéna v celém rozsahu a
nahrazena novou Piilohou A a
Pi‘ilohou B vloienymi do tohoto
Dodatku e. 1. Dale, clanek 2 (a) a
(b) Smlouvy je timto odstranen a
nahrazen nasledovné:

(a) PRA zaplati
Zdravotnickému zarizeni,
Zkousej icimu a eleni’im
studijniho tymu uhradu v
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(“Payment Terms”) and the Budget
attached hereto as Exhibit B
(“Budget”), upon receipt of
invoices and other appropriate
documentation as specified therein.
Payments de hereunder are pass—
through payments from Sponsor
that will be sent after such
payments are received by PRA
from Sponsor. PRA shall exercise
reasonable efforts to ensure timely
receipt of pass through payments
from Sponsor.

(b) The Institution, the
Investigator and Study Team
members as payees (individually as
“Payee”, collectively as “‘Payees”)
shall provide full payment
instructions and bank details, in
writing to PRA in the Payment
Information Checklist (“PIC”),
before any payment can be made.
The Payee is obliged to inform
PRA, in writing, of any changes or
required updates of payment
instructions and/or bank details.
The parties agree that any change
of or update to the Payee’s bank
details contained in the PIC may be
effected through a written notice
and shall not of itself require a
formal Amendment to this
Agreement.

Ratification of Balance of

Czech Republic /Amendment 1 to Tripartite CFA
Krajské zdravotni, a.s. — Nemocnice Most, 0.2. /
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souladu s platebnimi
podminkami, jak je uvedeno
V pi‘iloze A (dale jen ,,platebni
podminky“) a srozpoctcm
uvedenym pfiloze B (dale jen
,,rozpoeet“), a to na zakladé
doruéem’ faktur a dalsich
ptislusnych dokladfi v souladu
s rozpoctem. Uhrady splatné
podle této Smlouvy znamenaji
prostfedky poskytované
Zadavatelem a budou
zaplaceny poté, kdy je PRA
obdrii 0d Zadavatele. PRA
vynaloii primetené usili’, aby
obdriela L’ihrady 0d Zadavatele
véas.

(b) Zdravotnicke’ zari’zeni,
Zkousejici a clenové studijniho
tymu, jakoito pfijemci platby
(dale jen jednotlivé jako
“ptijemce platby”, spolecné
jako ”pfijemci platby“)
poskytnou pisemné spolecnosti
PRA kompletni platebm’
pokyny a bankovni spojeni , a
to na formulai‘i platebnich udaji’l
(dale jen ,,PIC“) predtim, nei
bude moino uskutecnit
jakoukoliv platbu. Pfijemce
platby je povinen pisemné
informovat PRA o jakychkoliv
zmenach nebo poiadovanych
aktualizacich v platebm’ch
pokynech a/nebo bankovnim
spojeni. Smluvm’ strany
sjednavaji, 2e zmény nebo
aktualizace bankovniho spojem’
prijemce platby obsaiené v PIC
mohou byt provadeny
pisemnym oznamenim, a samy
o sobé nevyiaduji uzavfem’
dodatku k této smlouvé.

Ratifikace bilance Smlouvy. Ve

Page 3 of 20



NZ PRAHEALTHSCIENCES745'

Agreement. In all other respects,
the terms of the Agreement are
hereby ratified and affirmed by
each of the parties hereto.

Headings. The headings in this
Contract Amendment #1 are for
convenience of reference only and
shall not affect its interpretation.

Confidential Czech Republic /Amendment 1 to Tripartite CTA
Krajské zdravotnl', as. # Nemocnice Most, 0.2. /
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véech ostatnich ohledech,
podminky Smlouvy jsou
ratifikovani a potvrzené kaidou ze
smluvnich stran.

Oznac’eni. Oznaéeni tohoto
Dodatku c. l je pro zjednoduseni
pouze referencni a nemé vliv na
jeho celkovy vyklad.
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IN WITNESS WHEREOF, the parties NA DUKAZ TOHO, Smluvnr’ strany,
hereto, each by a duly authorized representative, kaidé zastoupena svym povéfenym Zastupcem,
have executed this Contract Amendment #1 as of podepsaly tento Dodatek e. 1 ke dni uvedene’mu
the date first written above. Vj/Ec.

PHARMACEUTICAL RESEARCH ASSOCIATES CZ, S.R.O.

By/ Podep
Authorised ignature / podpis zmocnéného zéstupce
Name / Jméno:

Title/ Funkce: proxy / prokuristka

Date / Datum: (6'1 fl 3114‘ ‘7 lfi “9
l (,1

INSTITUTION / ZDRAVO NI

By/ Podepsal:
. . 'Authorised Signature/ podpis ce .

Name/ Jméno: Ing. Petr Fiala 06 l 'i/ Eijtlsllil’f‘?’°‘2'lg,m
AU‘l ij Usti had Labem

lC: 25483627T1tle/ Funkce: General Director/ Generalni redrtel Um: (125483627

Date/Datum: 29 '05“ 2013

INVESTIGATOR / ZKOUSEJICI

By/ Podepsal:
Authorised Signature/ pddpis zmocneného zéstupce
Name/ Jméno:

Title/ Funkce: Principal Irrvestigator/Hlavni zkouéejici

Date / Datum: 1 D ’05‘ 2015
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READ AND ACKNOWLEDGE / PRO UZNANi A

By/Podep
Authorised Sig ce
Name/ Tméno:

Title/ Funkce: Sub-Investigator/ Spoluzkouéejici

Date/ Datum: 11] '

By/ Podepsal:
Authorised Signature/ podpi zastupce
Name/ Jméno:

Title/ Funkce: Sub—Investigator/ Spoluzkouéejici

Date / Datum: 1 3 -06- 2016

By/ Podepsal:
Authorised Signature/ podpis zmocnéne’ho zastupce
Name/ Jméno:

Title/ Funkce: Sub—Investigator/ Spoluzkouéejici

Date / Datum: 1 3 '06' 2016

By/ Podepsal:
Authorised Signature/ podp tupce
Name/ Jme'no:

Title/ Funkce:
13 115- 21115

Date / Datum:

Czech Republic /Amendment 1 to Tripartite CTA
Krajska' zdravotm’, a.s. — Nemocnice Most, 0.2. /
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PRIJETi
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By/ Podepsal:
Authorised Signa néného zastupce
Name/ Jméno:

Title/ Funkce:

1 l] '05- 2016Date / Datum:

By/ Podepsal:
Authorised Signature/ zastupce
Name/ Jme’no:

Title/ Funkce: Microbiologist / mikrobiolog
1 l. {15— 2015

Date / Datum: 1

By/ Podepsalz
Authorised Signature/ podpis zmocnéne ho zastupce
Name/ Jméno:

Title/ Funkce: Pharmacist / Lékamik

Date / Datum: 1 L ‘06' 21116

Czech Republic /Amendment 1 to Tripartite CTA
Krajska' zdravotnl', a.s. — Nemocnice Most, 0.2. /
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EXHIBIT A
PAYMENT TERMS

Confidential Czech Republic /Amendment 1 to Tripartite CTA
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PfiiLOHA A
PLATEBNi PODMI'NKY
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as
30 January 2017

Krajska zdravotni, a.s.,
Socialni péce 33 16/ 12a
Sevemi Terasa
400 1 1 Usti nad Labem,
Czech Republic

Attn: Director / Principal Investigator

RE: Clinical Trial Agreement among
Krajska zdravotni, as. (“Institution”), MUDr. Jifi
Biolek (“Investigator”), and Pharmaceutical
Research Associates CZ, s.r.o. (“PRA”) dated as of
28th July, 2015, as amended by Contract
Amendment #1 dated as of 10th May, 2016 (the
“Agreement”)

Study Title: “A single blind, randomised,
multi—centre, active controlled, trial to evaluate
safety, tolerability, pharmacokinetics and
efficacy of ceftazidime and avibactam compared
with cefepime, in children from 3 months to less
than 18 years of age with complicated urinary
tract infections (cUTIs)” (the “Study”) bearing
protocol number D4280C00016

Investigator:

To Whom It May Concern:

The purpose of this letter is to notify you of a
change to document and attest that the document
entitled Contract Amendment #1 (“Contract
Amendment #1”) to Clinical Trial Agreement
between Institution, Investigator and PRA dated as
of 10th May, 2016 (“Effective Date”), shall in fact

PRAHEALTHSCIENCES

Jankovcova 1569l2c - 170 00 Praha 7 Czech Republic
P - F

30. ledna, 2017

Krajska zdravotni, a.s.,
Socialni péée 3316/12a
Sevemi Terasa
400 ll Usti nad Labem,
Ceska republika

K rukam: Reditel / Hlavni Zkousejici

RE: Smlouva o provedeni klinického
hodnocenl’ mezi Krajska zdravotni’, a.s.
(“Zdravotnické zafizeni”), MUDr. Jii'i Biolek
(“Zkousejici”), a spoleénosti Pharmaceutical
Research Associates CZ, s.r.o. (“PRA”) ze dne
28. cervence, 2015, ve mém’ Dodatku c. l ze
dne 10. kvétna, 20l6 (“SmlouVa”)

Studie: “Jednoduse zaslepené,
randomizované, multicentrické klinické
hodnoceni s aktivni kontrolou hodnotici
bezpeénost, snasenlivost, farmakokinetiku a
licinnost ceftazidimu a avibaktamu v
kombinaci s metronidazolem, ve srovnani
s cefepimem u déti 0d 3 mésicii do 18 let Véku
s komplikovanou infekci moéovych cest
(cUTIs)” (“Studie”) s cislem protokolu
D4280C00016

Zkousejici:

Dotéenym osobam:

Ucelem tohoto oznameni je upozornit Vas na
zmény dokumentfi a potvrzeni, fie dokument s
nazvem Dodatek c. 1 (“Dodatek c. 1“) ke
Smlouvé o provedeni klinického hodnoceni
mezi Zdravotnickym zaiizenim, Zkousejicim a
PRA 2e dne 10. kvétna, 2016 (“Datum

Page 1 of 2
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be effective retrospectively to the Effective Date of
Clinical Trial Agreement, Le. 28 July, 2015 as
affected changes covered by Contract Amendment
#1 relates to the Agreement and amendments
thereto. The Effective Date “10 May, 2016” stated
to the Preamble of the Contract Amendment #1 is
hereby stricken and replaced with “dated
retrospectively as of 28 July, 2015”.

All other clauses of the Agreement will remain in
full force and effect. Please contact PRA with any
questions regarding this matter. We look forward
to continued collaborations with your site.

Sincerely,

PRAHEALTHSCIENCES

Jankovcova 1569/20 - 17D 00 Praha 7 Czech Republic
P - F

prahs.com
ficinnosti”) by mél byt korektne datovan zpetné
k datu ucinnosti Smlouvy o provedeni
klinického hodnoceni, tedy k datu 28. cervence,
2015 a to z toho dfivodu, fie zmény provedené
Dodatkem c. 1 jsou aplikovatelné ke Smlouvé
ve znéni Dodatkfi. Datum uéinnosti “10. kvétna,
2016” uvedeny v Preambuli Dodatku e. l je
timto odstranén a nahrazen “retroaktivné ke dni
28. cervence, 2015”.
Vsechna ostatni ustanoveni Smlouvy zi’istanou v
plné platnosti a uéinnosti. Obrat’te se na PRA S
pripadnymi dotazy tykajici se této zaleiitosti.
Tesime se na polqacujr’ci spolupraci s Vasim
centrem,

S pozdravem,

PHARMACEUTICAL RESEARCH ASSOCIATES CZ, S.R.O.

By / Pod
Authorised Signature / podpis iniocnéného zastupce
Name / Jméno:

Title/ Funkce: proxy / prokuristka

Date/ Datum: OVW .- 1DI‘r

KRAJSKA ZDRAVOTNi A.S
By/ Podepsal:
Authorised Signature/ podpis zmocneného Zéstupce
Name/ Jme'no: Ing. Petr Fiala

Title/ Funkce: General Director / Generalni redite]

Date / Datum: 1 D ’33' 2017

By/ Podepsal:
Authorised Signature ého zastupce
Name/ Jrnéno:

/// kirajské 2dravctni.a,'si
’7' Socig‘llni :éEe 3315,1129.

ex 1201 13 Usti Md We“

1

Title/ Funkce: Principal Investigator/Hlavni zkousejici

Date/Datum: 1 5 '02" 2017

Page 2 of 2
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ASSIGNMENT & CONTRACT
AMENDMENT # 2

THIS CONTRACT AMENDMENT # 2
(“Contract Amendment # 2”), dated retrospectively
as of28 July 2015 (the “Effective Date”), is by and
between

Pharmaceutical Research Associates CZ, s.r.o.,
located at Jankovcova 1569/20, 170 00, Praha 7,
Czech Republic, Identification number (1C):
27636852, TAX ID number (DIC): CZ27636852,
represented by proxy (the
“PRA Assignor”), and

Pharm Research Associates (UK) Ltd. located at
500 South Oak Way, Green Park, Reading,
Berkshire, R62 GAD, United Kingdom (the “&
Assignee”) and

Krajska zdravotni, a.s., located at Socialni péce
3316/12a, Severni Teresa, 400 11 use nad Labem,
Czech Republic, Identification number (1C):
25488627, TAX ID number (DIC): CZ25488627,
represented by Ing. Petr Fiala, the general director
(the “Institution”) and

, with workplace at Krajska
zdravotnl, a.s. - Nemocnice Most, o.z. located at
J.E.Purkyne 270, 434 64 Most, Czech Republic
(the “Investigator”).

The Institution and the Investigator may be
collectively referred to as the “Site”.

ASTRAZENECA AB, located at soderwlje, SE-
15185, Sweden (the “Sponsor”) is the sponsor with
respect to the Study identified below and has
retained PRA (under a separate written agreement)
to serve as the Sponsor’s contract research
organization to manage the Study on its behalf.

Resed March 2016

(Each Republlc f Agilgnment and Contract A_mendment # 2
Krajské zdlavotni, a.s. - Nemocnloe Most, o.z. f

D4280C00016

DOHODA o POSTOUPENI &
mm

TENTO DODATEK C. 2 (,Qodatek c. 2“)
nava ufiinnosti retroaktivné ke dni 28 cervence,
2015 (dale jen ,datum ficinnosti“), a uzavlré se
mezi

Pharmaceutical Research Associates CZ, s.r.o.
se sldlem Jankovcova 1569/2c, 170 00 Praha 7,
Ceska republika, 16: 27636852, mo: CZ27636852,
zastoupena , prokuristkou
(dale jen ”BRA Postupite “ a

Pharm Research Associates (UK) Ltd. se sfdlem
500 South Oak Way, Green Park, Reading,
Berkshire, RG2 6AD, United Kingdom (dale jen
“PRA Postum”) a

Krajska zdravotni, a.s., se sidlem Socialni péce
3316/12a, Severni Terasa, 400 11 use nad Labem,
Ceské republika, 1C: 25488627, DIC: CZ25488627,
zastoupena Ing. Peu'em Fialou, generalnim
i‘editelem (dale jen ,flavotnické mflzeni“) a

, s mistem vykonu prace v
Krajska zdravotni, a.s. - Nemocnice Most, o.z.,
J.E.Purkyné 270, 434 64 Most, Ceska republika,
(dale jen ”zkousejic ‘).

Zdravotnické zai‘izeni a Zkousejici mohou byt dale
souhmné oznacovani jen jako ”Resitelské
centrum“.

Spoleénost ASTRAZENECA AB, se sidlsn
SGdertae, SE-15185, svedsko (dfle jen
“Z_ad_avat_el”) bude vykonavat roIi Zadavatele pro
Studii jak je definovéna nifie, a ktera smluvné
povéi‘ila spolecnost PRA (v ramci samostatné
smlouvy) -k tomu, aby pusobila jako smluvnl
vyzkumna organizace pro Spoleénost AstraZeneca
ve vztahu k vedeni a organiuci provédEni Studie.

P_age1of5
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WITNESSETH:

WHEREAS, under the terms of a certain
Clinical Trial Agreement dated 28 July, 2015, and
as amended by Contract Amendment #1 dated
retrospectively as of 28 July, 2015 (the
“Amenfl, by and between the parties, PRA
Assignor retained the Institution and the
Investigator to perform the research study entitled
“A single blind, randomised, multi-eentre, active
controlled, trial to evaluate safety, tolerability,
pharmacokinetics and efl'icacy of ceftazidime
and avibactam compared with cefepime, in
children from 3 months to less than 18 years of
age with complicated urinary tract infections
(cUTIs ” (the “Study”), bearing protocol number
D4280C00016, sponsored by ASTRAZENECA,
AB (“Sponso ’) as more particularly described in
the Agreement; and

WHEREAS, the parties hereto have
entered into certain additional agreements with
respect to modification of the Agreement, and
which they desire to memorialize in this Contract
Amendment#2;

WHEREAS, the PRA Assignor wishes to
assign all of its duties and responsibilities under the
Agreement to PRA Assignee, and PRA Assignee is
willing to accept such assignment. Institution and
Investigator consents to such assignment, subject to
the terms and conditions set forth below.

NOW, THEREFORE, in consideration of
the premises and of the following mutual promises,
covenants and conditions hereinafier set forth, the
parties hereto agree as follows:

1. Change in the 2am to the
Agreement With effects from the
Effective Date above mentioned, all
rights and obligations under the
Agreement belonging to PRA Assignor
are hereby assigned to the PRA
Assignee and PRA Assignee hereby

Revlsed March 2016

(tech Renubllcl Assignment and Contract Amendment # 2
Krajské zdravotnl, a.s. — Nemocnlce Most, 0.2. I

”1280600016

PROHLASUJic

JELIKoz, dle podminek smlouvy o
klinickém hodnoceni uzavi‘ené dne 28 cervence
2015, ve znéni Dodatku c. l fiéinného retroslctivné
ke dni 28. cervence, 2015 (dale jen “Smlouva”)
mezi Stranami, PRA postupitel povéi‘ila
Zdravotnické zafizeni aZkouSejiciho provést
klinickou vyzkumnou studii pod nazvem
“Jednoduie zaslepené, randomizované,
multicentrické klinické hodnoceni s aktivni
kontrolou hodnotici bezpeénost, snalenlivost,
farmakokinetiku a Iii‘innost eeftazidimu a
avibaktamu v kombinaci metronidazolem, ve
srovnanf s cefepimem u déti od 3 mésicfi do 18
let véku s komplikovanou infekci moéovych cest
(cUTIs)” (dale jen ,,studie“) s éislem protokolu
D4280C00016, financovsnou ASTRAZENECA,
AB (,Qavatel“) a podrobnéji popsana ve
Smlouvé; a

JELIKOZ, si Strany timto umviraji dalsi
dohodu za fidelem zmény Smlouvy a pi‘eji si
zachytit tuto zménu timto Dodatkem c. 2;

JELIKOi, PRA Postupitel si timto preje
pi‘evést veskeré své povinnosti a odpovédnosti ze
Smlouvy PRA Posmpnflcovi, a PRA Postupnik je
ochoten pi‘ijmout toto postoupeni. Zdravotnické
zai'izeni a Zkousejici souhlasi s takovym
postoupenlm za podminek stanovenych niie.

z TOHO DfivonU, s ohledem na
pi‘edpoklady a vzajemné zavazky, dohody a
podminky dale stanovené, se Strany dohodly
nasledné:

1. Zména smluvni strany Smloufl. S
fiéinnostl od vyse uvedeného data ficinnosti
jsou veskera prava a povinnosti vyplyvajici
ze Smlouvy néleiici PRA Postupiteli
pi‘idél-y PRA Postupnikovi a PRA
Postupnik timto pi‘ijima takové postoupeni.
V§echny odkazy na PRA Postupitele ve

W
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accepts such assignment. All
references to PRA Assignor in the
Agreement shall hereafier refer toPRA
Assignee.

For avoidance of doubt, the invoice
infonnation under Exhibit A -
“Payment Terms” of the Agreement
will be replaced by the following:

Ratification of Balance of
Agreement. In all other respects,
the terms of the Agreement are
hereby ratified and affirmed by
each of the parties hereto.

Headings. The headings in this
Contract Amendment # 2 are for
convenience of reference only and
shall not affect its interpretation.

Signature Page follows

Revlsed March 2016

D4280C00016

Smlouve budou nadéle odkazovat na PRA
Postupnika.

Za ficelem vylouéeni pochybnosti budou
fakturaéni fidaje uvedené vPi‘floze A —
,,Platebni podminky“ Smlouvy nahrazeny
nésledniicimi fidaji:

. Ratifikace bilance Smlouvy. Ve vsech
ostatnich ohledech, podminky Smlouvy
jsou ratifikovéni a potvrzené kajdou ze
smluvnich stran.

. Onafienf. Oznaéeni tohoto Dodatku e. 2 je
pro zjednoduseni pouze referencni a nemé
vliv na jeho celkovy vyldad.

Nésleduje podpisovfi strénka

Page30f5
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IN WITNESS WHEREOF, the parties NA DfJKAZ TOHO, Smluvni strany,
hereto, each by a duly authorized representative, kaZda mtoupena svfrm povéi‘enym zéstupcem,
have executed this Contract Amendment # 2 as of podepsaly tento Dodatek c. 2 Ice dni uvedenému
the date first written above. vyge.

PRA ASSIGNOR I PRA POSTUPITEL
PHARMACEUTICAL RESEARCH ASSOCIATES CZ, S.R.O.

By I' Podepsa
Authorised Signature / podpis zmocnéného zfistupce

Name I Jméno:

Title/ Funkce: proxy I prokuristka

Date/Denim: ‘9 ' ¢UL~H~MM3

PRA ASSIGNEE [PRA POSTUPNI'K
PHARM RESEARCH ASSOCIATES (UK) LTD.

By I Podepsal: _
Authorised Signature po p s zmocrr n o z stupce

Name I Jméno: "”5—vrsmwsu1flp—
CII MWTitle! Funkce: " M17" _

Date I Datum: 1 2 JUL _

INSTITUTION I ZDRAV ENi
By/ Podepsal: _
Authorised Signature] podpis n . cn n o 3m

Name! Jméno: Ing. Pe1r Fiala

Title/ Funkce: General Director/ Generalni i‘editel

Date / Datum: _ 1 ,5 '03' 2017

Revlsed March 2016 Page 4 of 5
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INVESTIGATOR I ZKOUSEJici

By! Podepsal:
Authorised Signature] podpi pce

Name! Jméno:

Title! Funkce: Investigator I Zkoufiejicf

Date / Datum:

Revised March 2016 Page 5 of 5
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CONTRACT AMENDMENT #3

THIS CONTRACT AMENDMENT
#3 to CLINICAL TRIAL AGREEMENT
(“Contract Amendment #3”), effective as of
the date of last signature below and upon its
publication to Register of Contracts (the
“Effective Date”), is by and between:

Krajska zdravotni, a.s. located at Socialni
péce 3316/ 12a, Severni Terasa, 400 1 1 Usti nad
Labem, Czech Republic, Identification number
(1(3): 25488627, TAX ID number (DIC):
CZ25488627, represented by Ing. Petr Fiala,
general director (the “Institution”),

with workplace at Krajska
zdravotni, a.s. — Nemocnice Most, 0.2., located
at J. E. Purkyné 270, 434 64 Most, Czech
Republic (the “1nvestigator”)

and

Pharm Research Associates (UK) Ltd.
located at 500 South Oak Way, Green Park,
Reading, Berkshire, RG2 6AD, United
Kingdom (“PRA”), to which the rights and
obligations of Pharmaceutical Research
Associates CZ, s.r.o. (company ID: 27636852)
of the below mentioned Agreement were
transferred.

WITNESSETH:

WHEREAS, under the terms of a
certain Clinical Trial Agreement dated 28th
July, 2015, as amended by Contract
Amendment #1 dated as of 10‘'1 May, 2016 and
by Contract Amendment #2 dated as of 28the
July, 2015_(the “Agreement”), by and between
the parties, PRA retained the Institution and

D4280C00016

DODATEK (i. 3 KE SMLOUVE o
PROVEDENI KLINICKEHO
W

Tcnto DODATEK e. 3 KE
SMLOUVE o PROVEDENI
KLINICKEHO HODNOCENI (dale jen
,,Dodatek c. 3 kc Smlouvé“) nabyva uéinnosti
dnem posledniho podpisu niie, nejdiive vsak
dnem zverejneni vregistru smluv (dale jen
,,datum ficinnosti“), mezi
Krajska zdravotni, a.s. se sidlem Socialni
péée 3316/ 12a, Severni Terasa, 400 1 1 Usti nad
Labem, Ceska republika, 1C: 25488627, DIC:
CZZS488627, zastoupena lng. Petrem Fialou,
generalm’ reditelem (dale jen ,,Zdravotnicke’
zari’zeni“ ,

s mistem vykonu préce v
Krajska zdravotni, as. —Nemocnice Most, 0.2.,
J. E. Purkyne 270, 434 64 Most, Ceska
republika (“Zkousejici”)

a

spolecnosti Pharm Research Associates (UK)
Ltd. se sidlem 500 South Oak Way, Green
Park, Reading, Berkshire, RGZ 6AD, Velka
Britanie (dale jen ,,PRA“), na kterou presla
prava a povinnosti spolecnosti Pharmaceutical
Research Associates cz, s.r.0. (1C: 27636852),
2 niie uvedené smlouvy.

NECHT JE STVRZENO:

VZHLEDEM K TOMU, 2E na
zakladé smlouvy o provedeni klinického
hodnoceni mezi smluvnimi stranami ze dne
28 éervence, 2015, ve znéni Dodatku c. 1 ke
Smlouvé datovaného ke dni 10 kvétna, 2016 a
Dodatku c. 2 ke Smlouvé datovaného ke dni 28
cervence, 2015 (dale jen ,,smlouva”),

Page 1 of 4
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Investigator to perform the research study
entitled “A single blind, randomised, multi-
centre, active controlled, trial to evaluate
safety, tolerability, pharmacokinetics and
efficacy of ceftazidime and avibactam
compared with cefepime, in children from 3
months to less than 18 years of age with
complicated urinary tract infections
(cUTls)”_(the “Study”), bearing protocol
number D4280C00016, as may be amended
from time to time (the “Protocol”) sponsored
by ASTRAZENECA AB (the “Sponsor”) as
more particularly described in the Agreement;
and

WHEREAS, the parties hereto have
entered into certain additional agreements with
respect to modification of the Agreement, and
which they desire to memorialize in this
Contract Amendment # 3;

NOW, THEREFORE, in consideration
of the premises and of the following mutual
promises, covenants and conditions hereinafter
set forth, the parties hereto agree as follows:

1. Sponsor Change. The Preamble has
been restated as below to account for change in
study Sponsor:

Pfizer Inc., a Delaware corporation with a place
of business at 235 East 42nd Street, New York,
NY 10017, company ID number: 13—5315170
(the “Sponsor”) will assume the role of
sponsor with respect to the Study.

l.l As from the Effective Date, reference to
Sponsor within the Contract shall be
interpreted to mean Pfizer Inc.;
2. Notice Address. As from the Effective
Date, the Notice clause of the Agreement shall
be amended to replace Sponsor’s address for
notices with the following address:

D4280C00016

spoleénost PRA zavazala Zdravotnické
zafizeni a Zkousejiciho k provadéni klinické
vy'zkumné studie pod nazvem “Jednodu§e
zaslepené, randomizované, multicentrické
klinické hodnoccni s aktivni kontrolou
hodnotici bezpeénost, snasenlivost,
farmakokinetiku a ucinnost ceftazidimu a
avibaktamu ve srovnani s cefepimem u déti
0d 3 mésicfi do 18 let véku s komplikovanou
infekci moéovych cest (cUTls)” (dale jen
,,studie“), scislem protokolu D4280C00016,
jez mfiie byt éas od casu upraven (,,Prot0kol“),
sponzorované ze strany ASTRAZENECA AB
(,,Zadavatel“), jak je podrobnéji popsana ve
smlouvé; a

VZHLEDEM K TOMU, ZE
smluvni strany se dohodly na zmené obsahu
smlouvy, kteréito ma byt zaznamenana v tomto
Dodatku c. 3 ke Smlouvé;

SE TlMTO s ohledem na
predpoklady a nasledujici vzajemne' piisliby,
dohody a podminky dale ustanovené smluvni
strany dohodly takto:

1. Zména Zadavatele. Z dfivodu zmeny
Zadavatele byla upravena Preambule
nasledovné:

Pfizer Inc., spoleénost statu Delaware, se
sidlern na adrese 235 East 42nd Street, New
York, NY 10017, 16:: 135315170
(“Zadavatel”) pfevezme roli Zadavatele ve
vztahu ke studii.

1.1 Cd data uéinnosti budou odkazy na
Zadavatele v ramci smlouvy vykladany tak, Ze
odkazuji na spoleénost Pfizer Inc.;
2. Adresa pro oznameni. Od data
ucinnosti bude adresa Zadavatele pro oznameni
v ramci smlouvy nahrazena nasledovné:

Page 2 of 4
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Pfizer Inc.
235 East 42nd Street
New York, NY 10017
USA

3. Conflicts, Use of Terms. In the event of
conflict between the terms and conditions of
the Agreement and the terms and conditions of
this Contract Amendment #3, the terms and
conditions relating to the subject matter of this
Contract Amendment #3 will control. Where
applicable, the defined terms in the Agreement
shall have the same meaning in this Contract
Amendment #3.

4. Ratification of Balance of Agreement. In
all other respects, the terms of the Agreement
are hereby ratified and affirmed by each of the
parties hereto.

5. Headings. The headings in this Contract
Amendment #3 are for convenience of
reference only and shall not affect its
interpretation.

D428OC00016

Pfizer Inc.
235 East 42nd Street
New York, NY 10017
USA

3. Konflikty, Pouiivani pojmfi.
V pripade rozporu mezi podminkami Smlouvy
a podminkami tohoto Dodatku (‘3. 3 ke Smlouve,
pojmy a podminky souvisejici s fiéelem tohoto
Dodatku c. 3 ke Smlouvé budou prevaiovat.
Tam, kde je to vhodné, maji pojmy definované
ve smlouvé stejny vyznam jako v tomto
Dodatku c. 3 ke Smlouvé.

4. Potvrzeni obsahu smlouvy. Smluvni
strany timto potvrzuji, ie ve Vsech ostatnich
ustanovenich zfistava smlouva nezménena.

5. Nadpisy. Nadpisy uvedené v tomto
Dodatku c. 3 ke Smlouvé maji pouze
informativni vyznam a nemaji jakykoli vliv na
vyklad smlouvy.

Page 3 of 4
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IN WITNESS WHEREOF, the parties hereto, NA DDKAZ TOHO, Fédné zmocnéni zastupci
each by a duly authorized representative, have smluvnich stran podepsali tento Dodatek (E. 3.,
executed this Contract Amendment #3 as ofthe ke Smlouvé ke dni posledm’ho podpisu, jak je
date of last signature below.

PHARM RESEARCH AS

uvedeno niie.

By / Podepsal: -
Authorised Signature / Pod

Name / Jméno: PM Hs
WSWdVStartUp

Title / Funkce: ainka'mm‘
i 6 APR 2018Date / Datum:

INSTITUTION / ZDRAVOTNICKE
KRAJSKA ZDRAVOTNI, A.S.

By / Podepsal:
Authorised Signature/ Podpis zmocnéného zastupce

Name / Jméno: Ing. Petr Fiala

Title / Funkce: General Director / Generalm’ reditel

I] 5 -06- 2018Date / Datum:

INVESTIQATOR / ZKOUSEJICI
MUDR. JIRI BIOLEK

By / Podepsal:

Name / Jméno:

Investigator / Zkou§ejici

1t: 4‘ 2 a
Title / Funkce:

Date / Datum:

06 » Krajské zdravotni. avs.
\ SOLlj‘WI’TIéEE‘ 3316/12A
X .301 13 L‘sti nay Labem

\‘(4’ Q, I: ERR-“‘34“
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