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CLINICAL TRIAL AGREEMENT

This CLINICAL TRIAL
AGREEMENT (the “Agreement”) is effective
18 -07- 2015 (the

“Effective Date™), by and between

Krajska zdravotmi, a.s., located at
Socialni péde 3316/12a, Severni Terasa, 400 11
Ustf nad Labem Czech Republic, Identification
number (IC): 25488627, TAX 1D (DIC):
C7Z25488627, 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 Krajskd zdravotni, a.s. -
Nemocnice Most, o.z. 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,
5.1.0., located at Jankovcova 1569/2¢, 170 00,
Praha 7, Identification number (IC): 27636852,
TAX ID (DIC: CZ27636852, represented by
MUDr. Andrea KI&, proxy, (“PRA™).

ASTRAZENECA AB, located at
Sodertilje, 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 PBOVEDENi
KLINICKEHO HODNOCENI (dile jen
womlouva®) nabyva uéinnosti dne
18 -07- 2015 (déle jen

»datum 0€innosti®), mezi

Krajska zdravotni, a.s.se sidlem Socidln{
péle 3316/12a, Severni Terasa, 400 11 Usti nad
Labem Cesk4 republika, IC: 25488627, DIC: CZ
25488627, zastoupena Ing. Petrem Fialoy,
generalnim  feditelem, (dale jen ,.Zdravotnické
zafizeni*

a [ :ondstnanec
Zdravotnického zafizeni jednajiciho v rdmei jeho
pracovniho poméru se sidlem Krajska zdravotni,
as. - Nemocnice Most, 0.z J.E.Purkyné 270,
434 64 Most,, Ceskd republika, ktery bude pisobit
jako hlavni zkouejici (dale jen ,,Zkoudejici) pro
nize uvedenou Studii ve smyslu niZe
uvedeném.

Zdravotnické zafizeni a ZkouSejici mohou byt
dale souhrnné oznadovani jen jako ,,Resitelské
centrum®.

spoleénosti  Pharmaceutical  Research
Associates CZ, sr.0., se sidlem Jankovcova
1569/2c, 170 00, Praha 7, IC: 27636852, DIC:
C727636852, zastoupena MUDr. Andreou KIE,
prokuristkou (déle jen ,,PRA®),

ASTRAZENECA AB, se sfdlem Sodertilje, SE-
15185, Svédsko (the “Zadavatel”) bude
vykon4vat roli Zadavatele pro Studii jak je
definovdna ni%e, a kterd smluvné povéfila
spoletnost PRA (v ramci samostatné smlouvy)
k tomu, aby pilisobila jako smluvni organizace
pro spoleénost AstraZeneca ve vztahu k vedeni
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1. STATEMENT OF WORK.

(a) The Investigator will conduct the

clinical research study entitled A single
blind, randomised, multi-centre, active
controlled, trial to ecvalvate 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
mannet and i 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.
1. POPIS PROJEKTU
(a) Zkoudejici provede klinickou

vyzkumnou  studii  pod nazvem
Jednoduse zaslepené, . randomizovang,
multicentrické klinické hodnoceni s aktivn{
kontrolou hodnotici bezpetnost,
snafenlivost, farmakokinetiku a uéinnost
ceftazidimu a avibaktamu ve srovninf s
cefepimem v dét{ od 3 mésict do 18 let
véku s komplikovanou infekel moéovych
cest (cUTIs) (déle jen ,studie”), s &islem
protokolu D4280C00016, ktery miZe
v dase podléhat zménam (déle jen
,protokol), jehoz ustanoveni jsou
nedilnou  soudasti této  Smlouvy.
Zkougejici bude provaddt studii v
souladu se: i) vSeobecné
akceptovanymi  standardy  sprdvné
klinické praxe, (ii) etickym jednanim a
zplisobem zahrnujicim mimo  jiné
dodrZzovani vieobecné platnych
profesiondlnich  standardd,  které
piiméfeng chrani bezpecnost, jistotu a
pohodu subjektti studie a 0Odajt
ziskanych ze studie, (iii) protokolem
(iv) FDA formulafem 1572 a (v), viemi
piisludnymi  zakony, predpisy a
smérnicemi véetné mimo jiné predpist
upravujfcich provadéni studie.
Zdravotnické zafizeni neni opravnéné
poveéfit vykonem studie jinou/jiného
Zkougejici/ho bez vyslovného
pisemného  souhlasu  PRA  nebo
Zadavatele. Nemiize-li  ZkouSejici
vykondvat povinnosti vyplyvajici ze
Smlouvy, Zdravotnické zafizeni je o
tom povinno PRA nebo Zadavatele
neprodlené pisemné vyrozumet. Nelze-
li nalézt nihradu piijatelnou pro obé
strany, miZe nckterd strana od této
Smlouvy odstoupit zplsobem v této




Sl
£

(b)

Confidential

Czech Republic/Institution & Investigator Clinical Trial Agreement

PRAHEALTHSCIENCES

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 s reported to or comes under
investigation by any regulatory
authority, licensing board, independent
cthics 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
Partics 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 zatizeni poskytne vhodné
zdroje a moZnosti, aby mohl/a
Zkoudejici  provést  studii  véas
aodborn& a v souladu s podminkami
této Smlouvy, véetn€, kde je to na
misté, vySkolenych a kompetentnich
spolupracovniki, ktefi budou
napomocni pfi provadéni studie (dale
jen ,tym studie®), v souladu s
podminkami Smlouvy, s vyjimkou
persondlu, ktery poskyine PRA nebo
Zadavatel. Zdravotnické zafizeni a
zkouSejici jsou povinni ohlasit PRA
nebo Zadavateli, pokud je &len tymu
studie vySetfovan licenéni komisi,
nezavislon  etickou komisi nebo
pfezkoumaci komisi a v ndvaznosti na
takové Setieni, bude s takovym &lenem
ukonéena veskerd ¢innost souvisejici s
provadénim studie, pokud spoletnost
PRA nebo Zadavatel nepodad pisemny
souhlas, ktery nesmi byt nepiimefene
opoZdény, podminény nebo zadrZeny,
s pokrafovanim spoluprace s danym
¢lenem. Pokud neni stranami sjednano
pisemné n&co jiného, Retitelské
centrum bude provad&t studii jen v
zafizenich uvedenych v této smlouvé.
Nebude-li smluvnimi stranami pisemné
ujednéno jinak, Refitelské centrum
bude  provadét  Studii  vyludng
v zaf{zenich, jeZ jsou definovana v této
Smlouvé.

(c) Zadavatel a/nebo tym studie mohou byt
pozvani na schize tykajici se Studie a
Gdastnit se jich. Smluvni strany se
dohodly, #e za i€ast ZkousSejiciho nebo
tymu studie na téchto schiizich nebude
poskytovina dodatetna odména. Pokud
bude potieba, aby Zkouejici 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.

(2)

(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.

Krajska zdravotni, a.s. — Nemocnice Most, 0.z

D4280C00016

tym studie provedli dodatecné prace
nad rdmec provedeni Studie, budou
podminky a zdvazky tykajici se
provedeni téchto praci pfedmétem
zvlagtni smlouvy.

2. UHRADA

(a)

(b)

PRA zaplati Zdravotnickému zafizeni
fhradu v souladu s platebnimi
podminkami, jak je uvedeno v pfiloze
A (dale jen ,platebni podminky®), a
s rozpodtem uvedenym piiloze B (déle
jen ,rozpoéet®), a to na zaklad¢
dorudeni faktur a dalSich pfisluSnych
dokladi vsouladu s rozpotem.
Uhrady splatné podle této Smlouvy
znamenaji  prostfedky poskytované
Zadavatelem a budou zaplaceny poté,
kdy je PRA obdrzi od Zadavatele.
PRA vynalozi ptfim&fené usili, aby
obdrzela (hrady od Zadavatele vEas.

Zdravotnické zafizeni, jakozto
ptijemece platby (dale jen “pifjemce
platby”) poskytne pisemné spoletnosti
PRA kompletni platebni pokyny a
bankovni spojeni , a to na formulafi
platebnich udajii (dale jen ,PICY)
predtim, neZ bude moZno uskuteCnit
jakoukoliv platbu. P¥jemce platby je
povinen pisemné informovat PRA o

jakychkoliv zméndach - nebo
pozadovanych aktualizacich
v platebnich pokynech a/nebo

bankovnim spojeni. Smluvni strany
sjednavaji, Ze zmény nebo aktualizace
bankovniho spojeni piijemce plathy
obsazené v PIC mohou byt provadény
pisemnym ozndmenim, a samy o sob&
nevyZaduji uzavieni dodatku k této
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The Site is an independent contractor,
and npeither 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 Ceftazidime-
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.

Regitelské centrum je nezdvislym

dodavatelem a PRA ani Zadavatel
nejsou  odpovédni za  vypléceni
jakychkoli  pozitki  zamé&stnanci,

dichodd, nahrad pracovnikim, srazek
nebo dani hrazenych za zaméstnance
bud Zdravotnickému zafizeni nebo
jeho personélu

Zkousejici a piipadni spoluzkousejic
na ptiméfenou Zzadost PRA mnebo
Zadavatele vyplni a podepfdf formulaf
finanénich adajd. Tyto formulafe musi
byt vpfipadé potieby neprodleng
aktualizovany, aby po dobu studie a
jednoho roku po jejim skonCeni zistaly
spravné a aplné.

Zdravotnické zafizeni timto souhlasi
stim, Ze nebude v Zadném ohledu
U¢tovana léCba ani zdravotni péce,
kterou ptijemce platby fakturoval nebo
kterd byla uhrazena vramci této
smlouvy. Zdravotnické zatfizen! timto
souhlasi stim, Ze UCastnikim studie
ani 7adné tfeti strané nebude (&tovan

Ceftazidime-avibactam (dale  jen
shodnoceny 1€k) nebo jiny 1ék
poskytnuty pro tuto studii, a Ze

takovéto néklady nebudou zahrmuty do
zadného vykazu nakladd pro platce-
tfeti strany.

Pokud v této smlouve neni dohodnuto
jinak, platby budou provadény jen za
vyhodnotitelné subjekty a jen za
zphsobilé subjekty. Zplisobily subjekt
je ten, ktery splni v8echny podminky
pro zafazeni a nesplituje 7adné =z
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criteria. of the Protocol, who was
entolled 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/or 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 individually-identifiable
information of a Study subject. The
Site shall maintain complete and
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vylu¢ovacich  kritérii  uvedenych
protokolu, ktery byl zafazen hlavnim
zkoudejicim a ktery udélil svij
informovany souhlas. Subjekt, kierého
lze vyhodnotit, je ten subjektt, u n&jz
byly uspokojivé vyplnény vSechny

formulate pro zdznamy subjektd
hodnoceni (CRF) v souladu
s Protokolem, ktery absolvoval

pfisluiné studijni Ukony stanovené
Protokolem, a ktery absolvoval
vydetfeni poZadovana Protokolem.

Smluvni strany uznévaji a souhlasi
s tim, Ze odmé&na za plnéni fesitelského
centra na zakladé této Smlouvy
piredstavuje spravedlivou trzni hodnotu
sluzeb  poskytnutych  Regitelskym
centrem, a byla sjednana nezdvisle na
jinych obchodnich vztazich,
stavajicich nebo potencialnich,
Zdravotnického zaiizeni nebo
Zkousejictho tykajicich se objednavek
vyrobki nebo sluzeb Zadavatele.

3. ZAZNAMY, VYKAZY, PRISTUP

(a)

Zmocnéni zastupci Zadavatele,
ptipadné PRA, jsou opravnéni na
zdklad¢ priméfeného piedchoziho

oznameni v pfiméfené lhit¢ a béhem
obvyklé pracovni doby: (i) provadét
audit a provétit vybaveni feditelského
centra potiebné k provedeni studie; a
(ii) zkontrolovat a vytvofit si kopie
veskerych ddajl, zdznami a vysledki
prace  souvisejicich s provadénim
Studie, a jestlize to je potfebné,
pofizovat si kopie takovych udaji,
zéznam® a vysledkl prace, za
piedpokladu, Ze  takové Kkopie
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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 nepovolené individualng
identifikovatelné informace o subjektu
studie. Resitelské centrum je povinno
vést Uplné a pfesné zdznamy tykajici
se Studie, a zavazuje se, Ze zaznamy
provedené v souvislosti se Studif bude
archivovat po dobu 15 let nebo del3i
stanovi-li tak pfisluiné zakony a pravni
piedpisy.

Zkousejict vyplni a zaSle zaznamy e-
CRF spole¢nosti PRA do &trnacti (14)
dni od jejich revize Zkoudejicim nebo
v souladu s pfiméfenymi pisemnymi
pokyny PRA, a to podle konkréinich
okolnosti.  ZkouSejici bude v
pfiméfenych  hodinach v  b&Zné
pracovni dobé k dispozici ke schiizkdm
s monitory studie a odpovidat na jejich
otdzky tykajici se provadéni studie.
Pokud musi PRA pouZit poéitaové
systémy feditelského cenira nebo do
nich vstoupit, uéini tak v souladu s
pokyny FeSitelského centra a ziskané
informace pouZije pouze pro Glely
studic a v souladu s piisludnymi
pravnimi piredpisy.

Regitelské centrum bude bezodkladné
informovat Zadavatele a PRA, jestlize
bude n&jaky regulacni afad informovat
Zdravotnické zatizeni nebo
Zkousejiciho o chystané kontrole nebo
auditu  tykajictho se studie, a
bezodkladn& postoupi Zadavateli a
PRA kopiec veSkerych pisemnych
materialfi, které obdrzi v souvislosti
s touto kontrolou, a které souviseji se
studii. ReSitelské centrum je déle
povinno predat Zadavateli a PRA
kopie veSkerych dokumentd, které
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poskytlo kontrolorim, a kferé se
vztahuji ke Studii.

4. CONFIDENTIALITY. 4. DUVERNOST INFORMACI

The Protocol, Study Drug(s) (including Protokol, I¢¢iva  (vCetné Studijnt
Study Documentation and Intellectual Property dokumentace a dufevniho vlastnicivi (jak je
(as defined in Clause 7), CRFs, and any and all definovano v ¢lanku 7), pfipadové formulare
information, data, reports or documents, (Case Report Forms — dile jen ,,CRF”) a
disclosed to or genecrated by the Site or any veskeré informace, tGdaje, zprivy nebo
Study Team members regarding the work dokumenty, které obdrzi nebo vytvoif
performed under this Agreement (other than Zdravotnické zafizeni nebo ¢len Studijnibo
subject medical records) or which otherwise tymu v praci vykondvanych v souladu s touto
relates to this Study (“Confidential Smlouvou nebo jinak souvisejicich se Studif
Information”) belong to Sponsor in accordance (ddle jen ,divémé informace™), jsou
with clause 7 below and shall not be disclosed vlastnictvim  Zadavatele a  Zdravotnické
by the Site to any third party or be used for any zafizen{ neni oprdvné€no je sdélovat jakékoli
purpose other than the performance of the tfeti osob& ani pouzivat k jakémukoli jinému
Study without the prior written consent of w&elu neZ pfi plnéni Studie bez pfedchoziho
Sponsor, during a period of ten (10) years after pisemného soublasu Zadavatele po dobu deseti
the termination of the performance of the (10) let po ukonfeni Smlouvy. VySe uvedeny
Agreement. The above obligations of zavazek divérnosti informaci se nevztahuje na
confidentiality shall not apply to the extent div&mé informace v rozsahu, v jakém miZze
Confidential Information: byt doloZeno tadnymi dikazy a dostatkem

dokumentovanych prostfedkd, Ze:

(a) is or becomes, through no fault of the (a) jsou a nebo budou zvefejnény bez
Stte, part of the public knowledge; zavinéni ze strany Zdravotnického
zalizeni,

(b) miize Retitelské centrum prokazat, Ze
k datu jejich sdéleni Regitelskému
centru jiz byly legélng Resitelskému
centru zndmy, aniZ by podléhaly
pfedchozimu  zavazku  davémosti
informaci;

(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 wuse or benefit of
Confidential Information, and as
evidenced by competent written

(¢) Resitelské centrum ziskalo od néjaké
tfeti osoby bez omezeni tykajicich se
jejich sdé€lovéni;

(d) Reitelské centrum vytvofilo nezavisle
na obdrzeni diivérnych informaci podle
této Smlouvy, coZ Ilze prokézat
kvalifikovanymi pisemnymi zdznamy.
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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 couniries
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

Krajskéd zdravotni, a.s. — Nemocnice Most, 0.z
D4280C00016

Povolené vyzrazeni. Povinnosti
zdravotnického zafizeni ohledné utajeni a
nepouziti divérnych informaci neplati v
rozsahu, v jakém mé feSitelské centrum
zékonnou povinnost divérné informace
vyzradit, ovSem s tim, Ze pfed vyzrazenim
felitelské centrum bezodkladng informuje
Zadavatele,aby mél Zadavatel pfileZitost se
tomuto poZadavku branit nebo pozadat o
vydani pfisluiného ochranného opateni. Tento
¢lanek 4 neomezuje prava a povinnosti

~ tesitelského centra dle &l. 6 — Publikace.

5. OCHRANA SQUKROMI’ A
OSOBNICH UDAJU

Smluvni strany se dohodly, Ze budou
plnit své pfisluiné zavazky v souladu s
pravnimi predpisy na ochranu soukromi a
osobnich udaji. Zkousejici zajisti souhlas
jednotlivych subjektii, jichZ se udaje tykaji a
ZkouSejici poskytne jeho/jeji souhlas a ziska
souhlas ¢&lend tymu Studie ohledng jejich
osobnich udajii s pouZivanim, zpracovavanim,
ukladanim a pievadénim jejich udaji mimo
jejich vlastni zemi, i kdyZ? tam neplati stejné
ptedpisy pro ochranu udaji, jako v jejich
vlastni zemi. Vzhledem k tomu, Ze Studie
probihd v ramei Evropské unie, kontrolu
veSkerych osobnich 0dajii ziskanych bud’ od
subjekthh, kteii se podileji na Studii, nebo od
studijniho  tymu, bude mit na starosti
Zadavatel. Zkousejici a &lenové vyzkumného
tymu maji pravo pfistupu ke svym osobnim
udajim a k jejich opravé. PoZadavky na vykon
tohoto prava musf byt adresovény Zadavateli a
PRA.

6. ZVEREJNOVANI

(a) Zdravotnické zaffzeni a Zkou3ejici
maji prvo 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/or

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

nebo provadét prezentace souvisejict
se Studii za predpokladu, Ze si k
publikacim nebo prezentacim, které
budou provedeny do 2 let od
dokongeni Studie, vyZadaji pfedchozi
pisemny souhlas Zadavatele. VSechny
takovéto publikace nebo prezentace (i)
budou spliovat akademické standardy
a zasady Mezindrodntho vyboru
redaktord Iékafskych <&asopist, (i)
nebudou nepravdivé ani zavadgjici,
(iii) budou v souladu s pFisluSnymi
zakony, (iv) nebudou provedeny z
jakychkoli komerénich divodii.

(b) Zdravotnické zafizenf a/nebo

Zkousejici poskytnou Zadavateli kopie
viech materiala souvisejicich se Studii
nebo s Vyvinutou technologii
(definovanou v Clanku 7 niZe), které
bud zamysleji publikovat (nebo
nabidnout k publikaci) nebo uvést v
souvisejici prezentaci, nejméné t¥icet
(30) dni pfed publikaci, nabidkou k
publikaci nebo prezentaci.

{c) Na pozaddani Zadavatele a/nebo PRA

Zdravotnické  zafizeni  a/nebo

Zkousejici:

(i) v Zadné navrhované publikaci
neuvedou nebo z jejiho navrhu
odstrani  jakékoli  divémé
informace, chyby nebo
nepfesnosti; a

(ii) zadrzi publikaci, nabfdku k
publikaci nebo prezentaci po
dobu devadesati (90) dni od
data, k némuz Zadavatel obdrzi
tento material, a umozni tak
Zadavateli provést opatfeni,
kterd Zadavatel povaZuje za
nutnd k  ochrané  svych
vlastnickych prdv a/nebo k
ochrangd  svych  davérnych
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its Confidential Information.
(iii)yThe  Institution and  the

Investigator shall include the

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
www.astrazenecaclinicaltrials.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

Krajska zdravotni, a.s. — Nemocnice Most, o.z.
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informaci.

(iii)Zdravotnické zaffzeni a

ZkouSejici uvedou ve viech
publikacich a  prezentacich
tykajicich se Studie, Studijni
dokumentace nebo Vyvinuté
technologie a také wve wv3ech
zvefejnénych finan¢nich tdajich
nasledujici oznameni:
~Zadavatelem tohoto klinického
hodnoceni je spole&nost
AstraZeneca.”

(iv)Zadavatel dlouhodobg dodrzuje

zésadu transparentnosti;
Zdravotnické zatizeni a
ZkouSejici berou na védomi, Ze
Zadavatel uvede Studii v
rejstiicich pro registraci
klinickych hodnoceni a bude
publikovat vysledky '
databazich vysledkl klinickych
hodnoceni v tomto formatu
(vietnd

www.astrazenecaclinicaltrials.c
om) amebo poskytne tyto
vysledky regulatnim organim.

(v) Pokud  Zadavatel  vybidne

Zkousejiciho, aby byl autorem
publikace  pod  hlavickou
Zadavatele, Zkoudejicf bude
odpovédny za Trizeni, sepsani
a/nebo revizi navrzené
publikace a schvali kone€nou
verzi dokumentu k publikaci. Za
takové autorstvi nebude
poskytnuta  ¥adnd  odména.
Velkerd autorska, redakéni a
logisticka podpora i podpora ve
véci psani &lankd s lékarskou

tématikou poskytnuta
ZkouSejicimu nebo
Zdravotnickému zatizeni
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subject to the Sponsor’s Zadavatelem v souvislosti s
publications policy, details of publikaci bude podléhat
which are  available at publikaénim zasadam
www.astrazeneca.com. Zadavatele, které jsou
' uvefejnény v detailu  na
www.astrazeneca.com.
7. INTELLECTUAL PROPERTY 7. PRAVA NA DUSEVNI
RIGHTS. VLASTNICTVL
() Except as expressly set out in this (a) S vyjimkou zpisobili, které jsou

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.

(© 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

vyslovné definované v této Smlouvé, neziska
7adnd smluvni strana ani Zadavatel z&dné
pravo, zakonny nirok ani podil na DuSevnim
vlastnictvi jiné smluvni strany, Zadavatele ani
osob je opraviiujicich.

(b) Zadavateli nalezi vSechna priva a
naroky na vSechno DuSevni vlastnictvi vzniklé
v této Studii nebo souvisejici s hodnocenym
Iékem, jakoukoli Vyvinutou technologii a
Studijni dokumentaci, s vyjimkou rozsahu, v
ném? jsou Zdravotnické zatizeni a Zkoudejici
povinni  uchovavat  jakoukoli  Studijni
dokumentaci v souladu se zdsadami spravné
klinické praxe podle Mezindrodni{ konference o
harmonizaci (véetné jejich Gprav nebo novych
ustanoveni) a pfisludnych zdkon a predpisi.
Zdravotnické zafizeni a ZkouSejici viechno
takové Dulevni vlastnictvi bez prodleni sd&li
Zadavateli a PRA pisemné nebo ve formatu, na
kterém se smluvni strany dohodnou.

(c) Zdravotnické zafizeni a Zkou3ejici
timto postupuji Zadavateli (nebo jim Povéfené
osob&) viechna prava, naroky a podily na
viechno DuSevni vlastnictvi spadajici pod
¢lanek 7(b) vy¥e v rozsahu, ve kterém lze
provést prospektivni  postoupeni. DuSevni
vlastnictvi, jeZ nelze postoupit prospektivng,
Zdravotnické zafizeni a ZkouSejici postoupi
Zadavateli (nebo jim Povéfené osob€) pfi jeho
vytvofeni a také zajisti, aby takovéto
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assign, such Intellectual Property to the
Sponsor (or its Designee) on creation.

(d) 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.

PRAHEALTHSCIENCES

(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.

(f) 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.

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

(2) “Developed

Krajska zdravolni, a.s. — Nemocnice Most, 0.z. |
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postoupeni proved] tym studie.

(d) Zdravotnické zafizeni a ZkouSejici
podniknou vSechny pfimétené kroky a zajisti,
Ze tym studie podnikne v3echny pfimétené
kroky, které Zadavatel a/nebo PRA mohou
prileZitostné vyzadovat za tUcelem plného
vyuZiti prav jim postoupenych podle tohoto
¢élanku 7.

(e) Zadavatel udili  Zdravotnickému
zafizeni trvalou, bezplatnou, nevylu€nou
licenci  pouZivat  DuSevni  vlastnictv{

pochéazejici pouze ze Studie pro Géely vnitfntho
vyzkumu a vzdé&lavani, bez prava udélovat
sublicence. Ve vztahu k takovéto licenci budou
naddle platit ujednani &lankd 4 a 6 této
Smlouvy.

) NiZze uvedené vyrazy s pocateCnim
velkym pismenem, pouZité v tomto &ldnku i v
jinych Castech této Smlouvy maji nésledujici
vyznamy:

(1) ,Povéfend osoba® je jakakoli osoba
pisemné povéfena Zadavatelem, kterd
jedna jménem Zadavatele v souvislosti
se Studii; miZe ji byt pfidruZend osoba
nebo PRA.

(2) ,,Vyvinuta technologie“ je souhrn
viech vynalezi, objevil, vylepSen{ nebo
vyvoje realizovany  Zdravotnickym
zatizenim, Zkousejicim nebo tymem
studie (at’ samostatné nebo spolu s
jingmi osobami) v priib&hu nebo v
disledku Studie, které se pfimo tykaji
hodnoceného l1éku nebo jeho pouZiti.




(a) During the

Confidential

Czech Republic/Institution & Investigator Clinical Trial Agreement

'ﬂk‘ PRAHEALTHSCIENCES
)

use thereof.
(3)  “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.

(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. MATERIAL TRANSFER; RETURN

OF MATERIALS; EQUIPMENT.

Study, Sponsor or
Sponsor’s designee shall provide to the

Krajska zdravotmi, a.s. — Nemocnice Most, 0.z
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,Dufevni vlastnictvi“ je souhrn vSech
prdv na ideje, vzorce, vynilezy, objevy,
know-how, udaje, databaze,
dokumentaci, zpravy, materialy, z4pisy,
navrhy, potitaovy software, procesy,
principy, metody, techniky a jiné
informace, véetné patentli, obchodnich
znacek, sluZebnich znacek,
registrovanych navrhi, prav na nivrhy,
autorskych prav a viech prav a majetku
podobného &emukoli vySe uvedenému
kdekoli na svété, at wuz jsou
registrované nebo ne, spoletné s
pravem pozadat o registraci kteréhokoli
z téchto prav.

HStudijni dokumentace® je souhrn
viech zéznami, popisd, pozndmek,
zprav, 0dajii a komunikaci o etickych
otazkéch (dokumentace Zadosti,
schvalovaciho Fizeni a zprdv o postupu
prace) shroméZdénych, vytvotenych
nebo pouZitych v souvislosti se Studif
a/nebo hodnocenym lékem, at v
pisemné, clektronické, optické nebo
jiné formé, vletné viech ziznami
pivodnich pozorovani a ziznami
klinickych ¢innosti, jako jsou naptiklad
zaznamy subjektd hodnocenf a viechny
ostatni zpravy a zdznamy nezbytné k
vyhodnoceni a rekonstrukci Studie.

PREVODY A VRACENI
MATERIALU, ZARIZENI

(a) V pribdhu studie, zadavatel nebo

zadavatele  poskytnou

zmocnénec
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(b)

(©)

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 writien
instructions provided by Sponsor (ot
Sponsor’s  designee), and i
compliance with all applicable, local
and national laws, rules and
regulations including, but.not limited
to, those goveming hazardous
substances.

Unless otherwise agreed by the partics,
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

Krajska zdravotnl, a.s. — Nemocnice Most, 0.z,
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fesitelskému  centru, na naklady
zadavatele, 1é¢iva pouZivand v ramci
studie, smési, jiné 1éky, vzorky,
ginidla, pomtcky a  souvisejici
materidly a zafizeni oznaCovany jen
 materily. Ustn{ 1é&ba miZe byt
poskytnuta pacientim na zékladé uvaZeni
Hlavniho  ZkouSejictho, kierdA bude
proplacena  Zdravotnickému  zaf{zeni
spole¢n® se vemi materidly v piipadd
potteby (voda pro injekei, 0.9% infuze
chloridu sodného v 100 ml vaku,
administrativni Ukony) na zikladg

ptijeti platné faktury. Regitelské
centrum bude materidly vyuZivat
vyhradng pti provadeni studie v
souladu s protokolem a touto

Smlouvou. Reitelské centrum bude s
materidlem nakladat, skladovat jej a
zasilat nebo likvidovat v souladu s
protokolem a piim&tenymi pisemnymi
pokyny ptedanymi Zadavatelem (nebo
jeho zmocndncem) a v souladu se
viemi platngmi mistnimi a narodnimi
zdkony, pravidly a piedpisy, vletné
mimo jiné pfedpisd upravujicich
zachdzenf s nebezpednymi latkami.

Jestlie neni smluvnimi stranami
dohodnuto jinak, odb&r krve, tkéané
nebo jiného biologického materidlu od
subjektd  (dale jen ,biologicky
material), bude probihat v souladu
s protokolem a Zkousejici se zavazuje,
7¢ odbéry biologického materialu bude
limitovano  testy, analyzy nebo
procedurami v souladu s protokolem a
se souhlasem schvalenym etickou
komisi (dale jen ,,ETK*).

Po ukonteni nebo zrufeni studie musi
byt viechny materidly, které obdrZelo
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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 majntenance and
repair costs due to normal wear and
tear.

9. TERM; TERMINATION.

(a)

®)

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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Regitelské centrum od Zadavatele nebo
jeho zmocn&nce, vraceny v souladu s
instrukcemi PRA. Pfislusné pfepravni
néklady uhradi PRA.

Poskytuje-li zadavatel feSitelskému
centru vybaveni, bude Ffefitelské
centrum toto vybaveni pouZivat
vyhradng k provadéni studic a v
souladu s velkerymi pisemnymi
ndvody k pouZiti  poskytnutymi
vyrobcem vybaveni nebo zadavatelem.
Takové vybavenf je vlastnictvim
zadavatele nebo jeho zmocnénce a na
pisemnou ¥4dost zadavatele nebo po
dokondeni studie musi byt na naklady
zadavatele vraceno zadavateli (nebo
jeho zmocnénci). Resitelské centrum
yynalozi pfim&tenou péci, aby zajistilo
Gdr¥bu vybaveni v dobg, kdy je ma v
drzenf, za ptedpokladu, Ze naklady na
(drzbu a opravy spojené s b&Znym
opotfebenim nese zadavatel.

9. PLATNOST SMLOUVY

(2)

(b)

Tato Smlouva vstoupf v platnost k datu
&innosti A a bude pokragovat, dokud
tato Studie nebyla ukonfepa v
Zdravotnickém zatizeni.

Zadavatel nebo PRA miZe tuto
Smlouvu kdykoli a z jakéhokoli
divodu pisemnd vypovédét; platnost
Smlouvy skonéi uplynutim vypovédni
lhity  tiiceti (30) dni nebo
bezprosifednd po doruceni pisemné
vypovédi kteroukoli smluvn{ stranou,
kterd ma dostateCné divody véfit, Ze
studie ma byt ukonfena v zajmu
zdravi, bezpetnosti ~ nebo pohody
subjektl 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.

(i)

If the Site has been paid any amounts
which have not been eamed 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

Krajskd zdravotni, a.s. — Nemocnice Most, o.z. |

(c)

(d)

(e)

D4280C00016

K datu O€innosti zrugeni této Smlouvy
provede Retitelské centrum
vyudtovani, které oveéii PRA. Jakmile
PRA obdrzi piisluSnou dokumentaci,
zaplatf Zdravotnickému zatizenf:

za velkeré poskytnuté sluZby a
Zastky, kieré Regitelské centrum
fadn€ vynaloZi do data zaniku
Smlouvy, které PRA doposud
neuhradila; a
nezruditelné

®

zavazky,  které
Regitelskému  centru  FAdng
vznikly v souvislosti
s provadénim studie pfed tim,
neZ mu byla dorudena vypovéd'.

(i)

Jestlize Reditelské centrum obdrZelo
néjaké zalohy, které nebyly do data
zaniku fadné vyuZity, Zdravotnické
zafizeni veSkeré tyto nevyuZité zalohy
bezodkladng vrati PRA do 30 dnd.

OkamZit¢ po obdrzeni vypovédi
ZkouSejici zastavi screening a nabor
subjektii do studie a, jak je nafizeno
PRA, pfestane s provadénim studijnich
procedur na subjektech jiZz zatazenych

do studie v lékatsky pFipustném
rozsahu a pfestane v piiméfené
proveditelném rozsahu vytvafet

jakékoli dalsi naklady na studii.

10. PONSTENT

Smluvni strany berou na v&domi, Ze

will ensure adequate provision is made by way - Zadavatel pfijme opatfeni 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 (L OI 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 wunder 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

Krajska zdravotnl, a.s. — Nemocnice Most, 0.z
D4280C00016

nebo od3kodnéni dostate€nych k tomu, aby
splnil své zavazky a povinnosti jako zadavatel
Studie v -souladu s pfisluSnymi zakony,
zgjména odpovédnost vici subjektim studie za
Ujmu na zdravi nasledkem jejich Udasti ve
Studii.

11. ODSKODNENI

Podminky odSkodnéni =ze strany
Zadavatele  jsou upraveny v
samostatném Zavazku od3kodnéni (LOI
— Pfiloha C).

12. STATUT ZADAVATELE

Aby byly naplnény existujici smluvni zivazky,
které ma PRA viiéi Zadavateli, smluvni strany
se dohodly, Ze Zadavatel a pfidruZen¢ osoby
jsou podle této Smlouvy zamy§lenymi osobami
opravnénymi ze smlouvy ve prospéch tfetiho, a
tudiZ majf vzhledem k tomuto ¢lanku ptislusna
vymahatelna prava. Smluvni strany berou na
védomi, Ze udélenf statutu osoby opravneéné ze
smlouvy ve prospéch tfetiho Zadavateli a
pfidruzenym osobam je piimym a hmotnym
diivodem uzavteni této Smlouvy smluvnimi
stranami. Prava podle tohoto ¢lanku 12 nelze
upravit bez souhlasu Zadavatele. V rozsahu, ve
kterém pfisluiné zakony nedovoluji zdkonné
nabyti prav podle této Smlouvy pfimo
Zadavatelem, nabude t&chto prav PRA jménem
Zadavatele a miize Zadavateli poskytnout
oprdvnéni k vykonu té€chto prav.

13, POTVRZENI

(a) Zdravotnické zafizeni a ZkouSejici
timto individualng potvrzuji, Ze nebyli
Zadnym pravnim ani jinym pFedpisem
zbaveni  prdva  ani  prohldSeni
nezplsobilym  provadét  klinicka
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during the term of this Agreement, the
Institution or the Investigator (i)
becomes debarred or disqualified or
(i) 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

Krajskd zdravotni, a.s. — Nemocnice Most, ¢.z. /MUDr. Jiff Biolek

(b)

(c)
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hodnoceni. Jestlize po dobu platnosti
této Smlouvy bude Zdravotnickému
zat{zeni nebo zkousejicimu(i)
zastavena  &innost  nebo  bude
diskvalifikovan,, nebo (ii) obdrzi
oznameni o Zalob&é nebo hrozb&
zbaveni prava nebo prohlidenf za
nezplsobilé, Zdravotnické zafizeni
a/mebo ZkouSejici o tom bude
bezodkladng informovat PRA.

Zdravotnické zafizeni a zkouSejici
timto potvrzuji, Ze nevyuzivali ani
nebudou vyuZivat v Zadném ohledu
jakékoli sluzby jednotlived nebo
sdruzeni, které jsou zbaveny priva
nebo prohldSeny za nezplsobiié
provadé€t klinickd hodnocenfi na
zakladé jakychkoli zakon & piedpisd.
Jestlize se Zdravotnické zaFizeni nebo
Zkoudejici dozvi o skutetném nebo
hrozicim zbaveni prdva mnebo o
skute¢ném ¢i  hrozicim prohlaSeni
nezphsobilosti nékterych jednotlivel
nebo sdruZeni, bezodkladngd o tom
bude informovat PRA.

Zdravotnické zafizeni a ZkouSejicl
prohlasuji, Ze ani u Zkou$ejictho, ani u
zadného Elena tymu studie neexistuji
konflikini  zavazky ani  zakonné
piekézky, ani finanéni, smluvni nebo
jiné zdjmy na vysledku Studie, které
by mohly byt na piekazku provadeéni
Studie, nebo které by mohly ovlivnit
spolehlivost a davéryhodnost Gdajh
ziskanych ve studii. ZkouSejici bude
neprodlené informovat Zadavatele,
kdyz zjisti existenci jakéhokoli
finan¢niho ujednani nebo
Zainteresovanosti mezi  Zkoudejicim
nebo  &lenem  tymu  studie a
Zadavatelem.
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Sponsor.

(¢) 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 wvalue 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.

Krajska zdravotni, a.s. — Nemocnice Most, o.z.
D4280C00016

(d) Zdravotnické =zafizeni a ZkouSejici
kazdy za sebe prohla3uji a slibuji, Ze
v souvislosti s touto Smlouvou
neposkytli ani neposkytnou, nenabidli
ani nenabidnou (pfimo ani nepfimo)
Zddnou nedovolenou platbu (ani
nedovoli jinym osobam, aby ji
poskytly nebo nabidly), penize ani jiné
hodnotné plnéni statnimu tiednikovi,
s cilem nedovolené ovlivnit ikkon nebo
rozhodnut{ takové Gfedni osoby,
pfimét tiedni osobu, aby v rozporu se
svymi povinnostmi provedla uréity
ukon nebo se jej zdrzela, ziskat
neopravnénou vyhodu, anebo podnitit
statntho  Ufednika k nedovolenému
pouziti jeho vlivu ke zmé&né€ nebo
ovlivnéni utkonu nebo rozhodnuti
statnfho orgénu.

14. POSTOUPENI

Resitelské centrum neni oprédvndno
postoupit svd prdva ani delegovat né&jaké
vykony dobrovolné & nedobrovolng, at’ jiz na
zdkladé fiize, sloudeni, zru¥eni, plsobenim
préva nebo jakymkoli jinym zptsobem vyjma s
pfedchozim pisemnym souhlasem PRA a
Jjakékoli domné&lé postoupeni nebo delegovani
bez pisemného souhlasu PRA je neplatné. S
vyjimkou prav vyplyvajicich ze smlouvy ve
prospéch tfetiho, udélenych Zadavateli a
pfidruZenym osobdm touto Smlouvou, nema
Z4adnd osoba, ktera neni smluvni stranou, Zadna
prava podle této Smlouvy a nemiZe vyméhat

plnéni Zadné podminky této Smlouvy.
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15. NOTICES.

With the exception of Study funds 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 (¢) sent by a nationally-recognised
courier guaranieeing 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
Jetter 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, 5.r.0

C/O Pharm 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:

Krajsk4 zdravotni, a.s.

Socialni péle 3316/12A

401 13 Usti nad Labem
Attention: NN

If to the Investigator:

Krajska zdravotni, a.s.- Nemocince Most, 0.2,
J.E.Purkyné 270
434 64 Most

Attention: [N

If to the Sponsor:
ASTRAZENECA AB
Sodertiilje

SE-15185

Krajska zdravotni, a.s. — Nemocnice Most, 0.7.
D4280C00016

15. 0ZNAMOVANI

S vyjimkou prostfedkd na provadéni
studie, které uhradi PRA v souladu s gasti 2
této smlouvy, musi byt veSkera ozndmeni,
kterA maji nebo mohou byt poddvina podle
této Smlouvy, v pisemné formé a musi byt (a)
dorudeny osobn&, (b) zasliny postou jako
doporuden zasilka nebo (c) zaslany celostatné
uznévanou kuryrni stuzbou zaru€ujici doruceni
nasledujictho dne, a to pEfjemcim uvedenym
ni¥e. Smluvni strany se dohodly, Ze zmény
adres uvedenych niZe pro pifjem oznidmeni dle
této G4sti mohou byt sdéleny dopisem
podepsanym pfislunou smluvni stranou a
nevy¥aduji dodatek k této smlouvé podepsany
véemi smluvnimi siranami:

Pokud jsou uréeny proPRA: Pharmaceutical
Rescarch Assoclates CZ, s.1.0
C/O Pharm Research Associates (UK) Ltd
500 South Oak Way, Green Park
Reading, Berkshire, RG2 6AD
United Kingdom

r of Global Contracts

Pokud jsou uréeny pro Zdravotnické zafizeni:
Krajskd zdravotni, a.s. '
Socialni péce 3316/12A

401 13 Usti nad Labem

K rukam:

Pokud jsou uréeny pro ZkouSejlciho:

Krajska zdravotni, a.s.- Nemocince Most, 0.7.
J.E.Purkyné 270

434 64 Most

K rukdm:

Pokud jsou uréeny pro zadavatele:
ASTRAZENECA AB

Sodertilje

SE-15185
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16. USE OF NAMES.
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The Institution and Investigator shall
not use the name, symbols and/or trademarks
of PRA or the Sponsor in any form of publicity
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  full
understanding of the parties with respect to the

Krajska zdravotni, a.s. — Nemocnice Most, 0.z
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Svédsko
K rukam: [N

16. UZIVANI NAZVU

Zdravotnické zafizeni a ZkouSejici
nejsou opravnéni pouzivat v jakékoli formé
publicity v souvislosti se studii nazev,
symboly, ptipadné ochranné znimky PRA
nebo Zadavatele, pokud to vyslovné piedem
PRA nebo Zadavatel neschvili. Zdravotnické
zafizeni a Zkoudejici souhlasi s tim, Ze v
souladu s platnymi pfedpisy miZe zadavatel
zvefejnit vysi prostfedkd poskytnutych na
provadéni studie na zdkladé této smlouvy, a v
ramci tohoto zvefejnéni muZe identifikovat
Zdravotnické zafizeni a Zkoudejictho nebo
Studijni ndborové aktivity nebo dal¥i jednéani
souvisejici se Studii.

17. VZDéNi SE PRAY,
ODDELITELNOST USTANOVENI

Z4dné prominuti splnéni néktergch
podminek nebo ustanoven{ této smlouvy, at’ uz
jednanim nebo jinak, se nepovaZuje nebo
nebude vyklad4no jako dal$i nebo trvalé
prominuti takovych podminek nebo jinych
podminek dle této smlouvy. V piipadé Ze
n&které podminky nebo ustanoveni této
Smlouvy se stanou neplatnymi, nicotnymi,
nezdkonnymi  necbo  nevynutitelnymi v
jakémkoli smyslu, potom platnost, zdkonnost a
vynutitelnost ~ zbyvajicich  podminek a
ustanoveni obsazenych v této smlouvé nebude
dotéena nebo timto naruSena.

18. UPLNOST SMLOUVY, PRILOHY,
VYHOTOVENI

Tato smlouva, v&etn& pfiloh, zaklada
Gplnou dohodu smluvnich stran ohledng
ptedmétu smlouvy a tplné vyjadieni podminek




Confidential

%% PRAHEALTHSCIENCES

subject matter hereof and a complete and
exclusive statement of the terms of their
agreement, and no terms, conditions,
understanding or agrecment 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 cach party hereto.  This
Agreement and any amendment hereto may be
executed in several counterparts, each of which
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

Czech Republic/Institution & Investigator Clinical Trial Agreement
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jejich ujednani, a 74adné podminky, ujednani
ani dohody, o kterych se ma za to, Ze doplituji,
méni, upravuji nebo promijeji podminky této
Smlouvy, nejsou platné, ledaze Jjsou v pisemné
formé apodepsané zmoceneénymi - zéstupci
smluvnich stran. Tato Smlouva a veskeré jejt
dodatky mohou byt uzavieny v nékolika
vyhotovenich, z nich? se kaydé vyhotoven{
povazuje za origindl, ale kterd spoleéné
zakladajf jeden a tentyZ dokument. Rozhodnym
jazykem této Smlouvy je Sesky jazyk.

19. TRVALE ZAVAZKY, PLATNOST
USTANOVENI

Pokud neni v této Smlouvé konkrétns
uvedeno jinak, zinikem této Smlouvy neni
Zadna smluvni strana osvobozena od svych
zavazkli podle této Smiouvy, které vznikly
nebo vyplynuly ze skutednosti a okolnosti
existujicich pred jejim zénikem. Mimo to,
ustanoveni této Smlouvy, které ze své povahy
doplituji pretrvavajici zavazky, plati i po
uplynuti platnosti nebo po zaniku této
Smlouvy.

20. ROZHODNE PRAVO; RESENI
SPORU.

Tato Smlouva se ¥idf pravnim ¥4dem
Ceské Republiky bez moznosti uplatnéni
koliznich norem. Spory vzniklé z této smlouvy
jsou opravnény fefit vylutné vécnd a mistné
piisludné soudy Ceské republiky.

PODPISY ~~ JSOU  UVEDENY NA
NASLEDUJICT STRANE.
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IN WITNESS WHEREOF, the parties NA DUKAZ TOHO #4dné zmocnéni

have.caused this Agreement to be executed by zastupci smluvnich stran podepsali tuto
their duly authorised representatives on the Smlouvu dne, jak je uvedeno déle, ale s
date(s) indicated below, but effective for all u€nnosti pro viechny ticely k datu Gi€innosti.
purposes as of the Effective Date.

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

By / Podepsal:
Authorised Signature / podpis zmocnéného zastupce
Name / Jméno:

Title/ Funkce: proxy / prokuristka
Date / Datum: 10O o 'Y
U

INSTITUTION / ZDRA

By/ Podepsal:
Authorised Signature/ pod 06 Kiiska vt as,
r . Socidini pe
Name/ Jméno: Ing. Petr Fiala 41 13 Usti nad Labem
e,m S 25488627
3 \%:E} [les . 254 27
Title/ Funkce: General Director / Generélni Feditel <Z‘ % DI €72548

07- M
Date / Datum: 29 -07- ¢ i

INVESTIGATOR / ZK!

By/ Podepsal:
Authorised Sieaatacernadiemagniného zistupce

Name/ Jméno:

Title/ Funkce:

Date / Datum: 40(77“/"(/ o
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EXHIBIT A PRILOHA A
PAYMENT TERMS PLATEBNI PODMINKY
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EXHIBIT B/ Pl‘ﬁLOEIA B
BUDGET / ROZPOCET
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CONTRACT AMENDMENT #1
THIS CONTRACT AMENDMENT #1
(“Contract Amendment #17), dated as of

10" May, 2016 (“Effective Date™), is by and
between

Krajska zdravotni, a.s., located at Socialni péce
3316/12a, Severni Terasa, 400 11 Usti nad Labem,
Czech Republic, Identification number (IC):
25488627, TAX ID (DIC): (725488627,
represented by Ing. Petr Fiala, the general director
(the “Institution™)

and

B - <ployee of the Institution
acting within the scope of his/her employment,
located at Krajskd zdravotni, a.s. - Nemocnice
Most, o0.z. 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.

and

Pharmaceutical Research Associates CZ, s.r.o.,
located at Jankovcova 15v69/2c:, 170 00, Praha 7,
Identification number (IC): 27636852, TAX ID

(DIC: 727636852, represented by [ TGN

Bl proxy, (“PRAY).

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

ASTRAZENECA AB, located at Sodertilje, 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.

Krajska zdravotni, a.s. — Nemocnice Most, o.z. [ NG

D4280C00016

SMLOUVA O PROVEDENI 'KLINICKEHO
HODNOCENI
DODATEK C. 1

TENTO DODATEK C. 1 (,Dodatek & 1%)
nabyva G¢innosti dne 10 kvétna, 2016 (dale jen
,datum Gc¢innosti*), a uzavird se mezi

Krajska zdravotni, a.s., se sidlem Socidlni péce
3316/12a, Severni Terasa, 400 11 Usti nad Labem,
Ceska republika, IC: 25488627, DIC: CZ25488627,
zastoupena Ing. Petrem Fialou, generalnim
feditelem (dale jen ,,Zdravotnické zafizeni®)

a
B - :sthancem Zdravotnického
zafizeni jednajiciho vramci jeho pracovniho
poméru s mistem vykonu price v Krajska
zdravotni, a.s. - Nemocnice Most, 0.z., J.E.Purkyné
270, 434 64 Most, Ceskd republika, ktery bude
plisobit jako hlavni zkouSejici (dale jen
»LlouSejici™) pro nize uvedenou Studii ve smyslu
nize uvedeném

a

spole¢nosti Pharmaceutical Research Associates
CZ, s.r.o. se sidlem Jankovcova 1569/2¢, 170 00
Praha 7, Ceska republika, IC: 27636852, DIC:

727636852, zastoupena | EGTcTcTNGE

prokuristkou (dale jen ,,PRA*).

Zdravotnické zafizeni a Zkousejici mohou byt dale
souhrnné oznadovéni jen jako ,ReSitelské
centrum®.

Spole¢nost ASTRAZENECA AB, se sidlem
Sodertilje, SE-15185, Svédsko (dale jen
“Zadavatel”) bude vykonavat roli Zadavatele pro
Studii jak je definovdna nize, a ktera smluvné
povéfila spole¢nost PRA (v rdmci samostatné
smlouvy) ktomu, aby ptisobila jako smluvni
vyzkumnd organizace pro spolecnost AstraZeneca
ve vztahu k vedeni 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

Krajska zdravotni, a.s. — Nemocnice Most, 0.z,
D4280C00016

PROHLASUJIC

JELIKOZ, dle podminek smlouvy o
klinickém hodnoceni uzaviené dne 28 Cervence
2015 (dale jen “Smlouva”) mezi Stranami, PRA
povéfila Zdravotnické zafizeni a ZkouSejiciho
provést klinickou vyzkumnou studii pod ndzvem
wJednoduse zaslepené, randomizované,
multicentrické klinické hodnoceni s aktivni
kontrolou hodnotici bezpe¢nost, snaSenlivost,
farmakokinetiku a dcinnost ceftazidimu a
avibaktamu ve srovndni s cefepimem u déti od 3
mésicii do 18 let véku s komplikovanou infekei
mocovych cest (cUTIs)* (dale jen ,studie™), s
Cislem  protokolu  D4280C00016 (dale jen
LJProtokol)  financovanou — Zadavatelem  a
podrobnéji popsana ve Smlouve; a

JELIKOZ, si Strany timto uzaviraji dalsi
dohodu za uelem zmény Smlouvy a pieji si
zachytit tuto zménu timto Dodatkem €. 1;

Z TOHO DUVODU, s ohledem na
predpoklady a vzdjemné zavazky, dohody a
podminky dale stanovenych, se Strany dohodly
nasledné:

1. Platebni podminky a rozpodet.
Smluvni strany souhlasi s tim, Ze
Piiloha A Platebni podminky a
Piiloha B Rozpocet Smlouvy bude
odstranéna v celém rozsahu a
nahrazena novou Pfilohou A a
Piflohou B vloZzenymi do tohoto
Dodatku €. 1. Déle, ¢lanek 2 (a) a
(b) Smlouvy je timto odstranén a
nahrazen nasledovne:

(a) PRA zaplati
Zdravotnickému zarizeni,
Zkoudejicimu  a  c¢lenim
studijntho tymu vhradu v

Page 2 of 20
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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

Krajska zdravotni, a.s. — Nemocnice Most, 0.z.

D4280C00016

souladu s platebnimi
podminkami, jak je uvedeno
v piiloze A (dale jen ,,platebni
podminky*) a s rozpoétem
uvedenym piiloze B (dile jen
»rozpocet®), a to na zékladé
doruéeni faktur a dalsich
ptisludnych dokladi v souladu
s rozpottem. Uhrady splatné
podle této Smlouvy znamenaji
prostfedky poskytované
Zadavatelem a budou
zaplaceny poté, kdy je PRA
obdrzi od Zadavatele. PRA
vynalozi ptfiméfené Usili, aby
obdrzela thrady od Zadavatele
veas,

(b)  Zdravotnické  zafizeni,
Zkousejici a ¢lenové studijniho
tymu, jakozto pifjemci platby
(ddle jen jednotlivé jako
“piijemce platby”, spolecné
jako »piijemci platby*)
poskytnou pisemné spolecnosti
PRA kompletni platebni
pokyny a bankovni spojeni , a
to na formulati platebnich 0daja
(dale jen ,,PIC*) piedtim, nez
bude mozno uskutecnit
jakoukoliv  platbu. Pifjemce
platby je povinen pisemné
informovat PRA o jakychkoliv
zménach nebo poZadovanych
aktualizacich v platebnich
pokynech a/nebo bankovnim
spojent. Smluvni strany
sjednavaji, Zze zmény nebo
aktualizace bankovniho spojeni
pfijemce platby obsazené v PIC
mohou byt provadény
pisemnym ozndmenim, a samy
o sobé nevyzaduji uzavieni
dodatku k této smlouvé.

Ratifikace bilance Smlouvy. Ve
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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.

Krajskd zdravotni, a.s. — Nemocnice Most, 0.z. |

D4280C00016
vsech ostatnich ohledech,
podminky Smlouvy jsou

ratifikovani a potvrzené kaZdou ze
smluvnich stran.

Oznaceni. Oznadeni  tohoto
Dodatku €. 1 je pro zjednoduSeni
pouze referenéni a nemd vliv na
jeho celkovy vyklad.
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IN WITNESS WHEREOF, the parties NA DUKAZ TOHO, Smluvni strany,

hereto, each by a duly authorized representative, kazd4 zastoupena svym poverenym zastupcem,
have executed this Contract Amendment #1 as of podepsaly tento Dodatek & 1 ke dni uvedenému
the date first written above. vyse.

PHARMACEUTICAL RESEARCH ASSOCIATES CZ, S.R.O.

Authorised Signature / podpis zmocneneho zastupce

Name / Jméno: IS

Title/ Funkce: proxy / prokuristka

Date / Datum: SNAT Ol

INSTITUTION / ZDRAVO

By/ Podepsal:
Authorised Signature/ podpis
Name/ Jméno: Ing. Petr Fiala 06 o

Title/ Funkce: General Director / Generalni feditel ‘)‘i

Date / Datum: 29 -06- 2016

INVESTIGATOR / ZKOUSEJICI

By/ Podepsal: -
Authorised Signature/ podpis zmocneného zastupce

Name/ Iméno: SN

Title/ Funkce: Principal Investigator/Hlavni zkougejici

Date / Datum: 10 -06- 2016

Page 5 of 20
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READ AND ACKNOWLEDGE / PRO UZNANT A

By/ Podepsal:
Authorised Sig

Name/ Jméno: I

Title/ Funkce: Sub-Investigator / Spoluzkousejici

Date / Datum:

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

Title/ Funkce: Sub-Investigator / Spoluzkousejici

13 -06- 2016

Date / Datum:

By/ Podepsal:
Authorised Signature/ podpis zmocnéného zastupce
Name/ Jméno:

Title/ Funkce: Sub-Investigator / Spoluzkousejici

Date / Datum: 13 -06- 2016

By/ Podepsal:
Authorised Signature/ podp itupce
Name/ Jméno:

Title/ Funkce:

13 -06- 2016

Date / Datum:

Krajskd zdravotni, a.s. — Nemocnice Most, 0.z.
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By/ Podepsal:
Authorised Sign

Name/ Jméno: N

10 -06- 2016

¢ného zastupce

Date / Datum:

By/ Podepsal:
Authorised Signature/
Name/ Jméno:

zastupce

Title/ Funkce: Microbiologist / mikrobiolog

14 -06- 2016
Date / Datum: ‘

By/ Podepsal:
Authorised Signature/ podpis zmocneneho zastupce

Name/ Jméno: NN

Title/ Funkce: Pharmacist / Lékarnik
14 -06- 2016

Date / Datum:

Krajska zdravotni, a.s. — Nemocnice Most, 0.z

D4280C00016
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EXHIBIT A PRILOHA A
PAYMENT TERMS PLATEBNI PODMINKY
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EXHIBIT B/ PRILOHA B
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30 January 2017

Krajska zdravotni, a.s.,
Socidlni péée 3316/12a
Severni Terasa

400 11 Usti nad Labem,
Czech Republic

Attn: Director / Principal Investigator

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

Study Title: “A  single blind, randomised,
multi-centre, active comtrolled, 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 (¢UTIs)” (the “Study™) bearing
protocol number D4280C00016

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 10" May, 2016 (“Effective Date™), shall in fact

Notice Letter to Clinical Trial Agreement

D4280C00016

PRAHEALTHSCIENCES

Jankovcova 1569/2¢ = 17000 Praha 7 Czech Republic

- I -

30. ledna, 2017

Krajska zdravotni, a.s.,
Socialni péce 3316/12a
Severni Terasa

400 11 Usti nad Labem,
Ceska republika

K rukam: Reditel / Hlavni ZkouSejici

RE: Smlouva o provedeni klinického
hodnoceni mezi Krajska zdravotni, a.s.
(“Zdravotnické zafizenf™), MUDr. Jifi Biolek
(“Zkousejici™), a spole€nosti Pharmaceutical
Research Associates CZ, s.r.o. (“PRA™) ze dne
28. &ervence, 2015, ve znéni Dodatku & 1 ze
dne 10. kvétna, 2016 (“Smlouva™)

Studie: “Jednoduse zaslepené,
randomizované, multicentrické  klinické
hodnoceni s aktivhi kontrolou hodnotici

bezpetnost, snasenlivost, farmakokinetiku a
ufinnost ceftazidimu a avibaktamu v
kombinaci 5 metronidazolem, ve srovnani
s cefepimem u déti od 3 mésici do 18 let véku
s komplikovanon infekei mocovych cest
(eUTTs)” (“Studie™ s &islem protokolu
D4280C00016

Dot¢enym osobam:

Utelem tohoto oznameni je upozornit Vis na
zmény dokumentii a potvrzeni, Z¢ dokument s
nazvem Dodatek ¢. 1 (“Dodatek ¢. 1%) ke
Smlouvé o provedeni klinického hodnoceni
mezi Zdravotnickym zaf{zenim, Zkousejicim a
PRA ze dne 10. kvétna, 2016 (“Datum

Page 1 of 2
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be effective retrospectively to the Effective Date of
Clinical Trial Agreement, i.e. 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 #] is
hereby stricken and replaced with “dated
retrospectively as of 28 July, 20157,

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,

PHARMACEUTICAL RESEARCH ASSOCIATES

By / Podeps:
Authorised Signature / podpis zmocnéného zastupce

Name / Jméno: [N

Title/ Funkece; proxy / prokuristka

Date / Datum: 0*’-%4_._& - OiY

KRAJSKA ZDRAVOTNI A.

By/ Podepsal: _
Authorised Signature/ podpis zmocnéného zastupee
Name/ Jméno: Ing. Peir Fiala

Title/ Funkce: General Director / Generalni feditel

10 -03- 2017

Date / Datum:

By/ Podepsal:
Authorised Signaturel I |10 Zastupce

Name/ Iméno: [ N RSN

Jankovcova 1569/2¢ ¢ 17000 Praha 7 Czech Republic

P . F

t¢innosti™) by mél byt korektné datovan zpé&tné
k datu déinnosti Smlouvy o provedeni
klinického hodnoceni, tedy k datu 28. Cervence,
2015 a to z toho divedu, Ze zmény provedené
Dodatkem &. 1 jsou aplikovatelné ke Smiouvé
ve znéni Dodatkl. Datum 0&innosti “10. kvétna,
2016” uvedeny v Preambuli Dodatku €. 1 je
timto odstranén a nahrazen “retroaktivné ke dni
28. Cervence, 2015”.

Viechna ostatni ustanoveni{ Smlouvy zfistanou v
plné platnosti a udinnosti. Obraf'te se na PRA s
phipadnymi dotazy tykajici se této zaleZitosti.
Tédime se na pokradujici spoluprici s Vasim
centrem.

S pozdravem,

C7Z, S.R.O.

15488627
(7 25458627

Title/ Funkce: Principal Investigator/Hlavni zkoudejici

Date / Datum; 15 -02- 2017
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ASSIGNMENT & CONTRACT
AMENDMENT # 2

THIS CONTRACT AMENDMENT # 2
(“Contract Amendment # 2”), dated retrospectively
as of 28 July 2015 (the “Effective Date”), is by and
between

Pharmaceutical Research Associates CZ, s.r.o.,
located at Jankovcova 1569/2¢c, 170 00, Praha 7,
Czech Republic, Identification number :
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, RG2 6AD, United Kingdom (the “PRA
Assignee™) and

Krajskd zdravotni, a.s,, located at Socidlnf pé¥e
3316/12a, Severnf Terasa, 400 11 Ust{ nad Labem,
Czech Republic, Identification number (IC):
25488627, TAX ID number (DIC): CZ25488627,
represented by Ing. Pefr Fiala, the general director
(the “Institution™) and

I vith vorkplace at Krajska

zdravotni, a.s. - Nemocnice Most, 0.z. located at
J.E.Purkyn¥ 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 S3dertilje, 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,

Revised March 2016

Krajské zdravotri, a.s. — Nemocnice Most, o.z. / [N
D4280C00016

DOHODA O POSTOUPENI &
DODATEK C. 2

TENTO DODATEK C. 2 (,Dodatek & 2
nabyva GEinnosti retroaktivn® ke dni 28 dervence,
2015 (déle jen ,detum Gfinnosti*), a uzavird se
mezi

Pharmaceutical Research Associates CZ, s.r.o.
se sidlem Jankovcova 1569/2¢c, 170 00 Praha 7,
Cesk4 republika, IC: 27636852, DIC: CZ27636852,
zastoupena , prokuristkou

(déle jen ,,PRA Postupitel®) a

Pharm Research Associates (UK) Ltd. se sidlem
500 South Oak Way, Green Park, Reading,
Berkshire, RG2 6AD, United Kingdom (déle jen
“PRA Postupnfk™) a

Krajskd zdravotni, a.s., se sidlem Socidln{ péte
3316/12a, Severnf Terasa, 400 11 Ust{ nad Labem,
Ceské republika, IC: 25488627, DIC: CZ25488627,
zastoupena Ing. Petrem Fialow, generdlnfm

Yeditelem (déle jen ,,Zdravotnické za¥izen{“) a

I s risiem vykonu price v

Krajskd zdravotni, a.s. - Nemocnice Most, 0.z,
JEPurkyn¥ 270, 434 64 Most, Ceskd republika,

(dale jen ,.ZkouXejfcf*).

Zdravotnické zatfzen{ a Zkoudejici mohou byt déle
souhrnn oznafovéni jen jako +Refitelské
centrum*”,

Spoletnost ASTRAZENECA AB, se sidlem
Sadertilie, SE-15185, Svédsko (ddle jen
“Zadavatel”) bude vykondvat roli Zadavatele pro
Studii jak je definovéna niZ¥e, a kterd smiuvng
povéfila spoletnost PRA (v rdmci samostatné
smlouvy) ktomu, aby plsobila jako smiuvni
vyzkumné organizace pro spole&nost AstraZeneca
ve vztahu k vedenf a organizaci provddén{ Studie,

Page 1 of 5



L

Confidentfal

Czech Republic / Assiinment and Contract Amendment # 2

WITNESSETH:

WHEREAS, under the terms of a certain
Clinical Trial Agreement dated 28 July, 2015, and
as amended by Confract Amendment #1 dated
retrospectively as of 28 July, 2015 (the
“Agreement”), by and between the parties, PRA
Assignor retained the Institution and the
Investigator to perform the research study entitled
“A gingle 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, sponsored by ASTRAZENECA,
AB (“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 # 2 ;

WHEREAS, the PRA Assignor wishes to
assign ali 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 hereinafter set forth, the
parties hereto agree as follows:

1. Change in_ the party 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

Revised March 2016

Krajské zdravotnl, a.s. — Nemocnice Most, o.z. /|
D4280C00016

PROHLASUJIC

JELIKOZ, dle podmfnek smlouvy o
klinickém hodnoceni uzavfené dne 28 &ervence
2015, ve zn&ni Dodatku &. 1 &inného retroaktivng
ke dni 28. ervence, 2015 (déle jen “Smlouva™)
mezi Stranami, PRA postupite]l pov&fila
Zdravotnické zakizeni a Zkoudejictho provést
klinickou vyzkumnou studii pod ndzvem
“Jednodufe zaslepené, randomizované,
multicentrické klinické hodnoceni s aktivni
kontrolou hodnotici bezpe¥nost, sn#¥enlivost,
farmakokinetiku a (innost ceftazidimu a
avibaktamu v kombinaci s metronidazolem, ve
srovnani s cefepimem u d&ti od 3 mé&sich do 18
let vEku s komplikovanou infekei mo¥ovych cest
(cUTIs)” (déle jen ,studie*) s &slem protokolu
D4280C00016, financovanou ASTRAZENECA,
AB (.Zadavate]“) a podrobn&ji popséna ve
Smlouvg; a

JELIKOZ, si Strany timto uzaviraji dal$i
dohodu za Ufelem zmény Smlouvy a pfeji si
zachytit tufo zmé&nu timto Dodatkem &, 2;

JELIKOZ, PRA Postupitel si timto pfeje
pfevést veSkeré své povinnosti a odpovédnosti ze
Smlouvy PRA Postupnikovi, a PRA Postupnik je
ochoten plijmout toto postoupeni. Zdravotnické
zafizenf a ZkouSejfci soublasf s takovym
postoupenim za podminek stanovenych niZe.

Z TOHO DUVODU, s ohledem na
pfedpoklady a vzijemné zdvazky, dohody a
podminky déle stanovené, se Strany dohodly
nésledng:

1. Zména smluvnf strany Smlouvy. S
utinnosti od vy¥e uvedeného data G&innosti

jsou velker4 préva a povinnosti vyplyvajic
ze Smlouvy ndleXici PRA Postupiteli
pfidéleny PRA Postupnikovi a PRA
Postupnik timto piijim4 takové postoupent.
Viechny odkazy na PRA Postupitele ve
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D4280C00016
accepts such assignment. All Smlouvé budou nadéle odkazovat na PRA
references to PRA Assignor in the Postupnika.

Apgreement shall hereafter refer to PRA

Assignee.

For avoidance of doubt, the invoice Za utelem vylouteni pochybnosti budou
information under Exhibit A - fakturaéni tdaje uvedené v Prloze A —
“Payment Terms” of the Agreement »Platebnf podminky* Smlouvy nahrazeny
will be replaced by the following: nésledujfcimi Adaji:

2. Ratification of Balance of 2. Ratifikace bilance Smlouvy., Ve viech

Agreement. In all other respects, ostatnich ohledech, podminky Smlouvy
the terms of the Agreement are jsou ratifikovini a potvrzené ka*dou ze
hereby ratified and affirmed by smluvnich stran,

each of the parties hereto.

3. Headings. The headings in this 3. Omateni. Oznafeni tohoto Dodatku &. 2 je
Contract Amendment # 2 are for pro zjednodusen{ pouze referendni a nemé
convenience of reference only and vliv na jeho celkovy vyklad.
shall not affect its interpretation,

Signature Page follows Nésleduje podpisova stranka

Revised March 2016 Page 3 of 5
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IN WITNESS WHEREOQF, the parties NA DUKAZ TOHO, Smluvn{ strany,
hereto, each by a duly authorized representative, kaZdd zastoupena svym povéfenym zéstupcem,
have executed this Contract Amendment # 2 as of podepsaly tento Dodatek & 2 ke dni uvedenému
the date first written above. vyse.

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

By / Podeps
Authorised Signature / podpis zmocnéného zistupce

Name / Jméno: [N
Title/ Funkce: proxy / prokuristka
Dete/Datum: \® - UM~}

PRA ASSIGNEE / PRA POSTUPNIK
PHARM RESEARCH ASSOCIATES (UK) LTD.

By / Podepsal:
Authorised Signature /"POUDI5 ZIMOCITEIIEN0 Zastupee
I
Name / Jméno: PRAHS
Clinical Operations
Title/ Funkee: "
12 JUL 20V
Date / Datum:
INSTITUTION / ZDRAYV|
By/ Podepsal:
Authorised Signature/ podpi

Name/ Jméno: Ing. Petr Fiala
Title/ Funkce: General Director / Generélni Feditel
Date / Datum: 16 -08- 2007

Revised March 2016 Page 4 of 5
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INVESTIGATOR / ZKOU

By/ Podepsal: » I
Authorised Signature/ podpi

Name/ Iméno: [N
Title/ Funkce: Investigator / Zkou3ejicl

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:

Krajskid zdravotni, a.s. located at Socidlni
pé&e 3316/12a, Severni Terasa, 400 11 Usti nad
Labem, Czech Republic, Identification number
(IC): 25488627, TAX ID number (DIC):
CZ25488627, represented by Ing. Petr Fiala,
general director (the “Institution™),

N it vorkplace at Krajské

zdravotni, a.s. — Nemocnice Most, 0.z., located
at I. E. Purkyné 270, 434 64 Most, Czech
Republic (the “Investigator™)

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 [D: 27636852)
of the below mentioned Agreement were
transferred.

WITNESSETH:

WHEREAS, under the terms of a
certain Clinical Trial Agreement dated 28"
July, 2015, as amended by Contract
Amendment #1 dated as of 10" 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 C. 3 KE SMLOUVE O

PROVEDENI KLINICKEHO
HODNOCENI
Tento DODATEK C. 3 KE
SMLOUVE 0 PROVEDENI

KLINICKEHO HODNOCENI (dile jen
Dodatek ¢. 3 ke Smlouvé*) nabyva G¢innosti
dnem posledniho podpisu niZe, nejdfive viak
dnem zvefejnéni v registru smluv (dale jen
»~datum ucinnosti*), mezi

Krajska zdravotni, a.s. se sidlem Socidlni
péée 3316/12a, Severni Terasa, 400 11 Usti nad
Labem, Ceska republika, IC: 25488627, DIC:
CZ25488627, zastoupena Ing. Petrem Fialou,
generalni Feditelem (dale jen ,Zdravotnické
zaf{zeni®),

I : istcm vykonu préce v

Krajska zdravotni, a.s. — Nemocnice Most, 0.z,
J. E. Purkyné 270, 434 64 Most, Ceskd
republika (“Zkousejici™)

a

spole¢nosti Pharm Research Associates (UK)
Ltd. se sidlem 500 South Oak Way, Green
Park, Reading, Berkshire, RG2 6AD, Velka
Britinie (dale jen ,PRA*), na kterou piesla
prava a povinnosti spole¢nosti Pharmaceutical
Research Associates CZ, s.r.o. (IC: 27636852),
z nize uvedené smlouvy.

NECHT JE STVRZENO:

VZHLEDEM K TOMU, ZE na
zékladé smlouvy o provedeni klinického
hodnoceni mezi smluvnimi stranami ze dne
28 cervence, 2015, ve znéni Dodatku ¢&. 1 ke
Smlouvé datovaného ke dni 10 kvétna, 2016 a
Dodatku ¢, 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
(cUTIs)”__(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.

I.1  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

spoleCnost PRA  zavéazala Zdravotnické
zafizeni a ZkouSejictho k provadéni klinické
vyzkumné studie pod nézvem “JednoduSe

zaslepené, randomizované, multicentrické
klinické hodnoceni s aktivni  kontrolou
hodnotici bezpeénost, snasenlivost,

farmakokinetiku a 1éinnost ceftazidimu a
avibaktamu ve srovnani s cefepimem u déti
od 3 mésicii do 18 let véku s komplikovanou
infekei mocovych cest (cUTIs)” (dale jen
Lstudie™), s cislem protokolu D4280C00016,
jez mize byt cas od €asu upraven (,,Protokol®),
sponzorované ze strany ASTRAZENECA AB
(,,Zadavatel”), jak je podrobnéji popsina ve
smlouvé; a

VZHLEDEM K TOMU, ZE
smluvni strany se dohodly na zméné obsahu
smlouvy, kterazto md byt zaznamenana v tomto
Dodatku €. 3 ke Smlouvé;

SE  TIMTO  sohledem  na
pfedpoklady a nasledujici vzajemné piisliby,
dohody a podminky dale ustanovené smluvni
strany dohodly takto:

1. Zména Zadavatele. 7 divodu zmény
Zadavatele  byla  upravena  Preambule
nasledovné:

Pfizer Inc., spole¢nost stitu Delaware, se

sidlem na adrese 235 East 42nd Street, New
York, NY 10017, IC: 13-5315170
(“Zadavatel”) pievezme roli Zadavatele ve
vztahu ke studii.

1. Od data G¢innosti budou odkazy na
Zadavatele v ramci smlouvy vykladany tak, Ze
odkazuji na spoleénost Pfizer Inc.;

2. Adresa pro oznameni. Od data
u¢innosti bude adresa Zadavatele pro oznameni
v ramei smlouvy nahrazena nasledovné:
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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.

D4280C00016
Pfizer Inc.
235 East 42nd Street
New York, NY 10017
USA
3. Konflikty, PouZzivini pojmu.

V piipadé rozporu mezi podminkami Smlouvy
a podminkami tohoto Dodatku ¢. 3 ke Smlouve,
pojmy a podminky souvisejici s i¢elem tohoto
Dodatku €. 3 ke Smlouvé budou prevaZovat.
Tam, kde je to vhodné, maji pojmy definované
ve smlouvé stejny vyznam jako v tomto
Dodatku €. 3 ke Smlouvé.

4. Potvrzeni obsahu smlouvy. Smluvni
strany timto potvrzuji, ze ve vSech ostatnich
ustanovenich zastava smlouva nezménéna.

5. Nadpisy.  Nadpisy uvedené v tomto
Dodatku ¢. 3 ke Smlouvé maji pouze
informativni vyznam a nemaji jakykoli vliv na
vyklad smlouvy.
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IN WITNESS WHEREOF, the parties hereto,
each by a duly authorized representative, have
executed this Contract Amendment #3 as of the
date of'last signature below.

PHARM RESEARCH A§

By / Podepsal: ]
Authorised Signature / Pod|

D4280C00016

NA DUKAZ TOHO, idné zmocnéni zastupci
smluvnich stran podepsali tento Dodatek ¢&. 3
ke Smlouvé ke dni posledniho podpisu, jak je
uvedeno niZe.

Name / Jméno: PRA Hs
;” Study Start Up
Title / Funkce: inical Operations

16 APR 2018

Date / Datum:

INSTITUTION /ZDRAV,OTNICKE
KRAJSKA ZDRAVOTNI, A.S.

By / Podepsal:
Authorised Signature / Podpis zmocnén

Name / Jméno: Ing. Petr Fiala

Title / Funkce:

05 -06- 2018

Date / Datum;

General Director / Generalni feditel e e

Krajska zdravotni, a.s
Socidlni péce 3316/12A
501 13 Ustinaa Labem

3 W o e

v d

INVESTIGATOR / ZKOUSEJICI
MUDR. JIRI BIOLEK

By / Podepsal:
Name / Jméno:

Title / Funkce: Investigator / ZKousejici

1 A F
Date / Datum: A 5 s
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