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SMLOUVA
O PROVEDENI KLINICKEHO HODNOCENI

mezi

AOP Orphan Pharmaceuticals AG

se sidlem: WilhelminenstraBe 91/Il f, Viden, A-1160,
Rakousko

zapsana v obchodnim rejstfiku, viozka FN 237770 m
DIC: ATU 57344706

jednajici: Dr. NN

(dale jen jako ,,AOP Orphan Pharmaceuticals AG*)

A

Fakultni nemocnici Kralovské Vinohrady

se sidlem Srobarova 1150/50, 100 34 Praha 10
zastoupena: Doc. MUDr. Robertem Grillem, Ph.D.,
MHA, feditelem

Cislo jednaci: KH 46/2018

Nakladové stfedisko: 35028

(dale jen ,, Poskytovatel )

A

Doc. MUDr. FrantiSkem Duskou, Ph.D

(dale jen ,ZkouSejici”)

(dale oznacovani jednotlivé jako ,Smluvni strana®
spole¢né pak jako ,Smluvni strany“, Poskytovatel a
ZkousSejici dale spole€né& oznacovani jako ,Smluvni

vy

partnefi”)

uzaviena nize uvedeného dne, mésice a roku podle
ustanoveni § 1746 odst. 2 zakona ¢.89/2012 Sb.,
ob&ansky zakonik, ve znéni pozdéjSich predpisli (dale
jen ,Smlouva®):

AGREEMENT
FOR THE PERFORMANCE OF A CLINICAL
TRIAL

between

AOP Orphan Pharmaceuticals AG

with its registered seat at: WilhelminenstraBBe 91/II
f, Vienna, A-1160, Austria

registered at Municipal Court, Insert FN 237770 m
VAT No.: ATU G
|

(hereinafter referred to as “AOP Orphan

Pharmaceuticals AG”)
And

Faculty hospital Kralovské Vinohrady

with its registered seat at Srobarova 1150/50,
10034 Praha 10

represented by Doc. MUDr. Robert Grill, Ph.D.,
MHA, director

Reference No.: KH 46/2018

Cost centre No.: 35028

(hereinafter referred to as "Provider")
And

Doc. MUDr. Duska FrantiSek, Ph.D

(hereinafter referred to as “Investigator”)

(hereinafter referred to individually as "Contracting
Party", collectively as "Contracting Parties",
Provider and Investigator collectively hereinafter
referred to as “Contract Partners”)

entered into on the below stated day, month and
year pursuant to § 1746 sect.2 of the Act
No. 89/2012 Coll.,, Civil Code, as amended
(hereinafter referred to as “Agreement”):
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Preambule

Vzhledem ktomu, Ze zadavatel AOP Orphan
Pharmaceuticals AG ve smyslu zakona ¢&. 378/2007
Sb., o IéCivech, pozédal Smluvni partnery, aby
provedli klinické hodnoceni s hodnocenym IéCivym
pfipravkem Landiolol dale jen ,Hodnoceny lék")
S ndzvem Multicentricka, prospektivni,
randomizovana, odslepena kontrolovana studie IV.
faze s Landiololem u pacientli v septickém Soku
na jednotce intenzivni péce s Cislem AOP Orphan
Pharmaceuticals AG LDLL 300.401 (dale jen
,Studie®), které je blize popsano v protokolu verze 3.0
z 28. kvétna 2018, ktery bude samostatné poskytnut
ZkouSejicimu, v€etné jeho naslednych zmén (jeho
posledni schvélena verze se déle oznacuje jen jako
~Protokol”),

vzhledem ktomu, ze Smiluvni partnefi vlastni
znalosti, zkuSenosti a zdroje nezbytné k provedeni
Studie, dle jejich nejlep§iho védomi maji pristup
k pozadovanému poctu subjektd hodnoceni dle kritérii
pro zafazenilvyfazeni, jak jsou stanoveny v Protokolu,
a jsou ochotni Studii provést,

proto se Smluvni strany dohodly nasledovné:

l. Pfedmét Smiouvy

1. Predmétem této Smlouvy je provedeni Studie
u Poskytovatele, rozdéleni povinnosti
souvisejicich se Studii mezi spoleCnost AOP
Orphan Pharmaceuticals AG a Smluvni partnery.
Pfedmétem této Smlouvy jsou zavazky
Smluvnich partnerd k provedeni Studie za
podminek sjednanych v této Smlouvé a zavazek
spole¢nosti AOP Orphan Pharmaceuticals AG
k uhradé odmény za fadné provedeni Studie.
Jakékoliv odchylky od Protokolu a dodatky
k Protokolu, vcetné, avSak nejen, jakéhokoli
vySetfovani nebo  hodnoceni  dopliujicich
klinickych ¢&i laboratornich parametr(i, vyzadu;ji
pfedchozi pisemny souhlas spole¢nosti AOP
Orphan Pharmaceuticals AG.

2. Pro odstranéni pochybnosti se sjednava, ze

Preamble

Whereas, the sponsor AOP Orphan
Pharmaceuticals AG taking into account Act No.
378/2007 Coll., on pharmaceuticals has requested
Contract Partners to conduct a clinical trial involving
the study drug Landiolol (hereinafter called the
“Study Drug”) entited Phase IV, multicenter,
prospective, randomized, open-label, controlled
study on Landiolol in patients with septic shock
resident in an Intensive Care Unit with the AOP
Orphan Pharmaceuticals AG number LDLL
300.401 |(hereinafter referred to as "Study") as
described in more detail in the protocol version 3.0
dated 28May2018] provided separately to
Investigator, as amended from time to time (latest
approved version hereinafter referred to as
"Protocol"),

whereas, Contract Partners possess knowledge,
experience and resources necessary for the
conduct of the Study, have — to the best of their
knowledge — access to the required number of trial
subjects with the inclusion/exclusion criteria as laid
down in the Protocol and are willing to conduct the
Study,

therefore, Contracting Parties agreed as follows:

l. Subject of the Agreement

1. Subject of the Agreement is the
performance of the Study at the Provider

and the allocation of Study related
obligations either to AOP  Orphan
Pharmaceuticals AG or to Contract

Partners. Subject of the Agreement are
covenants of the Contract Partners to
conduct the Study pursuant to the terms
and conditions agreed herein and the
covenant of AOP Orphan Pharmaceuticals
AG to pay the compensation for the due
conduct of the Study. Any deviations from
or amendments of the Protocol, including
without limitation any investigation or
evaluation of additional clinical or laboratory
parameters, require prior written approval
of AOP Orphan Pharmaceuticals AG.

2. For the avoidance of doubt it is agreed, that
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jakakoli prava anebo povinnosti spolecnosti
AOP Orphan Pharmaceuticals AG vyplyvajici
ztéto Smlouvy mohou byt vykonana anebo
splnéna pfimo zadavatelem Studie AOP
Orphan Pharmaceuticals AG, a vtakovém
pfipadé se tento vykon prava, resp. splnéni
povinnosti, povazuje za provedené
spole¢nosti AOP Orphan Pharmaceuticals AG
v souladu s touto Smlouvou.

Il. Povinnosti Smluvnich partnert

Smluvni  partnefi se  zavazuji  provést
a zdokumentovat Studii v pfisném souladu s (a)
Protokolem; a (b) podminkami této Smlouvy; a
(c) etickymi zasadami Helsinské deklarace; a (d)
Harmonizovanym Tfistrannym Guideline ICH pro
spravnou klinickou praxi a obecné pfijimanymi

standardy spravné klinické praxe; a (e)
pisemnymi pokyny a instrukcemi spoleCnosti
AOP Orphan Pharmaceuticals AG, jejich

Propojenych osob nebo ftfeti stranou ktomu
povéfenou, vyplyvajici a souvisejici se Studii, a
(f) platnymi a zavaznymi pravnimi pfedpisy a
etickymi kodexy, vcetné, avSak nejen, zakona
€. 378/2007 Sb. o lécivech, ve znéni pozdéjsich
predpist, zakonem ¢&. 372/2011 Sb.,, o
zdravotnich sluzbach, ve znéni pozdéjsich
predpisu, zakonem ¢&. 101/2000 Sb., o ochrané
osobnich udajli, ve znéni pozdéjSich predpisu
vyhladky €. 226/2008 Sb. o spravné Klinické praxi
a bliz8ich podminkach Kklinického hodnoceni
léCiv, vyhlasky ¢&.84/2008 Sb., o spravné
lékarenské praxi, bliz§ich podminkach zachazeni
s 1éCivy v lékarnach, zdravotnickych zafizenich a
u dalSich provozovatell a zafizeni vydavajicich
lécivé pripravky; a (g) veSkerych pfikaz a
smérnic prislusnych organi vefejné moci a

spravy a etickych komisi, jsou-li takové.
Poskytovatel se zavazuje poskytnout
odpovidajici zdroje a vybaveni k provadéni

Studie.

Studie bude u Poskytovatele provadéna pod
dohledem ZkouSejiciho, ktery za jeji provedeni
nese odpovédnost. ZkouSejici je odpovédnym
vedoucim skupiny  dalSich zkousejicich
UCastnicich se Studie v pfipadé, ze Studie je
u Poskytovatele provadéna vice nez jednim
zkouSejicim (taci dalSi zkouSejici se dale
oznaduji jako ,ZkuSebni tym lékafu“). Zkousejici
je odpovédny zlékafského hlediska za blaho

1.
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any right or obligation of AOP Orphan
Pharmaceuticals AG arising from this
Agreement may be exercised or fulfilled
directly by the Study sponsor AOP Orphan
Pharmaceuticals AG and in this case such
exercise or fulfilment shall be deemed as
done by AOP Orphan Pharmaceuticals AG
in accordance herewith.

Il. Responsibilities of the Contract Partners

Contract Partners shall perform and document
the Study in strict accordance with (a) the
Protocol; and (b) the terms and conditions of
this Agreement; and (c) the ethical principles of
the Declaration of Helsinki; and (d) the ICH
Harmonised Tripartite Guideline for Good
Clinical Practice as well as generally accepted
standards of Good Clinical Practice; and (e)
any Study-related instructions given in writing
by AOP Orphan Pharmaceuticals AG, an
Affiliate or a third party authorized by them; and
(f) the laws, regulations and code(s) of ethics,
including without limitation Act No. 378/2007
Coll., on Medicines, as amended, Act No.
372/2011 Coll.,, on healthcare service, as
amended, Act No. 101/2000 Coll., on personal
data  protection, as amended, Order
No. 226/2008 Coll., on Good Clinical Practice
and more detailed conditions on clinical trials of
medicines, Order No. 84/2008 Coll., on Good
Pharmacy Practice, more detailed conditions
for manipulation with medicines in pharmacies,
healthcare institutions and at other operators
and facilities dispensing medicines; and (g) any
and all orders and mandates of the relevant
governmental and administrative authorities
and ethic committees, if any. Provider shall
provide adequate resources and facilities for
the performance of the Study.

The Study at the Provider will be conducted
under the responsibility and supervision of
Investigator. Investigator is the responsible
head of the group of further participating
investigators in case the Study at the Provider
is performed by more than one investigator
(such further investigator/s hereinafter referred
to as “Study Team Physicians”). Investigator is
medically responsible for the well-being of the
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subjekttl hodnoceni ugastnicich se Studie. Ugast
kterékoli osoby ze ZkuSebniho tymu Iékaf( na
Studii predpoklada predchozi pisemny souhlas
stvrzeny podpisem dokumentu delegacni log.

ZkouSejici soucCasné slouzi pro AOP Orphan
Pharmaceuticals AG jako kontakini osoba
u Poskytovatele ve vztahu ke Studii.

Poskytovatel se zavazuje umoznit a ZkouSejici
se zavazuje zajistit, aby ZkuSebni tym Iékafl a
ostatni personal zahrnuty do provadéni Studie
(dale jen ,Clenové studijniho tymu*) jednali
v souladu s podminkami této Smlouvy.
Poskytovatel se prostfednictvim ZkouSejiciho
zavazuje zajistit, ze puavodni i novi ¢lenové
Zkuebniho tymu lékart a Clenové studijniho
tymu jsou Fadné proSkoleni, kvalifikovani a
vzdélani, obzvlast Ze se zuclasthuji vSech
Skolicich setkani o Studii. AOP Orphan
Pharmaceuticals AG méa pravo odmitnout
konkrétni Cleny studijniho tymu na zakladé
opravnénych davodu, pokud se AOP Orphan
Pharmaceuticals AG domniva, Ze nejsou
prislusné vzdélani a/nebo kvalifikovani.

Poskytovatel se zavazuje umoznit ZkouSejicimu,
Zkugebniho tymu lékafd a Clendm studijniho
tymu Gc&astnit se podle potfeby (avSak s ohledem
na provozni potfeby Poskytovatele) setkani
zkousejicich a telekonferenci uskute¢fiovanych
v pribéhu  Studie vrozsahu pozadovaném
spole¢nosti AOP Orphan Pharmaceuticals AG.

Kazdé  postoupeni  kterékoli  z povinnosti

Poskytovatele na zakladé této Smlouvy ftieti

strané vyZaduje pfedchozi pisemny souhlas

spolecnosti AOP Orphan Pharmaceuticals AG.

Udéleni takového souhlasu je na vyluéném

rozhodnuti spole¢nosti AOP Orphan

Pharmaceuticals AG. V pfipadé takového

postoupeni Poskytovatel :

(i) je povinen uzavfit pisemnou smlouvu se
subjektem, na né&jz svou povinnost pfenasi,
ktera bude obsahovat podminky, (a) které
jsou podobné podminkam této Smlouvy,
véetng, avSak nejen, Ihdt kplnéni
povinnosti, (b) na zakladé kterych treti
strana postoupi veSkera prava k Vysledkim
na Poskytovatele anebo AOP Orphan
Pharmaceuticals AG a (c) dle kterych treti
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trial subjects participating in the Study. The
involvement of any such Study Team
Physicians in the Study requires his/her prior
signature in the template of the study
delegation log.

Investigator also serves as the contact person
for AOP Orphan Pharmaceuticals AG with
regard to the Study at the Provider.

Provider shall allow and the Investigator shall
ensure that Study Team Physicians and other
personnel involved with the Study (hereinafter
referred to as “Study Team Members”) comply
with the terms and conditions of this
Agreement. Provider shall ensure through the
Investigator that initial and joining Study Team
Physicians and Study Team Members are
appropriately trained, qualified and educated,
in particular that they participate in all training
sessions regarding the Study. AOP Orphan
Pharmaceuticals AG shall have the right to
reject specific Study Team Members on
reasonable grounds, if AOP Orphan
Pharmaceuticals AG deems them not
appropriately trained and/or qualified.

Provider shall allow Investigator, Study Team
Physicians and Study Team Members, as
required (but with respect to the operating
needs of the Provider), to participate in the
investigator meetings and telephone
conferences conducted in the course of the
Study to the extent requested by AOP Orphan
Pharmaceuticals AG.

Any subcontracting of any of Provider's
obligations under this Agreement to a third
party requires a prior written permission by
AQOP Orphan Pharmaceuticals AG, the granting
of which shall be within AOP Orphan
Pharmaceuticals AG’s sole discretion. Provider
shall in case of subcontracting:

(i) be responsible to enter into a written
agreement  with the  subcontractor
containing terms that (a) are similar to the
terms of this Agreement, including —
without limitation — the time lines, (b)
assign all rights with regard to the
Results to Provider or AOP Orphan
Pharmaceuticals AG and (c) allows AOP
Orphan Pharmaceuticals AG or third
parties contracted by AOP Orphan
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strana umozni spole¢nosti AOP Orphan

Pharmaceuticals AG nebo  smluvnim
subjektim  spole¢nosti AOP Orphan
Pharmaceuticals AG a prislusnym

regulacénim Gfaddm provedeni auditl a
inspekci u takové treti strany, coZ souasné

neznamena omezeni povinnosti
Poskytovatele ve vztahu kauditim a
kontrolam; a

(i)  bude nést odpovédnost za jakékoli poruseni
takové povinnosti touto tfeti stranou a
zUstane pIné odpovédny za provedeni
Studie.

Smluvni partnefi se zavazuji vynalozit veSkeré
usili k zafazenillsubjektt hodnoceni do Studie
v souladu s pozadavky na zafazovani
a Ihatami stanovenymi v Protokolu. Tento cil
naboru mize byt pfekrocen a zvySovan, dokud je
zarazovani otevieno a podléha pisemnému
souhlasu spole€nosti AOP Orphan
Pharmaceuticals AG. Soucasné lhaty vztahujici
se k provadéni Studie jsou nasledujici:
Predpokladany  zacatek  naboru  subjektl
hodnoceni na tomto centru jcli G-
predpokladané ukon&enillllPredpokiadana
rychlost zafazovani neni specifikovana.

Oznami-li AOP Orphan Pharmaceuticals AG
Smluvnim partnerdm pisemné, Ze pozadovany
celkovy pocet subjektd hodnoceni pro Studii byl
jiz dosazen prostfednictvim dfivéjSiho naboru
provedeného jinymi centry, Smluvni partnefi se
zavazuji ihned zastavit dalSi ndbor do Studie a jiz
zadné dalSi subjekty hodnoceni nesmi byt
u Poskytovatele pfijaty.

Ptedpokladana délka trvani Studie je do [}

Smluvni partnefi se zavazuji zajistit, Ze Studie
bude provadéna v souladu
s povolenim/souhlasem  k ohlaseni  vydanym
Statnim ustavem pro kontrolu IéCiv a souhlasy
pfislusnych etickych komisi, které budou
Smluvnim partnerdm predany spolec¢nosti AOP
Orphan Pharmaceuticals AG. Smluvni partnefi se
zavazuji poskytnout spole¢nosti AOP Orphan
Pharmaceuticals AG soucdinnost pfi pFipravé
dokumentl tykajicich se Studie a predat
spole¢nosti AOP Orphan Pharmaceuticals AG
nebo treti strané urcené spolec¢nosti AOP Orphan
Pharmaceuticals AG bezodkladné vesSkera
prohlaeni nezbytna k povoleni Studie
regulaénimi organy a/nebo etickymi komisemi,
véetné, avSak nejen, (i) ProhlaSeni o finanénich

AOP Orphan Pharmaceuticals AG, Protocol No. LDLL 300.401, site S16_Dr. Duska — CONFIDENTIAL

Pharmaceuticals AG  and the relevant
authorities to perform audits and
inspections at such third parties’ site(s),
whereas this shall not limit Provider’s
audit and inspection responsibilities; and

(i)  be liable for any breach thereof by such
third party and remain fully responsible
for the performance of the Study.

Contract Partners shall use their best efforts to
include trial [JJfll subjects in the Study in
accordance with the enrolment requirements
and timelines set forth in the Protocol. This
number of subjects can be increased until
recruitment stop and it is subject to written
approval by AOP Orphan Pharmaceuticals AG.
The current time schedule for the conduct of
the Study is as follows:

Recruitment of the trial subjects at this site is
expected to begin infilland to be completed
until [ lExpected recruitment rate is not
specified.

If AOP Orphan Pharmaceuticals AG provides a
written notice to Contract Partners that the
requested overall number of trial subjects for
the Study has already been achieved through
earlier recruitment by competitive Study
centres, Contract Partners shall immediately
suspend further recruitment for the Study and
no further trial subjects shall be accepted for
the Study at the Provider.

Expected length of the study is until [

Contract Partners shall ensure that the Study
shall be conducted in compliance with the
approval issued by the State Institute for Drug
Control and approvals of the competent Ethics
Committees which will be handed over to
Contract partners by AOP  Orphan
Pharmaceuticals AG. Contract Partners shall
assist AOP Orphan Pharmaceuticals AG in the
preparation of necessary Study documents and
forward to AOP Orphan Pharmaceuticals AG
or a third party specified by AOP Orphan
Pharmaceuticals AG all  declarations
necessary for the approval of the Study by
regulatory authorities and/or ethics committees,
including without limitation, if applicable, (i)
Financial Disclosure Forms, (ii) CVs and (i)
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10.

zajmech, (ii) CV a (iii) potvrzeni o odpovidajicim
vybaveni mista hodnoceni. Smluvni partnefi se
zavazuji  zajistit, ze poskytnuté dokumenty
tykajici se Studie jsou Uplné a spravné.
Napfiklad, ProhlaSeni o finan¢nich zajmech musi
obsahovat veSkeré finanéni vztahy mezi
ZkouSejicim a kterymkoli ¢&lenem ZkuSebniho
tymu lékar(, a jejich finanéni zajmy na jedné

strané a spole¢nosti AOP Orphan
Pharmaceuticals AG, anebo kteroukoli
spoleCnosti propojenou se spolec¢nosti AOP

Orphan Pharmaceuticals AG, na strané druhé,
véetné, av8ak nejen, odmény nebo jiného
finanéniho prospéchu pfijatého kazdym z nich od
spolec¢nosti AOP Orphan Pharmaceuticals AG
nebo kterékoli ze spole€nosti propojenych se
spolec¢nosti AOP Orphan Pharmaceuticals AG
za konzultaéni ¢innosti nebo jiné sluzby
nepokryt¢é touto  Smlouvou. Potvrzeni o
finanénich zajmech by méla byt predloZzena
v pribéhu a po skonceni Studie. ,Propojenou
osobou” se rozumi jakakoli pravnicka osoba nebo
spoleCnost, ktera pfimo nebo nepfimo,
prostfednictvim jednoho ¢i vice prostfednikd,
vykonava kontrolu, je kontrolovana anebo je pod
spole€nou kontrolou se smluvni stranou.

ZkouSejici se zavazuje vSechny subjekty
hodnoceni odpovidajicim zpisobem informovat o
cilech, metodach, prfedpokladanych pfinosech a
potencidlnich rizicich Studie a o okolnostech, za
kterych by jejich osobni (daje mohly byt
zpfistupnény spole¢nosti AOP Orphan
Pharmaceuticals AG, jejim Propojenym osobam,
pfislusnym organdm, tfetim stranam, jez
poskytuji  sluzby spole¢nosti AOP Orphan
Pharmaceuticals AG a/nebo etickym komisim.
ZkouSejici se zavazuje =zajistit, Ze subjekty
hodnoceni se zuCastni Studie teprve poté, co
podepisi  informovany  souhlas subjektu
hodnoceni poskytnuty spole¢nosti AOP Orphan
Pharmaceuticals AG. Pokud subjekt hodnoceni
svlj souhlas v pribéhu Studie odvola, Smluvni
partnefi nesmi ve vztahu ktomuto subjektu
hodnoceni provést zadné dalSi postupy v ramci
Studie vyjma pfipadnych opatfeni tykajicich se
nasledného sledovani a predepsanych
Protokolem, s nimiz subjekt hodnoceni souhlasil.
Nasledna lécba subjektu hodnoceni je vyhradni
lékarskou odpovédnosti Smluvnich partnerd.

Smluvni partnefi se zavazuji zajistit, Ze subjekty
hodnoceni nebudou zafazeni u Poskytovatele
do zadné jiné studie v pribéhu Studie ani béhem

10.

confirmation of adequate site facilities without
delay. Contract Partners shall ensure that
forwarded Study documents are complete and
correct. For example, the Financial Disclosure
Forms, if applicable, shall contain any and all
financial relations between and interests of the
Investigator and any Study Team Physicians
and AOP Orphan Pharmaceuticals AG or any
of AOP Orphan Pharmaceuticals AG s
Affiliates, including — but not limited to -
remuneration or other financial benefits
received by each of them from AOP Orphan
Pharmaceuticals AG or any of AOP Orphan
Pharmaceuticals AG’s Affiliates for consultancy
or other services not covered by this
Agreement. With regard to Financial Disclosure
Forms, submission requirements shall be
fulfilled during and after completion of Study.
“Affiliate” shall mean any entity or company
which directly or indirectly, through one or more
intermediaries, controls, is controlled by or is
under common control with a party.

The Investigator shall inform all trial subjects
adequately of the aims, methods, anticipated
benefits and potential hazards of the Study and
the circumstances under which their personal
data might be disclosed to AOP Orphan
Pharmaceuticals AG, its Affiliates, competent
authorities, third parties who perform services
for AOP Orphan Pharmaceuticals AG and/or
ethics committees. The Investigator shall
ensure that the trial subjects only participate in
the Study after signing the trial subject's
informed consent provided by AOP Orphan
Pharmaceuticals AG. If such consent is
revoked in the course of the Study, no further
Study related procedures must be performed
by Contract Partners with regard to the
respective trial subject except for any Study
related follow-up measures laid down in the
Protocol and consented to by trial subject.
Subsequent treatment of the trial subject lies in
the sole medical responsibility of Contract
Partners.

Contract Partners shall ensure that the trial
subjects involved in the Study at the Provider
do not participate in any other study at the
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11.

12.

13.

14.

doby preruseni Studie specifikované v Protokolu
bez pfedchoziho pisemného souhlasu
spolecnosti AOP Orphan Pharmaceuticals AG.

Pokud v pribéhu Studie u Poskytovatele dojde
k poSkozeni  zdravi  subjektu  hodnoceni,
ZkouSejici se zavazuje informovat o kazdém
takovém pfipadu spole¢nost AOP Orphan
Pharmaceuticals AG faxem nebo emailem (i)
v pfipadé zavazného nezadouciho ucinku a/nebo
zavazné nezadouci prihody a/nebo v pfipadech
téhotenstvi, jsou-li takové, nejpozdéji do 24 hodin
od zjisténi a (ii) v pfipadé nezadouciho ucinku
a/nebo nezadouci pfihody neprodlené v ramci
lhat stanovenych v Protokolu a jinych pokynech
danych spole¢nosti AOP Orphan
Pharmaceuticals AG o hlaSeni dat tykajicich se
bezpecnosti. Soucasti takového hlaSeni musi byt
také posouzeni pfi€inné souvislosti.

ZkouSejici se zavazuje okamzité zodpovédét
vSechny dotazy spole¢nosti AOP Orphan
Pharmaceuticals AG nebo osob povéfenych
spole¢nosti AOP Orphan Pharmaceuticals AG
tykajici se dokumentace nezadouci udalosti. Toto
zahrnuje, av8ak nejen, aktivni nasledné
sledovani a objasnéni pfislusnych nesrovnalosti

v hlaSenich nezadoucich pfihod a pfipadl
téhotenstvi. Za ucCelem hlaSeni nezadoucich
pfihod a pfipadd teéhotenstvi je Zkousejici
povinen pouzivat formulare poskytnuté

spole€nosti AOP Orphan Pharmaceuticals AG,
jsou-li takové.

B&hem a po skonleni Studie se zavazuji Smluvni
partnefi prfedlozit spole¢nosti AOP Orphan
Pharmaceuticals AG veSkeré dokumenty pfijaté
od Ufadu, etickych komisi a/nebo pfislusnych
regulaénich organt tykajici se jakychkoli
souhlasitc nebo povoleni nebo pfislusné
komunikace vztahujici se k bezpeCnosti ve
vztahu ke Studii do 24 hodin od jejich obdrzeni.

Spole¢nost AOP Orphan Pharmaceuticals AG
doda Hodnoceny Iék do nemocni¢ni Iékarny
Poskytovatele, ktery bude oznalen v souladu
s pokynem SUKL LEK-12 — Podminky pro
klinicka hodnoceni [éCivych pfipravku
v lékarnach. Smluvni partnefi se zavazuji
pouzivat Hodnoceny Iék vyhradné pro ucely
provadéni  Studie a pouze  zplsobem
specifikovanym v Protokolu. Smluvni partnefi
jsou odpovédni za Fadné pfijimani, pouZzivani,

11.

12.

13.

Provider during the course of this Study and
during any suspension period specified in the
Protocol without the prior written approval of
AQOP Orphan Pharmaceuticals AG.

If in the course of the Study at the Provider a
trial subjects' health is injured, Investigator
shall inform AOP Orphan Pharmaceuticals AG
of any such case by fax or email (i) in case of
serious adverse reactions and/or serious
adverse events and/or, if applicable,
pregnancies, within 24 hours of awareness the
latest and (ii) in case of adverse reactions
and/or adverse events immediately within the
timelines stipulated in the Protocol and other
instructions on safety related data reporting
provided by AOP Orphan Pharmaceuticals
AG. Such reporting shall be done together with
an assessment of causality.

Investigator shall promptly respond to any
query from AOP Orphan Pharmaceuticals AG
or dedicated agents of AOP Orphan
Pharmaceuticals AG regarding adverse event
documentation. This includes — but is not
limited to — active follow up on and clarification
of relevant inconsistencies in adverse event
and pregnancy reports. For reporting adverse
events and pregnancies, Investigator shall use
the relevant forms provided by AOP Orphan
Pharmaceuticals AG, if applicable.

During and after the Study, Contract Partners
shall submit to AOP Orphan Pharmaceuticals
AG copies of any documents received from
authorities, ethics committee/s, and/or other
relevant regulatory body regarding any
approvals or authorisations or safety relevant
communication with respect to the Study within
24 hours following their receipt.

14. AOP Orphan Pharmaceuticals AG shall deliver

Study drug to pharmacy of the Provider. Study
drug shall be labelled in accordance with
SUKL guideline LEK -12 - Conditions for
clinical trials of drug in pharmacies. Contract
Partners shall use the Study Drug exclusively
for the purpose of conducting the Study and
only as specified in the Protocol. Contract
Partners are responsible for the proper use,
handling, storage and keeping detailed and
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15.

16.

nakladani, skladovani a vedeni dikladné a
pfesné evidence zachazeni s Hodnocenym
lékem v prabéhu Studie v souladu s pozadavky
spravné klinické praxe a spravné lékarenské
praxe. Poskytovatel se zavazuje pfijimat
Hodnoceny lék ve své Ustavni lékarné v pracovni
dny od 7.00 do 16.00 hodin, vni je Fadné
uchovavat a evidovat a vydavat Hodnoceny lék
Clenim zku$ebniho tymu, nebo ostatnim
osobam oproti fadné vystavené Zzadance. Navic
se Smluvni partnefi zavazuji vratit anebo zajistit,

na naklady spoleénosti AOP  Orphan
Pharmaceuticals AG, fadnou likvidaci
nepouzittho Hodnoceného 1éku, pokud si

spole¢nost AOP Orphan Pharmaceuticals AG

likvidaci vyzadala, a tuto likvidaci fadné
zdokumentovat.

Kdykoli o to spole¢nost AOP Orphan
Pharmaceuticals AG pozada, =zavazuji se

Smluvni partnefi podat hlaseni o postupu ve
Studii u Poskytovatele v€etné udaji o
zarazovani subjektl hodnoceni.

ZkouSejici je povinen shromazdovat data a
vkladat je do 48 hodin od jejich vytvofeni do
elektronickych zéznamovych listd (dale jen
,CRF*) vsouladu s podrobnymi instrukcemi
stanovenymi v Protokolu. ZkouSejici se zavazuje
pravidelné predavat spole€nosti AOP Orphan
Pharmaceuticals AG CRF a veSkerou
dokumentaci vyzadovanou Protokolem (pokud to
nevylu€uji pravni pfedpisy), aby je spolecnost
AQOP Orphan Pharmaceuticals AG mohla pfimo ¢i
prostfednictvim  jiného  subjektu  prabézné
zpracovavat. V pfipadé prodleni s vkladanim
udaju je spole€nost AOP Orphan
Pharmaceuticals AG opravnéna, na zakladé
pisemného oznameni doruéeného Zkousejicimu,
zastavit  zafazovani  subjektu hodnoceni
ZkousSejicim az do doby, kdy je vkladani udaju
aktualizované. Pokud bude mit toto za nasledek
prodleni v zafazovani subjektd hodnoceni,
spole€nosti AOP Orphan Pharmaceuticals AG
pFislu§i prava stanovena vodstavci 12.4.
Neprodlené po oSetfeni posledniho ze subjektl
hodnoceni musi byt dokoneno vlozeni
veSkerych zbyvajicich zaznamd do CRF, a CRF,
souvisejici dokumentace a rovnéZz nepouZité
CRF v papirové podobé, jsou-li takové, musi byt

predany spolecnosti AOP Orphan
Pharmaceuticals AG anebo na pozadani a
naklady spole¢nosti AOP Orphan

Pharmaceuticals AG zni¢eny. Pouzivaji-li se ve

15.

16. The

accurate records of handling with the Study
Drug in the course of the Study pursuant to
requirements of the good clinical practice and
good pharmacy practice. Provider undertakes
to receive the Study Drug in its Constitutional
pharmacy in business days between 7:00 am
and 4:00 pm, store, keep records of and
dispense the Study Drug to the Study Team
Members or other persons upon an order or a
prescription. In addition, Contract Partners
shall return unused quantities or arrange for
proper destruction of Study Drug, at the
expense of AOP Orphan Pharmaceuticals AG,
if AOP Orphan Pharmaceuticals AG has
requested such destruction, and document
this adequately.

At any time on AOP Orphan Pharmaceuticals
AG’s request, Contract Partners shall report on
the progress of the Study at the Provider,
including recruitment figures.

Investigator is responsible for the
collection of data and entry thereof within 48
hours of generating the data in the electronic
case report forms (hereinafter referred to as
“CRFs”) in accordance with the specifications
set forth in the Protocol. The CRFs and any
documentation required by the Protocol
(unless prohibited by laws) shall regularly be
forwarded to AOP Orphan Pharmaceuticals
AG by the Investigator in order to enable AOP
Orphan Pharmaceuticals AG to process the
data or have it processed on a continuous
basis. In case of delays of data entry AOP
Orphan Pharmaceuticals AG has the right by
giving written notice to Investigator to stop
enrolment by the Investigator until data entry
is up to date. If this results in delays in trial
subject recruitment, AOP Orphan
Pharmaceuticals AG shall have the rights set
forth in Section 12.4. Immediately after the
treatment of the last trial subject, all
outstanding CRF entries shall be completed
and CRFs, related documentation as well as
unused paper CRFs, if applicable, shall be
forwarded to AOP Orphan Pharmaceuticals
AG or destroyed at their expense upon AOP
Orphan Pharmaceuticals AG’s request. In
case electronic CRFs are used in the Study,
AQOP Orphan Pharmaceuticals AG will provide
access to electronic CRFs of trial subject to
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17.

Studii elektronické evidencéni zaznamové listy
subjektu hodnoceni, AOP Orphan
Pharmaceuticals AG poskytne pfistup do
elektronického evidencniho zaznamového listu
subjektu hodnoceni ZkouSejicimu. Navic AOP
Orphan Pharmaceuticals AG poskytne finalni
elektronické evidenéni zaznamové listy subjektu
hodnoceni (End of Study PDFs) ZkouSejicimu na
digitalnim mediu (tj. kompaktni disk, pamétové
medium USB) a ZkouSejici po obdrzeni potvrdi

Citelnost vySe zminénych  elektronickych
evidencnich  zaznamovych listl  subjektu
hodnoceni. Povinnosti ZkouSejiciho je ovéfit

uplnost finalniho elektronického evidenéniho
zaznamového listu subjektu hodnoceni podle
instrukci poskytnutych spoleénosti AOP Orphan
Pharmaceuticals AG. ZkouSejici se zavazuje
zajistit, Ze tato data budou archivovana v souladu
s pFisluSnymi ¢eskymi pravnimi pfedpisy a budou
k dispozici pro budouci inspekce a audity.
ZkouSejici se zavazuje poskytovat soucinnost pfi
pohotovém  objasfiovani jakychkoli dotazl
tykajicich se udaju v CRF a vénovat se témto
dotaz(im a zodpovidat je nejpozdéji ve lhaté 3-5
(tFi az péti) pracovnich dnu. Spole¢nost AOP
Orphan Pharmaceuticals AG muze pozadovat
odpovédi i v krat§im Casovém uUseku s ohledem
na klicova stadia Studie, jako napf. dista
databaze. Zkousejici se dale na zadost
spole€nosti AOP Orphan Pharmaceuticals AG
zavazuje poskytovat pfiméfenou soucinnost pfi
ptipravé celkové zpravy o Studii. Zkousejici je
dale povinen spolu s dokumentaci uvedenou
vySe dolozit pfislusné vzorky a klinické udaje pro
naplnéni uc€elu popsaného v Protokolu v souladu
s pozadavky v ném uvedenymi (dale jen ,Slozky
subjektd hodnoceni”).

Poskytovatel se zavazuje uchovavat veSkerou
dokumentaci a elektronickou dokumentaci,
véetng, av8ak nejen, zdrojové dokumentace a
slozky zkouSejiciho, vyzadovanych ICH pfedpisy
a pfisludsnymi pravnimi pfedpisy upravujicimi
provadéni Studie, po delSi z nasledujicich dvou
dob: 1) patnact (15) let po skon&eni Studie nebo

2) jakoukoli del§i dobu pro archivaci
dokumentace stanovenou pfislusSnymi pravnimi
pfedpisy. Studijni dokumentace musi byt

uchovdvdna na vhodném mist€ a vhodnym
zplisobem a Poskytovatel je povinen vést
zdznamy o misté, kde je dokumentace Studie
uchovavéana, aby tato byla k dispozici na zadost
monitora, etické komise, auditora nebo
pfisluSnych Ufadl. Poskytovatel je povinen

the Investigator. Furthermore, AOP Orphan
Pharmaceuticals AG will provide the final trial
subject electronic CRFs (End of Study PDFs)
to the Investigator on digital data media (e.g.
CDs, USB memory sticks) and the Investigator
shall confirm that data is readable. It is
Investigator’s responsibility to verify the
completeness and correctness of the End of
Study PDFs according to instructions provided
by AOP Orphan Pharmaceuticals AG. The
Investigator shall ensure that such data is
archived according to Czech laws and made
available  for  future  audits/inspections.
Investigator agrees to assist in the prompt
clarification of any queries related to CRF data
and shall attend to and respond to such
queries within 3-5 (three to five) business
days the latest. Shorter response times may
be requested by AOP Orphan
Pharmaceuticals AG with respect to key Study
milestones, such as clean database.
Furthermore Investigator shall reasonably
assist in the preparation of the overall Study
report upon AOP Orphan Pharmaceuticals
AG’s request. | If applicable, Investigator shall
in addition to the documentation specified
above, provide the following samples and
associated clinical data for the purposes
described in the Protocol to AOP Orphan
Pharmaceuticals AG in accordance with the
specifications set forth therein (hereinafter
referred to as “Trial Subject Sets”).

17. Provider shall retain all documents and e-
documents, including without limitation,
source documents and investigator site
files, required by ICH guidelines and by
applicable laws relating to the Study for the
longer of the two following periods, 1)
fifteen (15) years as of end of Study, or 2)
any longer record retention period
mandated by any national or local laws,
rules or regulations. The  Study
documentation shall be retained securely in
an appropriate location and manner and
Provider shall keep record of the place
where the Study documentation is stored to
ensure that it is available upon monitor’s,
IRB/EC’s, auditor’s or authorities’ request.

9/33

Version 20Jul2018
Agreement between AOP Orphan Pharmaceuticals AG, Institution and Investigator for the performance of a clinical trial



AOP Orphan Pharmaceuticals AG, Protocol No. LDLL 300.401, site S16_Dr. Duska — CONFIDENTIAL

18.

spole€nost AOP Orphan Pharmaceuticals AG
informovat v pfipadé, Ze planuje archivovat
dokumentaci Studie mimo své vlastni prostory.
Po uplynuti doby archivace neni Poskytovatel
opravnén zlikvidovat zadnou dokumentaci Studie
bez souhlasu spoleénosti AOP  Orphan
Pharmaceuticals AG a na zadost a naklady
spole¢nosti AOP Orphan Pharmaceuticals AG je
povinen predat dokumenty spolec¢nosti AOP
Orphan Pharmaceuticals AG nebo tfeti osobé
uréené spole€nosti AOP Orphan
Pharmaceuticals AG vrozsahu, vjakém to
dovoluji pravni predpisy. Poskytovatel je povinen
informovat spole€nost AOP Orphan
Pharmaceuticals AG o vesSkerych zménach ve
zdrojové dokumentaci (napf. zavedeni i
vyfazeni systému elektronickych zaznam).
Poskytovatel provede bezplatnou archivaci 5 let
v souladu se zakonem ¢&. 378/2007 Sb. a na
dalSich 10 let provede zpoplatnénou archivaci —
B - sivdi - I -2 subjekt
hodnoceni. Na zpoplatnénou archivaci bude
vystavena faktura po podpisu smlouvy. AOP
Orphan Pharmaceuticals AG v predstihu 6
mésicl od konce zpoplatnéné archivace oznami
Poskytovateli, ze trva na dals$i archivaci a uhradi
naklady stim spojené. Za kazdy dalsi rok
archivace uhradi spole¢nost AOP Orphan
Pharmaceuticals AG Poskytovateli [ za
studii + Il za subjekt hodnoceni V piipads,
Zze ve shora uvedené Ihaté AOP Orphan
Pharmaceuticals AG nesdéli pozadavek na dalsi
archivaci ¢i neuhradi poplatek na dal$i archivaci,
ma se za to, Ze je Poskytovatel opravnén
k likvidaci v8ech archivovanych dokumentu
Studie

Smluvni partnefi jsou si védomi, Ze spole€nost
AOP Orphan Pharmaceuticals AG nebo tfeti
strana jejim jménem dukladné monitoruje
provadéni Studie a pravidelné navstévuje
Poskytovatele. Smluvni partnefi se zavazuji
pfiméfené podporovat tyto monitorovaci aktivity,
mimo jiné poskytnutim pfistupu monitorovi do
prostor a k datim dle potfeby a spolupracovat se
spolec¢nosti AOP Orphan Pharmaceuticals AG
nebo pfislusnou tfeti stranou v tomto ohledu. Na
zadost spolec¢nosti AOP Orphan Pharmaceuticals
AG je ZkouSejici povinen se zucastnit osobni
diskuze.

Spole¢nost AOP Orphan Pharmaceuticals AG
ma pravo provadét audit zaznam( Smluvnich

Provider shall notify AOP Orphan
Pharmaceuticals AG in the event that
Provider plans to store Study
documentation outside of its own premises.
After expiry of the retention period, Provider
shall not destroy any Study documentation
without AOP Orphan Pharmaceuticals AG’s
approval, and, wupon AOP Orphan
Pharmaceuticals AG's request and their
expense, transfer documents to AOP
Orphan Pharmaceuticals AG or a third
party designated by AOP Orphan
Pharmaceuticals AG to the extent permitted
by law. Provider shall notify AOP Orphan
Pharmaceuticals AG about any changes in
source documentation (e.g. introduction or
retirement of an electronic records system).
Provider shall archive study documents 5
years in accordance with Act No. 378/2007
Coll., and next 10 years shall be archived at
B o< study and I per trial
subject. Paid archival period shall be
invoiced after signing of the Agreement.
AOP Orphan Pharmaceuticals AG shall
contact Provider 6 months before expiration
of paid archival period and notify Provider
to continue with archiving and pay archival
fee. For each additional year of archiving,
AOP Orphan Pharmaceuticals AG will pay
to the Provider | per study + Gz
per ftrial subject. Provider shall destroy
study documents if AOP  Orphan
Pharmaceuticals AG does not contact
Provider in given timeframe with its request
for further archiving or does not pay
archival fee for next year.

18. Contract Partners are aware that AOP Orphan
Pharmaceuticals AG or a third party on behalf
of AOP Orphan Pharmaceuticals AG is
monitoring the conduct of the Study closely and
is visiting the Provider on a regular basis.
Contract Partners agree to appropriately
support such monitoring activities, including
without limitation by providing such monitor
with access to the facilities and data as
required, and cooperate with AOP Orphan
Pharmaceuticals AG or the relevant third party
in this regard. Investigator shall be available
for personal discussion, if requested by AOP
Orphan Pharmaceuticals AG.

AOP Orphan Pharmaceuticals AG retains the
right to audit Contract Partner's records, any
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19.

partnerd, veSkeré jiné dokumentace a prostor
souvisejicich s provadénim Studie, a to kdykoli
v pribéhu a/nebo po dobu 15 let po skonceni
Studie a bez jakychkoli narokl Smluvnich
partnerd na zvlastni platbu. Takovy audit je
spole¢nost AOP Orphan Pharmaceuticals AG
nebo ktomu spole€nosti AOP  Orphan
Pharmaceuticals AG povérfena treti strana
povinna ohlasit v€as s pfiméfenym predstihem.
Smluvni partnefi jsou povinni poskytovat
spolecnosti AOP Orphan Pharmaceuticals AG
nebo ji povéfenym monitordm soucinnost pfi
plnéni jejich uloh v souladu s Protokolem a
podniknout veskeré pfiméfené kroky pozadované
spole¢nosti AOP Orphan Pharmaceuticals AG za
Ucelem odstranéni nedostatk( zjiSténych béhem
auditu. Audit bude provadén v pracovnich dnech
v bé&Znou pracovni dobu.

Navic se Smluvni partnefi zavazuji, ze béhem a
po skonc€eni Studie umozni a budou podporovat
veSkeré kontroly odpovédnych Gfadd bez
jakychkoli narokl na zvlastni odmeénu ¢i nahradu.
Smluvni  partnefi jsou povinni informovat
spoleénost AOP Orphan Pharmaceuticals AG o
kazdé takové inspekci & zadméru odpovédnych
Ufadu takovou inspekci provést ihned poté, co se
0 nich dovi. Smluvni partnefi se zavazuji
umoznit, aby spoleénost AOP  Orphan
Pharmaceuticals AG mohla byt pfitomna na
kazdé inspekci provadéné odpovédnymi Urady
nebo podobnymi institucemi, za pfedpokladu, ze
je to mozné. Prfed vyjadfenim se k nalezim
takové inspekce, budou-li néjaké, jsou Smluvni
partnefi povinni odpovéd posoudit a
prodiskutovat se spole¢nosti AOP Orphan
Pharmaceuticals AG.

Smluvni partnefi nesmi vyuZivat sluzeb, bez
ohledu na jejich objem, zadné osoby, jiz bylo
poskytovani téchto sluzeb zakazano, ktera je
vedena na seznamu nezadoucich osob, je ji
zakazana cinnost nebo je objektem vySetfovani
ze strany statniho orgéanu s hrozici sankci zdkazu
¢innosti, vylou€eni nebo zafazeni na seznam
nezadoucich osob nebo s jakoukoli jinou hrozici
sankci vramci kteréhokoli pravniho fadu na
svété. Smluvni partnefi déle zavazné prohlasuji,
Ze ani jim ani jejich zaméstnancim, agentim ¢i
zastupcum, ktefi se ucCastni provadéni Studie,
nebylo zakazano provadét c&innosti, jez jsou
provadéné vramci Studie, nebyli vyfazeni,
uvedeni na seznam nezadoucich osob nebo jim
nebyla zakazana ¢&innost vramci rozhodnuti

19.

and all other documentation and the facility
relating to the Study at any time during and/or
another 15 years following the Study without
extra charge. Such audit will require
reasonable prior written notice by AOP Orphan
Pharmaceuticals AG or AOP Orphan
Pharmaceuticals AG authorized third party.
Contract Partners shall assist AOP Orphan
Pharmaceuticals AG or its designated monitors
in the performance of their tasks pursuant to
the Protocol and take any and all reasonable
actions requested by AOP  Orphan
Pharmaceuticals AG to cure deficiencies noted
during an audit. Audit shall be performed
during operating hours in business days.

Furthermore, Contract Partners shall, during
and after the Study, allow and support any
inspections of responsible authorities without
extra charge. Contract Partners shall inform
AOP Orphan Pharmaceuticals AG about any
such inspection and the intent of responsible
authorities to conduct such inspection upon
gaining knowledge thereof. Contract Partners
will allow AOP Orphan Pharmaceuticals AG to
be present at any inspection by responsible
authorities or similar institutions provided it is
possible. Prior to responding to the findings of
any such inspection, if any, Contract Partners
shall review and discuss such response with
AQOP Orphan Pharmaceuticals AG.

Contract Partners shall not use in any capacity
the services of anyone debarred, disqualified,
blacklisted or banned or under investigation or
threat of investigations by regulatory authority
for debarment, disqualification, blacklisting or
any similar regulatory action in any jurisdiction
anywhere in the world. Furthermore, Contract
Partners represent and warrant that neither
them nor their employees, agents or
representatives involved in the performance of
the Study have been debarred, disqualified,
blacklisted or banned by regulatory authority,
nor that they are currently, to the best of its
knowledge, the subject of such a debarment,
disqualification,  blacklisting or  banning
proceeding. During the term of this Agreement,
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statniho orgéanu,

ani podle jeho nejlepSiho

védomi v sou¢asné dobé neprobiha zadné fizeni
tykajici se takového zakazu ve vztahu k témto
osobam, vylou€eni nebo zafazeni na seznam
nezadoucich osob. Smluvni partnefi se zavazuji

v pribéhu

Studie  neprodlené  informovat

spoleénost AOP Orphan Pharmaceuticals AG,
pokud bude zahajeno takové fizeni o zékazu,
vylou€eni nebo uvedeni na seznam nezadoucich
0sob v souvislosti s provadénim &innosti, jez jsou
pfedmétem Studie, ve vztahu ke ZkouSejicimu,
Poskytovateli ¢i jeho zaméstnanci, agentovi nebo
zastupci, ktery se u€astni provadéni Studie.

20. V pfipadé, Zze ZkouSejici pfestane vykonavat

21.

své povolani u Poskytovatele, Poskytovatel je
povinen o této skuteCnosti informovat
spole¢nost AOP Orphan Pharmaceuticals AG
neprodlené poté, co se o tom dovi, a
souCasné navrhnout fadné kvalifikovanou
osobu jako nového Zkousejiciho. AOP Orphan
Pharmaceuticals AG ma pravo vznést namitky
vuCi tomuto nahrazeni. Poskytovatel se
zavazuje s vynalozenim maximalniho usili
pozadovat po novém Zkousejicim, aby se
pisemné zavazal kdodrzovani podminek
sjednanych v této Smlouvé. Pokud
Poskytovatel a AOP Orphan Pharmaceuticals
AG nejsou schopni se domluvit na osobé
nového ZkouSejiciho, anebo pokud novy
hlavni zkouS$ejici neni ochoten se zavazat
k podminkam stanovenym touto Smlouvou,
AOP Orphan Pharmaceuticals AG je opravnén
ukoncit tuto Smlouvu v souladu s odst. 12.5.
V pfipadé, Ze ZkouSejici pfestane vykonavat
své povolani u Poskytovatele, je ZkouSejici
povinen poskytnout Poskytovateli a AOP
Orphan  Pharmaceuticals AG  veSkerou
soucinnost nezbytnou ke zméné Zkousejiciho
(v€etné uzavieni prislusnych dodatkd k této
smlouveé).

Smluvni partnefi se zavazuji pfimo a
neprodlené informovat spoleénost AOP
Orphan Pharmaceuticals AG (tel. +431

5037244-915, landi-sep@aoporphan.com)
v pfipadé, Ze subjekt hodnoceni uc€astnici se
Studie vyjadfi nazor, ze doSlo k poskozeni
jeho zdravi v dusledku ucasti ve Studii, a ze
ma proto pravo na finan¢ni nahradu.

22. Smluvni partnefi se zavazuji umoznit smluvni

vyzkumné

organizaci, smluvné  zajisténé

20.

22.

Contract Partners shall promptly notify AOP
Orphan Pharmaceuticals AG should them or
any of their employees, agents or
representatives involved in the performance of
the Study become subject of such debarment,

disqualification,  blacklisting or  banning
proceeding.
In the event that the Investigator resigns from

his job at the Provider, Provider shall provide a
written notice to AOP Orphan Pharmaceuticals
AG immediately upon gaining knowledge
thereof and shall propose a duly qualified
person acting as new investigator. AOP
Orphan Pharmaceuticals AG shall have the
right to object to such replacement. Provider
shall use best efforts to require the new
investigator to agree to the terms and
conditions of this Agreement in writing. If
Provider and AOP Orphan Pharmaceuticals
AG are unable to agree on a new investigator
or if the new investigator is unwilling to agree to
the terms and conditions of this Agreement,
AOP Orphan Pharmaceuticals AG shall be
entitted to terminate this Agreement in
accordance with Section 12.5. In case the
Investigator ceases to pursue his profession
with the Provider, the Investigator is required to
provide the Provider and AOP Orphan
Pharmaceuticals AG with all the necessary
cooperation to change the Investigator
(including the conclusion of the relevant
amendments to this agreement).

21. Contract Partners shall inform AOP Orphan
Pharmaceuticals AG (tel. +431 5037244-
915, landi-sep@aoporphan.com) directly
and immediately in case a trial subject
participating in the Study expresses the
opinion that his/her health has been
damaged due to his/her participation in the
Study and that he/she is therefore entitled
to financial compensation.

Contract Partners shall permit any clinical
research organization contracted by AOP
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23.

spole€nosti AOP Orphan Pharmaceuticals AG
nebo kteroukoli z Propojenych osob, aby jménem
spolecnosti AOP Orphan Pharmaceuticals AG
vykonavala kterékoli z prav a povinnosti
spole¢nosti AOP Orphan Pharmaceuticals AG na
zaékladé této Smlouvy. Smluvni partnefi se
zavazuji  spolupracovat s touto  smluvni
vyzKkumnou organizaci.

V pfipadech, kdy je ZkouSejici ¢lenem pfislusné
etické komise nebo podobného organu, ktery je
opravnén rozhodovat o zalezZitostech tykajicich
se Studie, ZkousSejici je povinen informovat AOP
Orphan Pharmaceuticals AG o této skuteCnosti a
zavazuje se nevykonavat svoje hlasovaci pravo
ve vztahu ke Studii.

lll. Povinnosti spoleénosti AOP Orphan
Pharmaceuticals AG

Kontaktnimi osobami spolecnosti AOP Orphan
Pharmaceuticals AG ve vztahu ke Studii jsou:

Dr. I
Tel.: + 43 664 9639345

Email: landi-sep@aoporphan.com
nebo  kterékoli dalSi  osoby
ZkouSejicimu.

oznamené

AOP Orphan Pharmaceuticals AG se zavazuje
provadét a dokumentovat Studii v pfisném
souladu s (a) Protokolem; a (b) podminkami této
Smilouvy; a (c) etickymi zdsadami Helsinské
deklarace; a (d) Harmonizovanym Tfistrannym
Guideline ICH pro spravnou klinickou praxi
v€etné jeho naslednych zmén a obecné
pfijimanymi standardy spravné klinické praxe; a
(e) pravnimi pfedpisy a etickymi kodexy, jez jsou
platné a zavazné v misté, kde je Studie
provadéna, vcetné, av8ak nejen, zakona C&.
378/2007 Sb., o léCivech, ve znéni pozdé&jsich
predpisu, vyhlasky &. 226/2008 Sb. o spravné
klinické praxi a blizS§ich podminkach klinického
hodnoceni 1éCiv; a (f) veSkerych pfikazi a
smérnic pfisludnych autorit a etickych komisi.

AOP Orphan Pharmaceuticals AG se zavazuje
Smluvnim partnerim poskytnout Hodnoceny lék,
nezbytné vzory CRF a dal$i informace
vyzadované pro provadéni Studie, napf. Souhrn
informaci o pfipravku (SPC), posledni verze 2.0 z
8. prosince 2017.

23.

Orphan Pharmaceuticals AG or any of its
Affiliates to exercise and/or perform any of
AOP Orphan Pharmaceuticals AG’s rights and
obligations under this Agreement on behalf of
AOP Orphan Pharmaceuticals AG and shall
cooperate  with  such clinical research
organization.

In case Investigator is a member of the
competent ethic committee or any similar
institution deciding about matters with regard to
the Study, Investigator shall inform AOP
Orphan Pharmaceuticals AG about this
circumstance and shall not execute his or her
voting right with regard to the Study.

lll. Responsibilities of AOP Orphan
Pharmaceuticals AG

Contact persons regarding the Study at AOP
Orphan Pharmaceuticals AG are:

Dr. I

Tel.: + 43 664 9639345
Email: landi-sep@aoporphan.com

orany other persons notified to the
Investigator.
AOP Orphan Pharmaceuticals AG shall

perform and document the Study in strict
accordance with (a) the Protocol; and (b) the
terms and conditions of this Agreement; and
(c) the ethical principles of the Declaration of
Helsinki; and (d) the ICH Harmonised
Tripartite Guideline for Good Clinical Practice
as well as generally accepted standards of
Good Clinical Practice; and (e) the laws and
regulations applicable at the site where the
Study is conducted, including without limitation
Act No. 378/2007 Coll., on Medicines, as
amended, Order No. 226/2008 Coll., on good
clinical practice and more detailed conditions
on clinical trials of me and (f) any and all
orders and mandates of the relevant
authorities and IRB and/or ethics committees.

AOP Orphan Pharmaceuticals AG shall
provide to Contract Partners the Study Drug,
the necessary CRF templates and other
information required for the performance of the
Study, for example [ Summary of Product
Characteristics (SmPC), recent version
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Hodnoceny 1ék bude dodavan na nasledujici
adresu:

Ustavni lékarna Fakultni nemocnice
Kralovské Vinohrady

Fakultni nemocnice Kralovské Vinohrady
Srobarova 1150/50

10034 Praha 10

Spole¢nost AOP Orphan Pharmaceuticals AG se
zavazuje poskytovat ZkouSejicimu pfislusné
nové informace o bezpecnosti tykajici se
Hodnoceného Iéku v pfiméfené lhaté.

Spole¢nost AOP Orphan Pharmaceuticals AG se
zavazuje ziskat veSkera povoleni regulaénich
organu a etickych komisi nezbytna pro provadéni
Studie a ucinit pfisluSna oznameni k regulaénim
autoritam a etickym komisim, pokud toto nejsou
povinnosti Smluvnich partnerd dle ¢l. 2 této
Smiouvy.

IV. Odména

Spole¢nost AOP Orphan Pharmaceuticals AG se
zavazuje zaplatit Poskytovateli, ZkouSejicimu a
¢lendm ZkuSebniho tymu za Fadné provedené
¢innosti na zakladé této Smlouvy véetné prevodu
prav dle ¢lanku 5 odménu ve vysi, zpusobem a
za podminek sjednanych dale vtomto c¢lanku
Smilouvy a pfiloze €. 1. Hodnota této smlouvy je

I p':novany podet pacient(i nasobeny
platbou za pacienta).

Poskytovatel nema narok na zadnou jinou
odménu ¢&i nahradu kromé té, ktera je uvedena
v této Smlouvé nebo pfiloze 1, ledaze je pfedem
pisemné schvali spolecnost AOP Orphan
Pharmaceuticals AG.

Veskeré odmény a nahrady jsou splatné ve lhaté
30 dnu ode dne, kdy bude spole¢nosti AOP
Orphan Pharmaceuticals AG dorucen
odpovidajici danovy doklad (faktura) majici
vSechny naleZitosti dle pfislusnych pravnich
predpist upravujicich dan z pfidané hodnoty, a to
ve prospéch bankovniho Gc¢tu/ dle pFilohy €. 1.

Faktura bude Poskytovatelem vystavena na
z&kladé prehledu vizit (podkladu k fakturaci)
doruc¢eném spole¢nosti AOP Orphan
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var002 8Dec2017.]

The Study Drug shall be delivered to the
following address:

Pharmacy of Faculty hospital Kralovské
Vinohrady

Faculty hospital Kralovské Vinohrady
Srobarova 1150/50

10034 Praha 10

AOP Orphan Pharmaceuticals AG shall report
safety relevant new information regarding the
Study Drug to the Investigator in due time.

AOP Orphan Pharmaceuticals AG undertakes
to obtain any and all approvals of regulatory
authorities and ethics committees necessary
for the performance of the Study and shall
provide necessary notifications to the
regulatory authorities and ethics committees
unless this is the responsibility of Contract
Partners pursuant to Section 2 hereof.

IV. Payments

In consideration of the proper performance of
the Study and transfer of rights under Art. 5,
AOP Orphan Pharmaceuticals AG agrees to
pay to Provider, Investigator and other Study
team members the remuneration in the
amount, by means and under the terms
agreed by the parties below herein and in
Appendix No. 1. This Agreement is value at

Bl p'anned  number  of  subjects
multiplied by per patient fee).

Provider is not entitled to any further payments
than that set forth in this Agreement and its
Appendix No. 1, unless approved in advance
by AOP Orphan Pharmaceuticals AG in
writing.

All payments will be made within 30 days after
the day when AOP Orphan Pharmaceuticals
AG receives a corresponding invoice which
meets all requirements according to applicable
legal VAT rules, to the account/s according to
the Appendix No. 1.

The invoice will be issued by Provider based
on a list of visits (invoice document) delivered
by AOP Orphan Pharmaceuticals AG or its
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Pharmaceuticals AG nebo jim povéfenym
zastupcem na e-mailovou adresu
klinickehodnoceni@fnkv.cz. K platbé bude
pfipoctena DPH v zdkonem stanovené vysi. Lhita
splatnosti faktury je 45 dnd ode dne vystaveni
faktury Poskytovatelem.

Faktury musi byt zasilany spole¢nosti AOP
Orphan Pharmaceuticals AG s uvedenim Ccisla
protokolu a Cisla objednavky na email: landi-
sep@aoporphan.com

VesSkeré odmény a nédhrady dle této Smlouvy a
Prilohy €. 1 budou uhrazeny takto: Zpétné za
uplynulé &tvrtleti a dosud nefakturované obdobi
vzdy k 10. dni nasledujiciho mésice, pficemz
ZkouSejici  spole€né s monitorujici  osobou
povérenou spole€nosti AOP Orphan
Pharmaceuticals AG vzajemné pisemné nebo
formou e-mailu odsouhlasi pfehled poctu, druhu
a jim odpovidajici hodnoty jednotlivych uUkon(
provedenych Zkousejicim a/nebo ostatnimi Cleny
zkudebniho tymu lékaf( a/nebo Cleny studijniho
tymu, jez maji byt dle této Smlouvy spolecnosti
AOP Orphan Pharmaceuticals AG hrazeny (tzv.
platebni schéma), zaslany monitorujici osobou
povérenou spole€nosti AOP Orphan
Pharmaceuticals AG. Nasledné budou
Poskytovatelem vystaveny faktury za odménu a
pfipadné nahrady, jez je vsouladu s touto
Smlouvou opravnén fakturovat, kterou doruci
spole€nosti AOP Orphan Pharmaceuticals AG.
AOP Orphan Pharmaceuticals AG zaplati na
zakladé fadné vystavené a dorucené faktury
pfisluSshou odménu a pfipadné opravnéné
fakturované nahrady za obdobi, pro néZz byla
pfedmétna objednavka vystavena. Platebni
schéma tvofi prilohu faktury. Prfijemce platby
nese odpovédnost za uhrazeni vS8ech ostatnich
dani v souvislosti s platbami na zakladé této
Smiouvy.

Na  zadost spoleénosti AOP  Orphan
Pharmaceuticals AG se Smluvni partnefi zavazuji
poskytnout Fadny pfehled jednotlivych polozek a
souvisejici dokumentace ke kazdé zaslané
faktufe. Spole¢nost AOP Orphan
Pharmaceuticals AG mé& pravo zadrzet
pfislusnou platbu az do doru€eni takové
podrobné dokumentace.

AOP Orphan Pharmaceuticals AG ma pravo

AOP Orphan Pharmaceuticals AG, Protocol No. LDLL 300.401, site S16_Dr. Duska — CONFIDENTIAL

authorized representative to the e-mail
address klinickehodnoceni@fnkv.cz. VAT will
be added to the payment at the statutory rate.
The due date of the invoice is 45 days from
the date when the invoice was issued by
Provider.

Invoices shall be addressed to AOP Orphan
Pharmaceuticals AG and shall name protocol
number, purchase order number and shall be
sent to Email: landi-sep@aoporphan.com

All remunerations and costs according to this
Agreement and Appendix No. 1 of this
Agreement will be paid in the following
manner: Retrospectively for the past quarter
and not yet invoiced period always by the 10t
day of the next month. The Investigator
together with the monitoring person delegated
by AOP Orphan Pharmaceuticals AG will
mutually agree in writing or by email on the
overview of number, sort and corresponding
value of particular activities performed by
Investigator and/or other Study Team
Members, that shall be paid by AOP Orphan
Pharmaceuticals AG pursuant to this
Agreement (i.e. payment scheme), sent by
monitoring person delegated by AOP Orphan
Pharmaceuticals AG. Then the invoice(s) will
be issued by Provider for the remuneration
and eventual costs that it is entitled to charge
pursuant to this Agreement, and will send it to
AOP Orphan Pharmaceuticals AG. Based on
the duly issued and delivered invoice, AOP
Orphan Pharmaceuticals AG will pay the
respective  remuneration and  eventual
justifiably invoiced costs for the period for
which the purchase order has been issued
pursuant to this section. Invoice proposal shall
be attached to the invoice issued by the
Provider. The payee is aware to pay all other
taxes in regards with payments based on this
Agreement.

Upon request Contract Partners shall provide
proper and audit worthy itemization and
documentation for any submitted invoice. AOP
Orphan Pharmaceuticals AG has the right to
withhold the respective payment until such
detailed documentation has been received.

AOP Orphan Pharmaceuticals AG has the
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zadrzet pfiméfenou c¢ast dosud neprovedené
platby v pfipadé, ze sluzby, jez maji byt
poskytnuty na zakladé této Smlouvy, nejsou
poskytnuty sjednanym zpUsobem. Takova ¢astka
nesmi presadhnout hodnotu sluzeb, které nebyly
fadné poskytnuty, a bude zaplacena po
odstranéni pfisluSného nesouladu za
predpokladu, Ze takové prodleni nezpusobilo, Ze
tyto sluzby se staly nepotfebnymi pro ucely této
Smiouvy.

AOP Orphan Pharmaceuticals AG ma pravo
zadrzet az ] % platby odmény za subjekt
hodnoceni do doby, nez budou predloZzeny
vSechny pfislusné CRF, budou zodpovézeny
vSechny dotazy s ohledem na data obsazena
vtéchto CRF a budou odstranény vSechny
nespravnosti a nedostatky dat v databazi.

Smluvni partnefi rovnéz berou na védomi politiku
Evropské agentury pro IéCivé pripravky (EMA)
tykajici se evidence prohlaseni o vylouceni stfetu
zajmO clend a expertd veédeckych komisi a
prohlasuji timto, Zze zde neni zadny stfet zajmu
branici pInéni jejich povinnosti vychazejicich z
provadéni Studie

Spole¢nost AOP Orphan Pharmaceuticals AG se
zavazuje, Ze na toto klinické hodnoceni neuzavie
s hlavnim zkous$ejicim ani jinou spolupracujici
osobou zadnou dalsi smlouvu.

V. Prava k Vysledkiim

Spole¢nosti AOP Orphan Pharmaceuticals AG
patfi vyhradni prava ke véem vysledkim, datam,
zjisténim, radiologickym a  diagnostickym
snimkdm, objevim, vyndleziim a specifikacim,
bez ohledu na to, zda jsou zpUsobilé byt
pfedmétem patentové ochrany ¢&i nikoli, které
vznikly, byly vytvorene, odvozené,
vyprodukované, objevené, vymySlené nebo jinak
ucinéné Centrem, ZkouSejicim a/nebo cleny
Zkusebniho tymu lekaru v souvislosti
s provadénim Studie (dale jen ,Vysledky®).
Smluvni partnefi timto pfedem postupuji veSkera
sva majetkova autorskd prava k Vysledkim na
spole¢nost AOP Orphan Pharmaceuticals AG a
AOP Orphan Pharmaceuticals AG tato
postoupena prava pfijima. Odména za tento
pfevod je jiz zahrnuta v odméné Smluvnich
partnerud dle &l. 4. a Cini 5 % z takové odmény.

1.1. VSechna zdravotnickd dokumentace a

AOP Orphan Pharmaceuticals AG, Protocol No. LDLL 300.401, site S16_Dr. Duska — CONFIDENTIAL

right to withhold an appropriate part of
outstanding payments in case services owed
pursuant to this Agreement have not been
fulfilled in a contractual manner. Such amount
shall not exceed the value of the services not
properly conducted and will be released for
payment once such non-compliance has been
cured, provided the delay has not caused the
services to have become worthless for the
purpose of this Agreement.

AOP Orphan Pharmaceuticals AG has the
right to retain up to ] % on each due per
subject fee until all CRFs have been received
and all queries with regard to the data
contained therein will be resolved and a clean
database for the Study has been achieved.

Contract partners are also aware of the “EMA
Policy of Handling Declarations of Scientific
Committees Members and Experts” and
confirm that there is no conflict of interest
preventing the fulfilment of my Study duties.
AOP Orphan Pharmaceuticals AG is aware
not to execute any separate agreements with
the Investigator or any other study team
member for this clinical trial.

V. Rights to Results

AOP Orphan Pharmaceuticals AG shall own
the exclusive rights to all results, data,
findings, radiological and diagnostic images,
discoveries, inventions and specifications,
whether patentable or not, that are originated,
conceived, derived, produced, discovered,
invented or otherwise made by Center,
Investigator and/or Study Team Physicians in
connection with the performance of the Study
(hereinafter referred to as "Results"). Contract
Partners hereby assign their proprietary author
rights to the Results to AOP Orphan
Pharmaceuticals AG in advance and AOP
Orphan Pharmaceuticals AG accepts such
assignment. The royalty fee for this
assignment is already included in the fee
under Article 4 hereof and amounts to 5 % of
that fee.

1.1. Any medical records and/or original source
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1.2.

1.3.

1.4.

pGvodni zdrojova dokumentace zlstane
majetkem Poskytovatele; spolec¢nost AOP
Orphan Pharmaceuticals AG je opravnéna
pouzit plvodni zdrojovou dokumentaci v
rozsahu a k uc€elu nezbytném pro provedeni
Studie, tak jak je uvedeno ve vyhlasce ¢&.
226/2008 Sb., o spravné klinické praxi, v
souladu s touto Smlouvou a v souladu se
souhlasem subjektd hodnoceni.

Vrozsahu vijakém  prava  duSevniho
vlastnictvi k Vysledkim nejsou prevoditelna,
udéluji timto Smluvni partnefi spole¢nosti
AOP Orphan Pharmaceuticals AG vyhradni,
neodvolatelnou, vV misté a mnozstvi
neomezenou licenci po celou dobu trvani
ochrany autorskych prav s pravem udélovat
podlicence, a to ke vSem moznym zpUsobim
uziti téchto Vysledkd. Licence je poskytnuta
jako neodvolatelna s moznosti Uprav
Vysledkl dle rozhodnuti spole¢nosti AOP
Orphan Pharmaceuticals AG. Odména za
tuto licenci je jiz zahrnuta vodméné
Smluvnich partnera dle ¢l. 4 a ¢&ini 5 %
z takové odmény. Poskytovatel se zavazuje
vyvinout maximalni Usili pro to, aby skute¢ni
vlastnici téchto prav duSevniho vlastnictvi,
tzn. zaméstnanci Poskytovatele a/nebo
zUucCastnéné treti strany, umoznili
Poskytovateli udélit vySe uvedenou licenci
spolecnosti AOP Orphan Pharmaceuticals
AG.

Pro odstranéni pochybnosti plati, Ze vynalezy
(jak je uvedeno vodst. 5.2), které jsou
vylepSenimi, novym pouzitim & novymi
Iékovymi formami Hodnoceného Iéku a které
jsou zavislé na, souvisi s, anebo vznikaji
v dusledku provadéni Studie, anebo které se
objevi v pribéhu trvani Studie specifikované
v Protokolu a jsou zalozené na, nebo jsou
predmétem naroku vyplyvajicich
z patentovatelnych vynalezU anebo
Davérnych informaci nalezejicich spole€nosti
AOP Orphan Pharmaceuticals AG, jsou
vyluénym vlastnictvim spole¢nosti AOP
Orphan Pharmaceuticals AG.

Smluvni partnefi timto (i) uznavaji vyhradni
pravo na uziti Slozek subjektl hodnoceni pro
ucely popsané v Protokolu nebo (ii) jestlize
udéli timto spolecnosti AOP  Orphan

1.2.

1.3.

1.4.
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documents shall remain the property of
Provider; AOP Orphan Pharmaceuticals
AG shall be permitted to use original
source documents to the extent and for
purpose necessary for conducting the
Study, as stated in Decree No. 226/2008
Coll., on Good Clinical Practice, in
accordance with this Agreement and in
accordance with the trial subject’s
authorization.

To the extent copyrights to Results are
legally not assignable, AOP Orphan
Pharmaceuticals AG is hereby granted by
Contract Partners an exclusive, world-
wide, sub-licensable, perpetual, fully paid-
up, irrevocable license for unlimited use.
The royalty fee for this license is already
included in the fee under Article 4 hereof
and amounts to 5 % of that fee. Provider
shall make maximum efforts in order that
the actual owner of the copyrights, i.e.
employees of Provider and/or involved
third parties, allows Provider to grant the
aforementioned license to AOP Orphan
Pharmaceuticals AG.

For the avoidance of doubt, Inventions —
as defined in 5.2 — that are improvements
to, or are new uses of, or are new dosages
or dosage forms of the Study Drug and
which are dependent on, or relate to, or
arise from, the performance of the Study;
or that occur during the term of the Study
as specified in the Protocol, and are based
upon or subject to the claims of AOP
Orphan Pharmaceuticals AG’s Inventions,
or AOP Orphan Pharmaceuticals AG’s
Confidential Information shall be the sole
property of AOP Orphan Pharmaceuticals
AG.

Contract Partners hereby (i) acknowledge
AOP Orphan Pharmaceuticals AG's
exclusive right to use the Trial Subjects
Sets for the purposes described in the
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Pharmaceuticals AG vyhradni,
neodvolatelnou licenci s pravem udélit
podlicenci uzivat Slozky subjektd hodnoceni
pro Ucely popsané v Protokolu a spole€nost
AOP Orphan Pharmaceuticals AG s timto
udélenim souhlasi. Smluvni partnefi zajisti
opravnéni udélit tato prava spole¢nosti AOP
Orphan Pharmaceuticals AG.

Smluvni partnefi se zavazuji zajistit, ze veskeré
patentovatelné Vysledky (déle jen ,Vynalezy"),
ucinéné zameéstnanci Poskytovatele nebo jinymi
stranami  zahrnutymi  Smluvnimi partnery do
provadéni Studie, budou bezodkladné nahlaseny
spole¢nosti AOP Orphan Pharmaceuticals AG.

Spole¢nost AOP Orphan Pharmaceuticals AG
anebo kterakoli sni Propojena osoba jsou
opravnény podat pfihlasku patentu pro tyto
Vynalezy svym vlastnim jménem anebo jménem
urcené treti strany, a to na vlastni naklady a
s uvedenim jména vynalezce/vynalezcl
v pfihlasce patentu. Smluvni partnefi se zavazuiji
podepsat a  zajistit, aby  zaméstnanci
Poskytovatele a dalSi subjekty zahrnuté
Smluvnimi  partnery do provadéni Studie
podepsali veSkeré dokumenty a poskytli
sveédectvi nezbytnd pro ucely podani pfihlasky
patentu a ziskani patentu za uCelem ochrany
opravnénych zajmu spole€nosti AOP Orphan
Pharmaceuticals AG k duSevnimu vlastnictvi,
ktera vzniknou ze Studie.

AOP Orphan Pharmaceuticals AG a jeho
Propojené osoby smi uzivat, rozmnozovat a
prevadét anonymizované
radiologické/diagnostické snimky pofizené
v pribéhu Studie v souladu s ustanovenimi
informovaného souhlasu, pro veSkeré ucely,
védecké a/nebo komeréni, v jakékoli formé
a jakymikoli zpUsoby, elektronickymi nebo
mechanickymi, v&etné pofizovani fotokopii,
elektronickych zaznamd (napf. na CD-ROM),
mikro-kopii, nebo prostfednictvim  systémi
uchovavani a obnovovani dat, véetné databank
a internetu. Smluvni partnefi potvrzuji, ze
veSkeré takové snimky budou ziskané se
souhlasem subjektu hodnoceni a ze nebudou
obsahovat zadné informace, jejichz
prostfednictvim by mohl byt identifikovan
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Protocol or (ii) if applicable, grant to AOP
Orphan Pharmaceuticals AG an exclusive,
perpetual, fully-paid up, royalty-free, world-
wide, sub-licensable right to use the Trial
Subjects Sets for the purposes described
in the Protocol and AOP Orphan
Pharmaceuticals AG  accepts such
granting. Contract Partners will ensure that
they have the legal power to grant such
rights to AOP Orphan Pharmaceuticals
AG. |

Contract Partners shall ensure that all
patentable  Results  (hereinafter  called
“Inventions”), made by employees of Provider
or other parties involved by Contract Partners
in connection with the performance of the
Study, will be notified to AOP Orphan
Pharmaceuticals AG without delay.

AQOP Orphan Pharmaceuticals AG or any of its
Affiliates are entitled to file a patent application
for the Inventions under its own name, or in
the name of a dedicated third party, and at its
own expense, with the inventor(s) named in
the patent application. Contract Partners shall
execute — and shall ensure that all employees
of Provider and other parties involved by
Contract Partners in connection with the
performance of the Study executes — any and
all documents and give all testimony
necessary to apply for and obtain patents to
protect AOP Orphan Pharmaceuticals AG's
intellectual property interests arising out of the
Study.

AOP Orphan Pharmaceuticals AG and its
Affiliates may utilize, reproduce and transmit
de-identified radiological/diagnostic images
generated in the course of the Study, as stated
in the informed consent, for any purpose,
scientific and/or commercial, in any form or by
any means, electronic or mechanical, including
photocopying, recording (e.g. on CD-ROM),
microcopying, or by any information storage
and retrieval system, including data banks and
the internet. Contract Partners confirm that all
such images will be obtained with the patient’s
consent and that the images will not contain
any information through which the relevant
patient could be identified.

The contracting parties undertake that any
transfers of personal data will be realized in
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konkrétni subjekt hodnoceni.

Smiluvni strany se zavazuji, Ze veSkeré
predavani osobnich Udaji bude uskute¢riovano v
souladu s pfislusnymi pravnimi predpisy.

Smiuvnim partnerdm patfi nevyhradni licence
k Vysledkim vytvofenym u Poskytovatele pro
interni nekomercéni vyzkumné a vzdélavaci ucely
pfi dodrZzeni podminek zachovavani davérnosti a
podminek pro publikovani, jez jsou obsazeny
v této Smlouvé.

VI. Zachovavani davérnosti

Smluvni partnefi se zavazuji zachazet se v8emi
informacemi pfijatymi od spoleCnosti AOP
Orphan Pharmaceuticals AG nebo jejim jménem
anebo od Propojenych osob spole¢nosti AOP
Orphan Pharmaceuticals AG v souvislosti se
Studii, Hodnocenym Iékem nebo touto Smlouvou
a s Vysledky (dale jen ,Duvérné informace®)
pfisné duvérné. Smluvni partnefi smi pouzivat
Duvérné informace pouze pro Ucely plnéni této
Smlouvy a zavazuji se nezpfistupnit takové
Duvérné informace zadné treti strané bez
pfedchoziho pisemného souhlasu spole€nosti
AOP Orphan Pharmaceuticals AG. Smluvni
partnefi se zavazuji umoznit pfistup k DlUvérnym
informacim pouze osobam, jez se s Duvérnymi
informacemi musi seznamovat pro Ucely
poskytovani sluzeb na zakladé této Smlouvy a i
to pouze tehdy, pokud tyto osoby byly Smluvnimi
partnery prokazatelné zavazany k dodrzovani
podminek alespoi tak pfisnych, jako jsou
podminky dle tohoto Clanku 6. Povinnost
k zachovavani dlvérnosti se nevztahuje na ty
pfipady, kdy Smluvni partnefi jsou opravnéni
publikovat Duavérné  informace v souladu
s Clankem 7.

Pojem Duvérné informace, jak je pouzivan v této
Smlouvé, se nevztahuje na data a informace, u
nichz mohou Smluvni partnefi prokazat, ze (i) jimi
Poskytovatel nebo ZkousSejici disponovali v dobé,
kdy jim byly zpfistupnéné spolecnosti AOP
Orphan Pharmaceuticals AG nebo jejimi
Propojenymi osobami, anebo jménem nékterych
z nich, (i) jsou nebo se stanou soudlasti
vefejnych informaci jinak nez jednanim i
opomenutim Poskytovatele nebo Zkousejiciho,
(iii) je Poskytovatel nebo ZkouSejici pravem
nabyli od tfeti strany, ktera neni vlc&i spole¢nosti
AOP Orphan Pharmaceuticals AG nebo jejim
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accordance with  applicable law and
regulations.

Contract Partners retain a non-exclusive
license to the Results generated at the
Provider for internal non-commercial research
and teaching purposes, subject to the terms
on confidentiality and publication provided
herein.

VI. Confidentiality

Contract Partners shall treat all information
received from or on behalf of AOP Orphan
Pharmaceuticals AG or any of its Affiliates in
relation to the Study, the Study Drug or this
Agreement as well as Results (hereinafter
called “Confidential Information”) strictly
confidential. Contract Partners shall use the
Confidential Information only for the purposes
of this Agreement and shall not disclose such
Confidential Information to any third party
without AOP Orphan Pharmaceuticals AG’s
prior written consent. Contract Partners shall
provide access to the Confidential Information
only to persons that have to know the
Confidential Information for the purpose of
providing services under this Agreement and
only if such persons are bound to Contract
Partners which they must be capable to prove
with terms at least as stringent as the terms of
this Section 6. The obligation of confidentiality
shall not apply as far as Contract Partners are
entitled to publish Confidential Information in
accordance with Section 7.

The term Confidential Information, as used in
this Agreement, does not apply to data and
information which the Contract Partners can
prove (i) was already in possession of the
Provider or the Investigator at the time of its
disclosure to them by or on behalf of AOP
Orphan Pharmaceuticals AG or any of its
Affiliates, (ii) is or becomes public knowledge
other than by an act or omission on the part of
the Provider or the Investigator, (iii) is legally
acquired by the Provider or the Investigator
from a third party not bound to AOP Orphan
Pharmaceuticals AG or its Affiliates by any
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Propojenym osobam vazana vyslovnou nebo
predpokladanou povinnosti mi¢enlivosti, nebo (iv)
byly vytvofeny nezavisle Poskytovatelem nebo
ZkousSejicim bez odkazovani se na pouziti
Davérnych informaci.

Navic jsou Smluvni partnefi opravnéni zpfistupnit
Dlvérné informace v takovém rozsahu, v jakém
je takové zpfistupnéni vyzadovano pravnimi
pfedpisy nebo vykonatelnym soudnim
rozhodnutim, av8ak za podminky, ze Smluvni
partnefi o takové skuteCnosti v pfiméfeném
¢asovém predstihu informuji spolec¢nost AOP
Orphan Pharmaceuticals AG
a na jeji zadost sni budou spolupracovat ve
snaze dosahnout opatfeni za ucelem ochrany
nebo jiného pfiméfeného pravniho prostfedku.
Smluvni partnefi se zavazuji vyvinout vSechno
pfiméfené usili, aby zabezpedili davérné
zachdazeni s kteroukoli z Ddvérnych informaci, jez
bude zpfistupnéna.

Tyto povinnosti  k zachovavani  micenlivosti
a zakazu pouzivani Duvérnych informaci dle této
Smlouvy zlstanou v platnosti jesté po dobu
deseti (10) let od skon&eni této Smiouvy.

Smluvni partnefi se =zavazuji na Zadost a
pfipadné naklady spole¢nosti AOP Orphan
Pharmaceuticals AG zlikvidovat/smazat Davérné
informace, jimiz disponuji, anebo je vratit
spolecnosti AOP Orphan Pharmaceuticals AG.

Veskeré dohody existujici pfed uzavienim této
Smlouvy a tykajici se zachovavani micenlivosti
ve vztahu ke Studii se nahrazuji touto Smiouvou,
a pouze ve vztahu ke Studii.

VIIl. Publikovani, Tiskové zpravy a Verejna
oznameni

Spole¢nost AOP Orphan Pharmaceuticals AG
uznava zajem  Smluvnich  partnerd na
nekomerénim védeckém publikovani Vysledkd,
bez ohledu na to, zda vysledek Studie je pozitivni
¢i negativni. S ohledem na opravnéné zajmy
spole¢nosti AOP Orphan Pharmaceuticals AG se
Smluvni partnefi zavazuji dodrzovat nasledujici
povinnosti a podminky pro publikovani:

1.1. Smluvni partnefi se zavazuji poskytovat
spolecnosti AOP Orphan Pharmaceuticals
AG veskeré navrhy na publikovani nebo ustni
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express or implied obligation of secrecy, or (iv)
was developed independently by Center or
Investigator without reference to or use of the
Confidential Information.

Furthermore, Contract Partners may disclose
Confidential Information to the extent that such
disclosure is required to comply with law or an
enforceable judicial order, provided, however,
that Contract Partners shall give reasonable
advance notice to AOP Orphan
Pharmaceuticals AG and, at AOP Orphan
Pharmaceuticals AG’s request, shall
cooperate with AOP Orphan Pharmaceuticals
AG to seek a protective order or other
appropriate remedy. Contract Partners will use
reasonable efforts to secure confidential
treatment of any Confidential Information that
will be disclosed.

These obligations of confidentiality and non-
use provided hereunder shall survive for a
period of ten (10) years upon termination of
this Agreement.

Upon request and potential expense of AOP
Orphan  Pharmaceuticals AG, Contract
Partners shall destroy/delete any Confidential
Information in their possession or return it to
AQOP Orphan Pharmaceuticals AG.

Any pre-existing agreements regarding
confidentiality with regard to the Study shall be
superseded by this Agreement and only with
regards to the Study.

VII. Publication, Press releases, Public
announcements

AOP Orphan Pharmaceuticals AG
acknowledges and accepts the interest of the
Contract Partners in the non-commercial
scientific publication of Results, independent
of a positive or negative outcome of the Study.
Considering AOP Orphan Pharmaceuticals
AG’s reasonable interests the Contract
Partners agree to comply with the following
terms on publication:

1.1. Contract Partners shall provide to AOP
Orphan  Pharmaceuticals AG  any
proposed publication or oral presentation
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1.2.

1.3.

1.4.

prezentace tykajici se Studie nebo
Hodnoceného léku nebo Vysledkd (dale jen
.Publikace“) nejméné Sedesat (60) dnli pred
zamySlenym predlozenim nebo prezentaci
Publikace, aby je spole€nost AOP Orphan
Pharmaceuticals AG mohla zkontrolovat.

Pokud spole€nost AOP Orphan
Pharmaceuticals AG neucini vi¢i Smluvnim
partnerim zadné oznameni ve lhaté Ctyficeti
péti (45) dnll ode dne, kdy ji byla doru¢ena
zamyslena Publikace, Smluvni partnefi se
zavazuji pfipomenout spole¢nosti  AOP
Orphan Pharmaceuticals AG zamyslené
datum Publikace. Pokud spole¢nost AOP
Orphan Pharmaceuticals AG neposkytne
zadné pfipominky ve Ihuté Sedesati (60) dnd,
Smluvni partnefi jsou opravnéni uvedené
publikovat.

Smluvni strany berou na védomi a souhlasi,
ze vpfipadé multicentrickych studii se
Vysledky Studie publikuji pouze
prostfednictvim koordinace se spolecCnosti
AOP Orphan Pharmaceuticals AG za ucelem
kombinovani vysledkG ze vSech center
uCastnicich se Studie. Smluvni partnefi jsou
opravnéni publikovat Vysledky jejich Centra
za podminky, Ze celkové vysledky nebyly
publikovany do osmnacti (18) mésicli od
dokonc€eni Studie, a souCasné za podminky
postupovani v souladu s podminkami
stanovenymi v odst. 7.1.

Spole¢nost AOP Orphan Pharmaceuticals
AG a Smluvni partnefi se zavazuji
prodiskutovat veSkeré rozdily v ndzorech na
zamySleny obsah Publikace za ucelem
nalezeni fedeni uspokojivého pro spole¢nost
AOP Orphan Pharmaceuticals AG i pro
Smluvni partnery. Spole¢nost AOP Orphan
Pharmaceuticals AG je opravnéna navrhnout
jakékoli zmény Publikace, které od{ivodnéné
povazuje za nezbytné pro védecké ucely.
Smluvni partnefi se zavazuji, ze
implementace takovych doporu€enych zmén
nebude bezdlvodné odmitnuta.

Pokud Ize oCekavat, Ze takova Publikace by
mohla mit nezZadouci ucinek na zachovani
dlvérnosti kterékoli z Dlvérnych informaci
spole¢nosti AOP Orphan Pharmaceuticals

1.2.

1.3.

1.4.

Version 20Jul2018
Agreement between AOP Orphan Pharmaceuticals AG, Institution and Investigator for the performance of a clinical trial

relating to the Study or the Study Drug or
the Results (hereinafter called
"Publication") at least sixty (60) days prior
to the intended submission or presentation
of the Publication in order to allow AOP
Orphan Pharmaceuticals AG to review it.

If AOP Orphan Pharmaceuticals AG does
not notify Contract Partners within forty-
five (45) days of AOP Orphan
Pharmaceuticals AG's receipt of the
intended Publication, Contract Partners

shall remind AOP Orphan
Pharmaceuticals AG of the intended date
of  Publication. If AOP  Orphan

Pharmaceuticals AG does not provide any
comments within the sixty (60) day period,
Contract Partners shall be free to publish.

Contract Partners acknowledge that in
case of multi-centre studies the Results of
the Study are to be published only through
coordination by AOP Orphan
Pharmaceuticals AG in order to combine
the results of all centres participating in the
Study. Contract Partners shall be free to
publish the Results of their Center
provided the overall results have not been
published within eighteen (18) months
from the completion of the Study, subject
to the compliance with the terms set forth
in Section 7.1.

AOP Orphan Pharmaceuticals AG and
Contract Partners shall discuss any
difference of opinion with regard to the
intended content of the Publication in order
to find a solution satisfactory for AOP
Orphan Pharmaceuticals AG and Contract
Partners. AOP Orphan Pharmaceuticals
AG may recommend any changes to the
Publication which AOP Orphan
Pharmaceuticals AG reasonably deems
necessary for scientific purposes. Contract
Partners agree that the implementation of
such recommended changes will not be
unreasonably refused.

If such Publication could be expected to
have an adverse effect on the
confidentiality of any of AOP Orphan
Pharmaceuticals AG’s Confidential
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1.5.

AG, Smluvni partnefi se zavazuji zabranit
takové Publikaci, ledaze pfedmétna Davérna
informace nemUze byt vymazana z Publikace
bez ujmy védecké spravnosti Publikace.

Pokud by Publikace z pohledu spolenosti
AOP Orphan Pharmaceuticals AG mohla mit
nezadouci uc€inek na schopnost ziskat
patentovou ochranu pro kterykoli Vynalez,
spole¢nost AOP Orphan Pharmaceuticals AG
ma pravo pozadovat odklad Publikace na
pfiméfenou dobu za ucCelem pfipravy a
podani Zadané patentové pfihlasky
spole¢nosti AOP Orphan Pharmaceuticals
AG nebo jejim jménem, avSak tato doba
nesmi pfesahnout Sest (6) mésicu od data,
kdy byla spole¢nosti AOP  Orphan
Pharmaceuticals AG Publikace doru¢ena ke
kontrole. Spolecnost AOP Orphan
Pharmaceuticals AG ma pravo pozadovat
dalsi odklad Publikace, pokud patentova
pfinlaska byla podana a pokud pfihlaska
S pravem prednosti je neuplna
a vramci jednoho (1) roku od podani
pfihlasky s pravem pFednosti musi byt do
Zadosti doplnén pfedmét patentové prihlasky.
V tomto pfipadé ma spole¢nost AOP Orphan
Pharmaceuticals AG pravo pozadovat odklad
jakékoli Publikace az do doplnéni pfihlasky
s pravem piednosti. Spole¢nost AOP Orphan
Pharmaceuticals AG nebude zakazovat
Publikaci v pfipadé, kdy informace, ktera je
zpUsobila byt predmétem patentové ochrany,
byla z planované Publikace odstranéna.

Smluvni partnefi se zavazuji zahrnout do
kazdé Publikace ustanoveni informujici, ze
vytvofeni dat bylo podpofeno spoleCnosti
AOP Orphan Pharmaceuticals AG a
souCasné se Smluvni partnefi zavazuji
informovat o své mife angazovanosti ve
Studii a prospéchu, ktery jim ze Studie plynul.
Autorstvi a uznani za védecké publikovani by
méla byt v souladu s Jednotnymi pozadavky
na rukopisy Mezinarodniho vyboru redaktoru
Iékafskych ¢asopist (ICMJE).

2. Smluvni partnefi se zavazuji zavazat stejnymi
povinnostmi a pozadavky na publikovani, které
jsou stanoveny v odstavci 7.1, také vSechny

1.5. Contract

Information, Contract Partners shall
prevent the Publication, unless the
Confidential Information can be deleted
from the Publication without detriment
effect on the scientific correctness of the
Publication.

If the Publication could in AOP Orphan
Pharmaceuticals AG’s view have an
adverse effect on the ability to obtain
patent protection for any Invention, AOP
Orphan Pharmaceuticals AG may request
a delay of the Publication for a reasonable
period of time in order to permit the
preparation and filing of any desired patent
application by or on behalf of AOP Orphan
Pharmaceuticals AG, such period,
however, must not to exceed six (6)
months from the date on which AOP
Orphan Pharmaceuticals AG received the
intended Publication for review. AOP
Orphan Pharmaceuticals AG may request
a further delay of the Publication in case
that the patent application has been filed
and that the priority application is
incomplete and subject matter has to be
added to the application during the priority
year. In this case AOP Orphan
Pharmaceuticals AG may request a delay
of any Publication until the completion of
the priority application. AOP Orphan
Pharmaceuticals AG shall not unduly delay
such completion. Moreover, AOP Orphan
Pharmaceuticals AG will not prohibit a
Publication if the patentable information
has been removed in full from the planned
Publication.

Partners shall include a
statement in any Publication that creation
of the data was supported by AOP Orphan
Pharmaceuticals AG; they shall also
adequately inform about their involvement
in and their benefits from the Study.
Authorship and acknowledgements for
scientific publications should be consistent
with the principles embodied in the
International Committee of Medical Journal
Editors” (ICMJE) Uniform Requirements
for Manuscripts.

Contract Partners shall impose the same
obligations and requirements for publication as
set forth in Section 7.1 on all Study Team
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¢leny Zkusebniho tymu lékaru.

Povinnosti stanovené vodst. 7.1 zustanou
v platnosti dalSich deset (10) let po prfedéasném
ukonéeni nebo uplynuti této Smlouvy.

Spole¢nost AOP Orphan Pharmaceuticals AG je
opravnéna umistit informace o Studii a o
Vysledcich na internet, napf. na stranky
www.ClinicalTrials.gov (zvefejnéni registru) a na
stranky pro zvefejnéni vysledkd, na firemni
stranky spole¢nosti AOP Orphan
Pharmaceuticals AG (zvefejnéni registru a
vysledkll) a v kterékoli databazi vyzadované
pravnimi  pfedpisy v souladu s pfislusnymi
standardy ve vztahu k rozsahu, formé a obsahu.

Smluvni partnefi se zavazuji nepublikovat Zadné
tiskové zpravy nebo jina vefejna oznameni o
Studii, Vysledcich Studie a/nebo Hodnoceném
léku bez pfedchoziho pisemného povéfeni
spole¢nosti AOP Orphan Pharmaceuticals AG.

Nazev spole¢nosti AOP Orphan Pharmaceuticals
AG nesmi byt pouzivan v zadném reklamnim ¢i
jiném  materialu  Smluvnich  partnerl  bez
pfedchoziho pisemného schvaleni spole€nosti
AQOP Orphan Pharmaceuticals AG.

VIIl. Odpovédnost a odSkodnéni

Smluvni partnefi se zavazuji spole¢nosti AOP
Orphan Pharmaceuticals AG
a AOP Orphan Pharmaceuticals AGi nahradit
Ujmu (v€etné Ujmy nemajetkové) prokazané
vzniklou z divodu (i) nedbalosti nebo umysiného
protipravniho jednani & opomenuti a/nebo (ii)
poruSeni kterékoli z povinnosti pfijatych na
zakladé této Smlouvy kterymkoli z nich nebo
kterymkoli z €lend ZkuSebniho tymu Ilékard,
Clenut studijniho tymu, zaméstnancu
Poskytovatele nebo smluvnich partner(l, jichz
pouziji pro ucely pInéni této Smlouvy.

Spole¢nost AOP Orphan Pharmaceuticals AG je
Smluvnim partnerdm — statutarnimu organu
Poskytovatele, jeho pracovnikim,
zameéstnancim a smluvnim  partnerm  (
Poskytovatel, ZkouSejici, statutarni  organ
Poskytovatele, jeho pracovnici, zaméstnanci a
smluvni partnefi kolektivné nebo kterykoli z nich
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Physicians.

The obligations set forth in Section 7.1 shall
survive for a period of ten (10) years upon
early termination or expiration of this
Agreement.

AOP Orphan Pharmaceuticals AG may post
information on the Study and on the Results
on the Internet, e.g. on www.ClinicalTrials.gov
(registry posting) and on sites for results
posting, on AOP Orphan Pharmaceuticals
AG’s company website (registry and results
posting) and on any other database required
by laws or regulations in accordance with
applicable standards regarding scope, form
and content.

Contract Partners shall not publish any press
releases or other public statements about the
Study, the Results of the Study and/or the
Study Drug without  AOP Orphan
Pharmaceuticals AG's prior written
authorisation.

The name of AOP Orphan Pharmaceuticals
AG shall not be used in any advertising or
other material of Contract Partners without
AOP Orphan Pharmaceuticals AG's prior
written authorisation.

VIil. Indemnity and Liability

Contract Partners shall indemnify AOP Orphan
Pharmaceuticals AG with respect to any
proven damage and/or AOP Orphan
Pharmaceuticals AG in case of (i) negligence
or wilful misconduct or omission and/or (ii) a
breach of any obligations assumed under this
Agreement by either of them or any of Study
Team Physicians, Study Team Members,
Provider’s employees or contractors involved
by any of them for the purpose of fulfilment of
this Agreement.

AOP Orphan Pharmaceuticals AG shall
indemnify the Contract Partners and/or
directors, officers, employees, contractors of
the Provider (Provider, Investigator, directors,
officers, employees, contractors of the Provider
collectively and each of them separately
hereinafter referred to as “Indemnified Party”)
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samostatné dale oznaCovani jen jako
,Odskodriovana strana“) povinen nahradit Ujmu
(v€etné Ujmy nemajetkové) v rozsahu, v jakém je
vu€i nim u pfislusného soudu subjekiem
hodnoceni nebo jinymi ktomu podle platnych
pravnich predpisti opravnénych osob Uspésné
uplatnén narok na nahradu djmy na zdravi
(véetné smrti) a U0jmy nemajetkové vzniklé
zdlvodu wuzivani Hodnoceného Iéku nebo
jakéhokoli vykonu nebo postupu vykonaného na
subjektu hodnoceni dle pozadavkd Protokolu, a
to za podminky, Ze bylo prokazano, ze tato Ujma:

2.1. nevznikla z diivodu, ze OdSkodnovana strana
nejednala v souladu (a) s podminkami této
Smlouvy; a/nebo (b) Protokolem; a/nebo (c)
viemi pfisluSnymi pravnimi pFedpisy a
pravidly —upravujicimi  provadéni Studie;
a/nebo (d) bezpec€nostnimi opatfenimi a
pisemnymi pokyny spolec¢nosti AOP Orphan
Pharmaceuticals AG nebo jejich Propojenych
o0sob; a/nebo

2.2. nevznikla zdlvodu nedbalého nebo
umysiného jednani Ci opomenuti
OdSkodriované strany;

Nahrada Skody bude v prvé fadé hrazena ze
sjednané pojistné smlouvy.

Nicméné pokud vznikne takova ujma zcela nebo
z€asti z davodd uvedenych v odst. 8.2.1, nebo
8.2.2, Odskodriované strané nevznika narok na
nahradu Ujmy va¢&i spoleénosti AOP Orphan
Pharmaceuticals AG v rozsahu, vjakém se na
vzniku Skody podilely divody uvedené v odst.
8.2.1 a/nebo 8.2.2.

AOP Orphan Pharmaceuticals AG se zavazuje
uhradit penézité nahrady vyvazujici utrpeni osob
blizkych v pfipadé usmrceni nebo zvlast
zavazného ublizeni na zdravi subjektu
hodnoceni.

Pravo Smluvnich partnerd na nahradu ujmy dle
odst. 8.2 dale nevznikne a spole¢nost AOP
Orphan Pharmaceuticals AG nebude mit
povinnost nahradu U0jmy poskytnout, pokud
Smluvni partnefi, nebo kterykoli z nich porusi
nékterou z nasledujicich povinnosti a toto
poruSeni bude mit negativni vliv na moznost
Uspésné se branit proti uplatnénému naroku na
nahradu gjmy:
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for damage to the extent to which a trial subject
or any other under law entitled persons
successfully claims the damage to health
(including death) and non-pecuniary damage
as a result of the administration of the Study
Drug or any clinical intervention or procedure
provided for or required by the Protocol in a
competent court of justice, provided that such
proven damage:

2.1. did not arise from the failure of the
Indemnified Party to comply with (a) the
terms of this Agreement; and/or (b) the
Protocol, and/or (c) all applicable laws and
regulations governing the conduct of the
Study, and/or (d) any precautions,
indications and written instructions of AOP
Orphan Pharmaceuticals AG or a AOP
Orphan Pharmaceuticals AG Affiliate;
and/or

2.2. does not arise from a negligent or wilful act
or omission of the Indemnified Party;

Indemnity of damage shall be firstly covered
by excuted Insurance agreement.

However, in case such damage to health
arises in whole or in part from reasons
specified in section 8.2.1 or 8.2.2, the
Indemnified Party is not entitled to
indemnification from AOP Orphan
Pharmaceuticals AG to the extent to which
such damage arose due to reasons indicated
in section 8.2.1 and/or 8.2.2.

AOP Orphan Pharmaceuticals AG shall
indemnify relatives of trail subject in case of
death or severe health damage of the trial
subject.

The right of the Contract Partners to
indemnification under sect. 8.2 will not arise
and AOP Orphan Pharmaceuticals AG shall
not provide indemnification if the Contract
Partners or any of them breach any of the
following obligations and such breach will
affect in a negative way the possibility of
successful defence against the set claim:

24 /33

Version 20Jul2018
Agreement between AOP Orphan Pharmaceuticals AG, Institution and Investigator for the performance of a clinical trial



3.1. Smluvni partnefi se zavazuji pisemné
informovat  spole€nost AOP  Orphan
Pharmaceuticals AG o kazdém naroku
a/nebo Zalobé&, jeZ spadaji nebo by mohly
spadat pod tato ustanoveni o nahradé ujmy,
a to do patnacti (15) dnd ode dne, kdy se o
nich dovédéli a sou¢asné umoznit spole€nosti
AOP Orphan Pharmaceuticals AG, aby
pfevzala a fidila obranu proti takovému
naroku nebo Zalobé& vcéetné rozhodovani o
jeho urovnani; a

3.2. Smluvni partnefi jsou povinni spolupracovat
se spole¢nosti AOP Orphan Pharmaceuticals
AG a jejimi pravnimi zastupci a pojistiteli pfi
obrané proti takovému naroku nebo zalobé, a
zajistit takovou spolupraci také svych
zaméstnancu,

3.3. Smluvni partnefi nesmi uznat ani urovnat
zadny takovy narok nebo soudni fizeni bez
pfedchoziho pisemného souhlasu spoleCnosti
AOP Orphan Pharmaceuticals AG.

3.4. Spole¢nost AOP Orphan Pharmaceuticals
AG nesmi uznat ani urovnat zadny takovy
narok nebo soudni fizeni bez pfedchoziho
pisemného souhlasu Smluvnich partnerd.

IX. Pojisténi

Spole¢nost AOP Orphan Pharmaceuticals AG
odpovida za zajisténi pojisténi pro ucely
klinického hodnoceni v souladu s pfisluSnymi
pravnimi pfedpisy. Za timto uCelem spoleCnost
AOP Orphan Pharmaceuticals AG prohlasuje, ze
zajistila  pojisténi odpovédnosti AOP Orphan
Pharmaceuticals AG a Zkousejiciho za Skodu
(v€etné nemajetkové Ujmy, vyjma nemajetkové
ujmy zplsobené porusenim prav na ochranu
osobnosti ¢i jména, urazkou na cti, pomluvou,
Sikanou, obtéZzovanim, nerovnym zachazenim Cci
jinymi zpusoby diskriminace), jehoz
prostfednictvim je zajisténo i odSkodnéni v
pfipadé smrti subjektu hodnoceni nebo v pfipadé
Skody vzniklé na zdravi subjektu hodnoceni v
disledku provadéni Studie vsouladu s §52
odst. 3 pism. f) zakona ¢&.378/2007 Sb., o
léCivech, ve znéni pozdéjSich predpisu.

Poskytovatel prohlasuje, Ze je dle ust. § 45 odst.
2 pism. n) zakona ¢. 372/2011 Sb., o zdravotnich
sluzbach a podminkach jejich poskytovani (zakon

AOP Orphan Pharmaceuticals AG, Protocol No. LDLL 300.401, site S16_Dr. Duska — CONFIDENTIAL

3.1. The Contract Partners shall notify AOP
Orphan Pharmaceuticals AG in writing of a
claim or lawsuit which is or could be
covered under these provisions on
indemnification within fifteen (15) days
after it has gained knowledge of such a
claim or lawsuit, and they shall allow AOP
Orphan Pharmaceuticals AG to take over
the defence of any such claim or lawsuit
including the right to decide on its
settlement; and

3.2. The Contract Partners shall cooperate and
require its employees to cooperate with
AOP Orphan Pharmaceuticals AG and its
attorneys and insurer(s) in the defence of
any such claim or lawsuit; and

3.3. No such claim or lawsuit shall be admitted
or settled without the prior written approval
of AOP Orphan Pharmaceuticals AG.

3.4. AOP Orphan Pharmaceuticals AG may not
recognize or settle any such claim or court
proceeding without the prior written
consent of the Contracting Partners.

IX. Insurance

AOP Orphan Pharmaceuticals AG shall be
responsible for the clinical trials insurance of
the Study in accordance with applicable laws
and regulations. For this purpose AOP Orphan
Pharmaceuticals AG affirms to have ensured
insurance of liability of the AOP Orphan
Pharmaceuticals AG and the Investigator for
damage (including the non-property damage,
with exception of the non-property damage
caused by breach of the right to protection of
personal rights or name, by defamation,
slander, bullying, harassment, unequal
treatment or by other manners of
discrimination), including indemnification in
case of death of a trial subject or damage to
health to a trial subject due to the Study
conduct pursuant to § 52 sect. 3 letter f) of the
Act No. 378/2007 Coll., on Medicines, as
amended.

2. Provider declares that, pursuant to Section
45 (2) n) of Act No. 372/2011 Coll., on
health services and the conditions for their
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o0 zdravotnich sluzbach), pojistén pro pfipad
odpovédnosti za Skodu zplisobenou v souvislosti
s poskytovanim zdravotnich sluzeb a ze si je
védom své povinnosti zajistit trvani tohoto
pojisténi po celou dobu poskytovani zdravotnich
sluzeb. PFisluSna pojistnd smlouva je uzaviena
v rozsahu pozZadovaném pravnimi pFedpisy a
neobsahuje pojisténi odpovédnosti za Skodu
zpusobenou pfi provadéni klinického hodnoceni
nebo vsouvislosti snim ani nezajiStuje
odskodnéni v pfipadé smrti subjektu hodnoceni
nebo v pfipadé Skody vzniklé na zdravi subjektu
hodnoceni v disledku provadéni klinického
hodnoceni.

X. Ochrana a zpftistupnéni osobnich udajt

Smluvni partnefi jsou si védomi, Zze spole¢nost
AOP Orphan Pharmaceuticals AG nebo tfeti
osoba spole€nosti AOP Orphan Pharmaceuticals
AG povéfena budou vkladat Vysledky Studie a
vesSkeré zpravy souvisejici se Studii, zaznamy o
Skolenich v misté provadéni Studie a vystupy
z veSkerych auditll provadénych v souvislosti se
Studii podle pravidel spravné klinické praxe do
internich listinnych a elektronickych databazi
spole¢nosti AOP Orphan Pharmaceuticals AG,
a/nebo tretich osob povérenych spole¢nosti AOP
Orphan Pharmaceuticals AG. V rdmci této spravy
dat mohou byt v souladu s pozadavky pravidel
spravné klinické praxe a prislusnych pravnich
predpisi na useku ochrany osobnich udajl
uchovavany, zpracovavany a  pouzivany
spole¢nosti AOP Orphan Pharmaceuticals AG,
jejich Propojenymi osobami a povéfenymi tfetimi
stranami osobni Udaje Smluvnich partnert a dale
také osobni udaje jinych  zaméstnancu
Poskytovatele, jako jsou jméno, pfijmeni, titul,
adresa, kontaktni udaje (napf. telefon, e-mail),
udaje ze zivotopisu, finan¢éni zajmy podle
Potvrzeni o finan¢nich zajmech, stejné jako udaje
0 zaangazovani ve Studii a uOdaje stim
souvisejici, vCetn& uzavfenych smluv a
jakychkoliv prohlaseni, zaznamy o 8kolenich
v misté provadéni Studie a vystupy auditd
provedenych v souvislosti se Studii podle
pravidel spravné klinické praxe (dale jen ,Data®).
Data jsou shromazdovana, uchovavana,
zpracovavana a pouzivana za UCelem (a)
provadéni a  vyhodnoceni  Studie, (b)
regulativnich ¢innosti, (c) spravy vztahu s mistem
provadéni Studie (v€etné zapoceti budoucich

1.
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provision (Health Services Act), insured for
liability for damage caused in connection
with the provision of health services and
that he is aware of his obligation to ensure
the duration of this insurance after
throughout the duration of the provision of
health services. The relevant insurance
contract is concluded to the extent required
by law and does not include liability
insurance for or in connection with the
conduct of the clinical trial, nor does it
provide for compensation in the event of
the death of the trial subject or in case of
damage to the health of the trial subject as
a result of the clinical trial.

X. Personal Data Protection and Disclosure

Contract Partners are aware that AOP Orphan
Pharmaceuticals AG or a third party
authorized by AOP Orphan Pharmaceuticals
AG is entering the Results of the Study and
any reports related to the Study, site-training
records and the outcome of any audits
performed in relation to the Study under
ICH/GCP Rules into internal AOP Orphan
Pharmaceuticals AG or AOP Orphan
Pharmaceuticals AG authorized third party
paper and electronic databases. In connection
with such data management, personal data
about the Contract Partners, as well as
personal data about other employees of the
Provider, such as name, surname, title,
address, contact details (e.g. phone number,
e-mail), CV details, financial interests
according to the Financial Disclosure Forms,
as well as data about their involvement in the
Study and data related thereto, including
concluded contracts and any declarations,
Study site training records and the outcome of
any audits performed in relation to the Study
under ICH/GCP Rules (hereinafter referred to
as “Data”) may be stored, processed and used
by AOP Orphan Pharmaceuticals AG, their
Affiliates and authorized third parties in
accordance with ICH/GCP requirements and
applicable data protection laws. Data is
collected, stored, processed and used for the
purpose of (a) Study conduct and evaluation,
(b) regulatory activities, (c) Study site
relationship management (including initiation
of future clinical trials), (d) entering and storing
of all data and related documentation in
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klinickych hodnoceni), (d) vkladani a uchovavani
veSkerych dat a souvisejici dokumentace
v internich listinnych a elektronickych databazich
spole€nosti AOP Orphan Pharmaceuticals AG
anebo tfetich stran zmocnénych spole¢nosti AOP
Orphan Pharmaceuticals AG, vzdy v souladu
s platnymi pfedpisy na useku ochrany osobnich
udaja. V ramci spravy dat Studie spole¢nost AOP
Orphan Pharmaceuticals AG nebo jimi povéfené
osoby mohou poskytovat tato Data externim
vefejnym databazim, jako je napr.
clinicaltrials.gov a v nezbytném rozsahu na
zakladé prisluSnych pravnich predpist také
organim verejné moci. V ramci vySe uvedenych
aktivit mohou byt Data pfedana do tfetich zemi
mimo Evropskou unii, které nezajiStuji stejnou
urovef ochrany osobnich Gdaji jako Ceska
republika.

Smluvni strany se zavazuji, ze veSkeré
predavani osobnich Udaji bude uskute¢riovano v
souladu s pfisluSnymi pravnimi predpisy.

Smluvni partnefi a spole¢nost AOP Orphan
Pharmaceuticals AG se zavazuji jednat v souladu
s pfisluSnymi  pravnimi pfedpisy na useku
ochrany osobnich udaju, zejména zakonem
¢. 101/2000 Sb., o ochrané osobnich udajl, ve
znéni pozdéjSich prfedpistd, a vcetné pravnich
predpist Evropské unie, tj. od 25. 5. 2018
zejména nafizeni Evropského parlamentu a Rady
(EU) €. 2016/679.

Smluvni partnefi se zavazuji zajistit, ze do
provadéni Studie nebudou zaangazovany zadné
fyzické osoby, dokud tyto osoby neudéli souhlas
se zpracovanim svych osobnich udaji v rozsahu
dle Prilohy €. 2 této Smlouvy a nezaslou tento
souhlas spole€nosti AOP Orphan
Pharmaceuticals AG.

Smluvni strany se dohodly, ze tato Smlouva bude
uvefejnéna v registru smluv a uverejnéni smlouvy
provede Poskytovatel. Smluvni strany se
dohodly, ze oznacené obchodni tajemstvi AOP
Orphan Pharmaceuticals AG, bude pfed zadanim
smlouvy do registru smluv odstran&no a pfilohy
smluv nebudou v registru smluv uvefejiiovany.
Smluvni strany sjednavaji, ze spoleénost AOP
Orphan Pharmaceuticals AG zaSle Poskytovateli,
na e-mailovou adresu
klinickehodnoceni@fnkv.cz, pred podpisem
smlouvy smlouvu ve strojové Citelném formatu
s odstranénymi  pasazemi, které povazuje
spolecnost AOP Orphan Pharmaceuticals AG za
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internal AOP Orphan Pharmaceuticals AG or
AOP Orphan Pharmaceuticals AG authorized
third parties paper and electronic databases,
each in accordance with applicable data
protection laws. Within the Study data
management, AOP Orphan Pharmaceuticals
AG or persons authorized by them may
provide such Data to external public
databases such as clinicaltrials.gov, as well
as, to the extent necessary under applicable
law, to government authorities. Within the
scope of the aforementioned activities the
Data could be transferred to a country outside
the European Union not providing adequate
data protection as the Czech Republic does.
The contracting parties undertake that any
transfers of personal data will be realized in
accordance with  applicable law and
regulations.

Contract Partners and AOP  Orphan
Pharmaceuticals AG agree to adhere to
applicable data protection laws and
regulations, especially the Act. No. 101/2000
Coll. on Personal Data Protection, as
amended, including the EU legislation, ie from
25May2018, in particular Regulation (EU) No
2016/679 of the European Parliament and of
the Council.

Contract Partners shall not involve any person
in the Study conduct unless such person has
agreed to his/her data processing by signing
the consent as set forth in Appendix No. 2 of
this Agreement and forwarding it to AOP
Orphan Pharmaceuticals AG.

4. Contract Parties have agreed to publish this

Agreement in contract registry and publication
shall be performed by Provider. Contract Parties
have agreed to remove business secret marked
by the AOP Orphan Pharmaceuticals AG prior
to sending the Agreement to the contract
registry and contract appendices shall not be
published in contract registry. Contract Parties
agreed that AOP Orphan Pharmaceuticals AG
shall send the Agreement with removed
sections containing business secret according
to AOP Orphan Pharmaceuticals AG in
machine readable format to the Provider prior
the Agreement signing to the email address
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obchodni tajemstvi. Poskytovatel smlouvu klinickehodnoceni@fnkv.cz.  Provider  shall

uvefejni vregistru do 15 dnd od podpisu publish the Agreement in the contract registry

smlouvy. V opa¢ném pfipadé si AOP Orphan within 15 days from Agreement signing.

Pharmaceuticals AG vyhrazuje pravo zaslat Otherwise AOP Orphan Pharmaceuticals AG is

smlouvu do registru. entitled to send the Agreement to the registry.
XI. Trvani Smilouvy XI. Term of the Agreement

1. Tato Smlouva nabyva uc€innosti dnem uvefejnéni 1. This Agreement is effective upon publishing

v registru smluv a skonéi dnem, kdy (a) bude the Agreement in the registry last signature of
dokonéena celkova zprava o Studii, nebo (b) the parties hereunder and ends upon the later
bude provedena posledni platba Poskytovateli na of (a) completion of the overall Study report, or
zakladé této Smlouvy, pficemz rozhodujici je ta (b) the last payment made to Provider
z téchto skutecnosti, ktera nastane pozdéji. hereunder.

2. Prava a povinnosti spole¢nosti AOP Orphan 2. The rights and obligations of AOP Orphan

Pharmaceuticals AG a Smluvnich partnerd Pharmaceuticals AG and Contract Partners
stanovené v této Smlouvé, které s ohledem na set forth in this Agreement, which by intent or
svou povahu maiji pretrvat i po skonceni této meaning have validity beyond such
Smlouvy (vCetné, avSak nejen, prava s ohledem termination (including, without limitation, rights
na vlastnictvi, patenty, zachovavani miéenlivosti, with  respect to ownership, patents,
odpovédnosti a povinnosti k nahradé ékody)’ Confidentiality, IIabIIIty and indemniﬁcation)
ijstévaji Vv p|atn03ti i po skonéeni nebo Sp|nén|’ shall survive termination or eXpiration of this
této Smlouvy. Agreement.
XIll. Ukonéeni XIl. Termination

1. Bez ohledu na jakékoli jiné pravo ukoncCit tuto 1. Notwithstanding any other termination right set

Smlouvu, jez mlze byt stanoveno v této Smlouvé forth in this Agreement or in the applicable
anebo vyplyva zobecné zavaznych pravnich laws and regulations, AOP  Orphan
predpisq, spole¢nost AOP Orphan Pharmaceuticals AG reserves the right to
Pharmaceuticals AG ma pravo ukonéit tuto terminate this Agreement at any time without
Smlouvu kdykoli i bez uvedeni dlvodu na cause upon fourteen (14) calendar days prior
z&kladé vypoveédi s Etrnactidenni (14) vypovédni written notice. Immediately upon receipt of a
Ihdatou. Ihned po doruceni vypovédi této Smlouvy notice of termination under any termination
na zakladé kteréhokoli ustanoveni této Smlouvy right set forth in this Agreement, Provider
se Poskytovatel a ZkouSejici zavazuiji (i) zastavit and/or Investigator shall (i) cease recruiting
nabor a =zafrazovani subjektd hodnoceni do and enrolling trial subjects into the Study, (ii)
Studie, (i) zastavit provadéni veskerych postupl cease conducting procedures to the extent
u jiz zafazenych subjektt hodnoceni, a to v mife, medically permissible on subjects already
v jaké to dovoluje 1ékaiské hledisko, a (iii) zdrZet entered into the Study and (iii) refrain from
se v maximalni mozné mife vytvafeni dalSich incurring additional costs and expenses to the
nakladd a vydaja. extent possible.

2. Smluvni partnefi a spole¢nost AOP Orphan 2. Contract Partners and AOP Orphan

Pharmaceuticals AG, kazdy z nich, maji pravo Pharmaceuticals AG each have the right to
ukon€it tuto Smlouvu s okamzitym uCinkem terminate this Agreement with immediate
formou vypovédi doru€ené druhé smiuvni strané effect by giving written notice to the other party
v pfipadé, ze provadéni Studie u Poskytovatele if the Study at the Provider needs to be
musi byt ukongeno z Iékafskych anebo etickych terminated due to medical or ethical reasons.
ddvodd. Ukonéeni Smlouvy Smiuvnimi partnery In case of such termination by Contract
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dle predchozi véty je ZkousSejici povinen predem
prokonzultovat se spolecnosti AOP Orphan
Pharmaceuticals AG. Aniz je tim dotéeno
predchozi ustanoveni, v pfipadé kritickych nebo
dllezitych  zjisténi vramci auditu/inspekce
tykajicich  se  spravné  klinické  praxe,
farmakovigilance nebo regulaCnich zaleZitosti,
praxe nebo postupu, které maji nepfiznivy vliv na
prava, bezpeCnost, nebo blaho subjektl
hodnoceni anebo které mohou predstavovat
potencialni riziko pro vefejné zdravi anebo které
mohou mit za nasledek nepfijatelnost dat ze
Studie anebo které predstavuji vazné poruseni
prislusnych pravnich pfedpisi a pravidel, ma
spole¢nost AOP Orphan Pharmaceuticals AG
pravo s okamzitym uc€inkem doCasné zastavit
nabor subjektd hodnoceni az dokud nebudou
pfedmétna zjisténi zcela posouzena.

V pfipadé, Ze kterékoli z povoleni &i souhlast
nezbytnych pro provadéni Studie je (i)
s kone¢nou platnosti zamitnuto anebo (i)
zruseno, skon¢i tato Smlouva automaticky dnem
dorueni oznameni (rozhodnuti) o takovém
kone¢ném zamitnuti i zruseni.

Pokud se spole€nost AOP Orphan
Pharmaceuticals AG oddvodnéné domniva, ze
Smluvni partnefi nebudou schopni zalit nabor
anebo splnit svoje povinnosti tykajici se naboru
vramci sjednané I|hity, ma spole¢nost AOP
Orphan Pharmaceuticals AG pravo na zakladé
oznameni doru¢eného Smluvnim partnerim (a)
s okamzitym ucCinkem snizit pocet subjektd
hodnoceni, jez maji byt zafazeni do Studie;
anebo (b) prodlouzit dobu naboru; anebo (c)
ukongit tuto Smlouvu vypovédi. Dle pismene c)
muze spolec¢nost AOP Orphan Pharmaceuticals
AG skonc¢it Smlouvu s okamzitym Gc€inkem,
avSak pouze pokud pfedem pisemné upozornila
Smiluvni partnery na jejich prodleni s ndborem
subjektll hodnoceni a pozadala je o napravu
v dodate¢né pfiméfené Ihuté, kterou jim za timto
UCelem stanovi, a Smluvni partnefi ani v takové
dodate¢né Ihté napravu neudini.

V pfipadé, Ze spole¢nost AOP Orphan
Pharmaceuticals AG neodldvodnéné neschvali
nového Zkousejiciho podle odst. 2.19 anebo
tento novy ZkouSejici se pisemné nezavaze
k povinnostem dle této Smlouvy, spole¢nost AOP
Orphan Pharmaceuticals AG je opravnéna tuto
Smlouvu ukongit vypovédi ke dni doruceni
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Partners, prior consultation by Investigator
with  AOP Orphan Pharmaceuticals AG is
mandatory. Without prejudice to the foregoing,
in the event of critical or important findings
following audit/inspection affecting GCP,
pharmacovigilance or regulatory system,
practice or process that adversely affect the
rights, safety or wellbeing of trial subjects or
that poses a potential risk to public health or
that renders Study data inadmissible or that
represents a serious violation of applicable
legislation and guidelines, AOP Orphan
Pharmaceuticals AG reserves the right to
temporarily stop the recruitment of trial
subjects with immediate effect until the
relevant finding has been fully assessed.

In case any regulatory or legal authorization
necessary for the conduct of the Study is (i)
finally rejected or (i) withdrawn, this
Agreement shall terminate automatically at the
date of receipt of such final rejection or
withdrawal.

If it reasonably appears to AOP Orphan
Pharmaceuticals AG that Contract Partners
will not be able to start recruitment or to fulfil
their recruitment obligations within the agreed
time period, AOP Orphan Pharmaceuticals AG
has the right by giving written notice to the
Contract Partners to (a) decrease the number
of trial subjects to be recruited with immediate
effect; or to (b) extend the term of recruitment;
or to (c) terminate this Agreement; however, in
case of (c) provided that AOP Orphan
Pharmaceuticals AG has sent prior written
notice to Contract Partners informing about a
delay in Contract Partners” trial subject
recruitment and requesting Contract Partners
to cure such deficiency within a reasonable
period of time. If Contract Partners fail to cure
such deficiency in time, AOP Orphan
Pharmaceuticals AG may terminate the
Agreement with immediate effect.

In the event AOP Orphan Pharmaceuticals AG
does not approve without a reason a new
investigator pursuant to Section 2.19 or such
new investigator does not agree to the terms
of this Agreement in writing, AOP Orphan
Pharmaceuticals AG may terminate this
Agreement as of the day of delivery of the
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vypovedi Poskytovateli. V pfipadé, ze ZkouSejici
a spolec¢nost AOP Orphan Pharmaceuticals AG
maji zajem pokraCovat ve spolupraci pfi
provadéni Studie v jiném zdravotnickém zafizeni,
Poskytovatel se zavazuje umoznit spoleénosti
AOP Orphan Pharmaceuticals AG prevedeni
vSech relevantnich dat, informaci a materialu,
které nejsou vlastnictvim Poskytovatele, ve
prospéch spole€nosti AOP Orphan
Pharmaceuticals AG .

AOP Orphan Pharmaceuticals AG je povinna
uhradit vS8echny dluzné ¢astky za fadné
poskytnuté sluzby Smluvnimi partnery na zakladé
této Smlouvy a naklady, které jim odGvodnéné
vznikly, ke dni doruCeni vypovédi anebo
v pfipadé skonleni této Smlouvy dle odst. 12.3
ke dni doruceni tam uvedeného konecného
zamitnuti. Pokud Poskytovatel obdrzel vyS$Si
Castky odmény a nakladd, nez na které mu podle
skuteCné provedenych c¢innosti vznikl narok,
Poskytovatel se pfislusny rozdil zavazuje na
vyzvu spolecnosti AOP Orphan Pharmaceuticals
AG zaplatit zpét spole¢nosti AOP Orphan
Pharmaceuticals AG bez zbyte¢ného odkladu.

Pfi skoneni Smlouvy se Smluvni partnefi
zavazuji  vratit spole¢nosti  AOP  Orphan
Pharmaceuticals AG veSkery material a
predméty, jez jim byly poskytnuty v souvislosti se
Studii.

XIll. RGzna ustanoveni

Uzavieni této Smlouvy neni podminéno Zadnym
existujicim ¢&i budoucim obchodnim vztahem
mezi Smluvnimi partnery a spole¢nosti AOP
Orphan Pharmaceuticals AG ani zadnym
obchodnim rozhodnutim, které Smiluvni partnefi
ucinili anebo ucini vici spole¢nosti AOP Orphan
Pharmaceuticals AG nebo vyrobkim
obchodovanym  spole¢nosti  AOP  Orphan
Pharmaceuticals AG.

Smluvni partnefi se zavazuji plnit svoje
povinnosti na zakladé této Smlouvy zplsobem,
ktery bude v souladu s pfisluSnymi pravnimi
predpisy zaméfenymi proti korupci a uplaceni.
Smluvni  partnefi zavazné prohlasuji, ze
neposkytli ani neposkytnou zadnou platbu ani
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notice on termination to the Provider. In the
event that Investigator and AOP Orphan
Pharmaceuticals AG wish to continue the
collaboration with regard to the Study at
another institution, Provider shall reasonably
support AOP Orphan Pharmaceuticals AG in
such transfer, in particular with regard to the
transfer of any and all relevant data,
information and material to AOP Orphan
Pharmaceuticals AG , as far as not proprietary
material of Provider.

. AOP Orphan Pharmaceuticals AG shall make

all payments due for the performance of
proper and contractual services provided by
Contract Partners and pass through costs
reasonably incurred in good faith hereunder
which have accrued up to the date such
termination notice is received, or, in case of a
termination of this Agreement pursuant to
Section 12.3, up to the date of receipt of such
final rejection. Should Provider have received
higher payments than the payments due
according to the work already performed,
Provider shall reimburse at the request of AOP
Orphan Pharmaceuticals AG the balance to
AOP Orphan Pharmaceuticals AG without
undue delay.

Upon termination of this Agreement, Contract
Partners will return to AOP Orphan
Pharmaceuticals AG all materials and objects
that were provided to Contract Partners in
relation to the Study.

XIll. Miscellaneous

The conclusion of this Agreement is not
conditioned on any pre-existing or future
business relationship between AOP Orphan
Pharmaceuticals AG and the Contract
Partners. It is also not conditioned on any
business or other decision the Contract
Partners have made or will make relating to
AOP Orphan Pharmaceuticals AG or AOP
Orphan Pharmaceuticals AG products.

Contract Partners shall perform their
obligations under this Agreement in a manner
consistent with applicable anti-bribery and
anti-trust laws. Contract Partners affirm to
have not made or provided, and that they will
not make or provide, any payment or benefit,
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prospéch, pfimo ¢i nepfimo, ufedni osobé,
zakaznikiim, obchodnim partnerdm, odbornikdm
ve zdravotnictvi ani Zzadné jiné osobé za ucelem
zajisténi nepatficného prospéchu nebo nekalé
obchodni vyhody, nebudou ovliviiovat
rozhodovani v soukromé ani vefejné sféfe,
pfedepisovani, ani nebudou nikoho podnécovat
K poruSovani profesnich povinnosti ¢€i pravidel.
Smluvni partnefi se zavazuji neprodlené
v pisemné podob& nahlasit spole¢nosti AOP
Orphan Pharmaceuticals AG kazdé podezieni Ci
zjisténé poruseni vySe uvedenych zasad
v souvislosti s obchodni €innosti spole¢nosti AOP
Orphan Pharmaceuticals AG a budou v takovych
pfipadech spolupracovat se spole¢nosti AOP
Orphan Pharmaceuticals AG pfi proSetfeni
takové zalezitosti.

Tato Smlouva obsahuje dplné ujednani
o pfedmétu Smlouvy a vSech nalezitostech, které
Strany mély a chtély ve Smlouvé ujednat, a které
povazuji za dulezité. SouCasné smluvni strany
prohladuji, ze si navzajem sdélily vSechny
informace, které povazuji za dulezité a podstatné
pro uzavieni této Smlouvy.

Strany si nepreji, aby nad ramec vyslovnych
ustanoveni této Smlouvy byla jakakoliv prava
a povinnosti Stran dovozovany z dosavadni Ci
budouci praxe zavedené mezi Stranami Ci
zvyklosti zachovavanych obecné ¢i v odvétvi
tykajicim se pfedmétu plnéni této Smlouvy,
ledaZe je ve Smlouvé vyslovné sjednano jinak.

Kazda ze smluvnich stran jedna jako nezavisly
subjekt a pro zadné ucely neni v postaveni
partnera, zprostfedkovatele, zaméstnance ani
zastupce druhé smluvni strany.

Spole¢nost AOP Orphan Pharmaceuticals AG
mé pravo postoupit tuto Smlouvu zcela anebo
z€asti na kteroukoli ze svych Propojenych osob.
Kromé vy3e uvedeného neni Zadna ze smluvnich
stran opravnéna postoupit svad prava a/nebo
povinnosti zcela ani z¢asti na tfeti stranu bez
predchoziho pisemného souhlasu ostatnich
smluvnich stran. Tato Smlouva zavazuje jeji
jednotlivé smluvni strany, jakoz i jejich pravni
nastupce a osoby, na néz budou prava a zavazky
smluvnich stran v souladu stimto odstavcem
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directly or indirectly, to government officials,
customers, business partners, healthcare
professionals or any other person in order to
secure an improper benefit or unfair business
advantage, affect private or official decision-
making, affect prescription behaviour, or
induce someone to breach professional duties
or standards. Contract Partners  will
immediately report to AOP  Orphan
Pharmaceuticals AG in writing any suspected
or detected violation of the above principles in
connection with AOP Orphan Pharmaceuticals
AG’s business and, in such cases, will
cooperate  fully  with AOP  Orphan
Pharmaceuticals AG in reviewing the matter.

This Agreement constitutes entire agreement
about the subject matter hereof and all matters
the Parties had and wished to agree upon
herein and which the Parties consider
important. At the same time the Parties
represent and warrant to have provided to
each other all information they deem important
and substantial for entering into this
Agreement.

The Parties do not wish that any rights or
obligations of the Parties are derived from the
current or future practice introduced between
the Parties or from business practice observed
generally or in the field related the subject
matter of this Agreement, unless explicitly
agreed in the Agreement.

Each party to this Agreement shall act as an
independent contractor and shall not be
construed for any purpose as the partner,
agent, employee or representative to the other

party.

AOP Orphan Pharmaceuticals AG shall have
the right to assign this Agreement in whole or
in part to any of its Affiliates. Subject to the
foregoing, neither party shall assign its rights
or duties under this Agreement (in whole or in
part) to a third party without prior written
consent of the other party and this Agreement
shall bind and inure to the benefit of the
respective parties and their successors and
assigns.
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10.

11.

12.

postoupené. AOP Orphan Pharmaceuticals AG o
postoupeni pisemné vyrozumi Poskytovatele.

Neplatnost nebo nevymahatelnost konkrétniho
ustanoveni této Smlouvy nema vliv na platnost
ostatnich ustanoveni. Smiuvni strany se zavazuji
nahradit neplatné a nevymahatelné ustanoveni
platnym a vymahatelnym ustanovenim podle
potfeby, jimz bude co mozna nejblize dosazeno
umyslu, jez strany meély v dobé uzavieni této
Smiouvy.

Jednostranné vzdani se prava anebo micky dany
souhlas anebo neuspésné dovolani se poruseni
kteréhokoli ustanoveni této Smlouvy smluvni
stranou nezakldda jednostranné vzdani se prava
v souvislosti s jakymkoli naslednym porusenim
kteréhokoli ustanoveni této Smlouvy.

Pro ucely této Smlouvy se kazdy ukon ucinény
spole€nosti AOP Orphan Pharmaceuticals AG
vuci Poskytovateli povazuje za ukon ucinény a
fadné doruéeny obéma Smluvnim partneriim,
véetng, avSak nejen, ukonu oznameni o zméné
Protokolu Studie, ukonu sméfujiciho ke zméné di
skonceni této Smlouvy, ledaze z podstaty Ukonu,
o ktery se jedna, vyplyva, Ze je uréen pouze pro
nékterého ze Smluvnich partneru.

Zmény a dodatky ktéto Smlouvé musi mit
pisemnou formu a musi byt podepsany vSemi
smluvnimi stranami, nestanovi-li v konkrétnim
pfipadé tato Smlouva jinak. PoZzadavek pisemné
formy se uplatni obdobné& v pfipadé zmén
jednotlivych ustanoveni Smiouvy.

Tato Smlouva je vytvofena v souladu s a fidi se
¢eskym pravem. Smluvni strany se dohodly, ze
veSkeré spory vzniklé ztéto Smlouvy budou
feSeny vécné a mistné pfisluSnymi obecnymi
soudy Ceské republiky. Pfislusnost rozhodgich
soudU je vylou€ena.

Tato Smlouva je sepsana v ¢eském a anglickém
jazyce a smluvni strany povaZzuji obé jazykové
verze za rovnocenné, avSak pro pripad
nesrovnalosti mezi jednotlivymi verzemi se strany
dohodly, Ze pfednost ma Ceska verze Smlouvy.
Tato Smlouva a vSechny jeji pfilohy predstavu;ji
uplnou dohodu smluvnich stran o pfedmétu této

10.

11.

12.

The invalidity or unenforceability of a particular
provision of this Agreement shall not affect the
validity of the remaining provisions. The
parties shall replace the invalid or
unenforceable provision with a valid or
enforceable provision, as the case may be,
that comes closest to effectuating the intent of
the parties at the time of the Agreement's
execution.

The waiver or acquiescence by any party or
the failure of any party to claim a breach of
any provision of this Agreement will not be
deemed to constitute a waiver with respect to
any subsequent breach of any provisions
hereof.

For purposes of this Agreement any and all
actions taken by AOP Orphan
Pharmaceuticals AG towards the Provider
shall be considered as actions made and duly
delivered to both Contract Partners, including
without limitation notification of the Protocol,
notices on termination, unless is ensues from
the nature of such an action that it is
addressed to only some of the Contract
Partners.

Amendments and extensions to this
Agreement shall not be effective unless in
written form and signed by all parties, unless
set forth explicitly otherwise herein. This
requirement equally applies to this written form
clause itself.

This Agreement shall be governed by, subject
to and construed in accordance with the laws
of the Czech Republic. For any and all
proceedings arising hereunder the parties
agree to the exclusive general jurisdiction of
the competent courts of the Czech Republic.
The jurisdiction of arbitral tribunals is
excluded.

This Agreement is made in the Czech and
English language and the Parties consider
both language versions to be equivalent,
however in case of any discrepancies between
individual versions the Parties agreed that the
Czech version shall prevail. This Agreement
and any Appendix hereto set forth the entire
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Smiouvy.

13. Tato smlouva se uzavira v po&tu 4 vyhotoveni, z
toho 2 vyhotoveni pro spoleénost AOP Orphan
Pharmaceuticals AG, 1 vyhotoveni pro
Poskytovatele , 1 vyhotoveni pro Zkousejiciho.

XIV. Pfilohy

Nasledujici pfilohy tvofi nedilnou souéast této
Smlouvy, nestanovi-li tato Smlouva jinak:

Pfiloha €. 1: Finan&ni podminky

understanding and agreement of the parties
relating to the subject matter hereof.

13. This Agreement is made in 4 copies, out of
which AOP Orphan Pharmaceuticals AG
receives 2 copies, Provider 1 copy and 1 copy
for the Investigator.

XIV. Appendices
The following Appendices shall form an integral part
of this Agreement, unless set forth otherwise

herein:

Appendix No. 1: Financial Terms

AOP ORPHAN PHARMACEUTICALS AG

Jednatel / Managing Director

Fakultni nemocnice Kralovské Vinohrady

Misto a datum / Place and Date:

Doc. MUDr. Robert Grill, Ph.D., MHA

Reditel / Director

Zkousejici / Investigator

Misto a datum / Place and Date:

Doc. MUDr. FrantiSek Duska, Ph.D
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Priloha €. 1: Finanéni podminky

Odména Poskytovatele, ZkouSejiciho a
ZkusSebniho tymu (studijni sestry, studijni
farmaceut) se ur¢i jako souclet &astkovych
odmén uvedenych niZe za jednotlivé €innosti
fadné a v€as provedené, v obdobi, za které je
odména uctovana. Narok na odménu za
pfislusné obdobi vznikd poslednim dnem
takového obdobi, a to v rozsahu
odpovidajicimu fadné vyplnénym
elektronickym formulaiim CRF za jednotlivé
subjekty hodnoceni, které byly spolecné s

vyplnénou  dokumentaci ke  kompletné
provedené monitorovaci navstévé predany
spole¢nosti AOP ORPHAN

PHARMACEUTICALS AG nejpozdéji posledni
den pfislusného obdobi.

Platby Poskytovateli, ZkouSejicimu a ¢lendm
ZkuSebniho tymu (studijni sestry, studijni
farmaceut) budou rozdéleny dle Platebniho
rozpisu.

Odména urCena podle této PFilohy kryje
vSechny naklady na veSkera vysetfeni (v€etné
odmén Zkousejiciho, ¢lent Studijniho tymu
lékard, Clent zkusebniho tymu, zaméstnanct
Centra a dalSich administrativnich a/nebo
rezijnich nakladd  Poskytovatele, platby
laboratore a archivaci) vyzadovana
Protokolem, v€etné& napf. uhrady regulaénich
poplatkd, stejné jako kryje veSkeré naklady na
plnéni zavazkl Poskytovatele vyplyvajici ze
Smlouvy, neni-li dale nebo ve Smlouvé
explicitné dohodnuto néco jiného.

PFfi prfed€asném ukonéeni Smlouvy uhradi
spole¢nost AOP ORPHAN
PHARMACEUTICALS AG Poskytovateli a
ZkouS$ejicimu pouze naklady jiz prokazatelné
vynaloZzené a ukony jiZ prokazatelné
provedené.

Schéma pro thradu jednotlivych ukonu:

Platby jsou uvedeny v EUR na zakladé
vykonanych navstév subjektu hodnoceni ve
Studii. Odména za prislusny subjekt
hodnoceni bude rozdélena nasledovné (.%
Poskytovatel, o6 Zkousejici a Zkuebni tym
(studijni sestry)):

1.
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Appendix 1: Financial Terms

The remuneration of the Provider, the
Investigator and Study team members (study
nurses, study pharmacist) shall be calculated
as the total of particular prices (amounts)
presented herein below for individual activities
duly and timely performed in the period, for
which the remuneration is charged. The title to
the remuneration for a particular period shall
arise on the last day of such period and in the
extent corresponding to the duly filled
electronic forms CRF for individual patients,
which were handed over to AOP ORPHAN
PHARMACEUTICALS AG together with the
filled documentation concerning the completely
performed monitoring visit on the last day of
the respective period at the latest.

The Payments for the Provider, Investigator
and the Study team members (study nurses,
study pharmacist) shall be distributed
pursuant to the Payment schedule. i

The remuneration calculated under this
Appendix covers all costs for all examinations
(including remuneration of the Investigator,
Study Team Physicians, Study Team
Members, Center's employees and any
administrative and/or overhead costs of the
Provider, costs for laboratory and archiving)
required by the Study Protocol as well as all
regulatory charges and costs incurred by
fulfilment of Provider’s obligations resulting
from the Contract if not explicitly agreed
otherwise further herein or in the Agreement.

In case of an early termination of the Contract,
AOP ORPHAN PHARMACEUTICALS AG will
pay the Provider and the Investigator only the
provably spent costs and for the activities
provably accomplished.

Scheme for remittance of individual activities:
Payments are given in EUR based upon the
visits undergone by a trial subject in the Study.
The payment per particular study subject will
be divided as follows (i Provider, %
Investigator and Study team (study nurses)):
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PLATEBNi ROZPIS / PAYMENT SCHEDULE

Celkova maximalni &astka za pacienta [JJJJLEUR /Maximum total amount per patient EUR [Jili}

- -

ZkuSebni
o ex . Celkova tym (studijni
Na\@ﬁ;’gg%g&gﬁ?gﬁfftn' Castka/ Total sestry)/Study
amount Poskytovatel/P | ZkouSejici/ team (study

rovider Investigator nurses)

Screening /Randomization

Visit 0 Baseline

Visit 1 Titration phase

Visit 2-4 Maintenance phase |

Visit 5-28 Maintenance phase Il + EOT

;| -
— -
I BN

6.

Odména bude uhrazena dle
o provedeni klinického hodnoceni.

Poskytovatel

Kéd banky: l

Majitel uctu: |

I
Cislo uétu: |G

Variabilni symbol: €islo faktury

Smlouvy

1BAN: I

Zkou$ejici:

Banka:

Kéd banky: [l

Majitel uctu: |GG
Cislo u¢tu: |G

iBAN: I

ZkuSebni tym (studijni sestry):
Banka: [

Kod banky: [l

Majitel uctu: |G
Cislo uétu: NG
IBAN: I

ZkuSebni tym (studijni farmaceut):

Banka: [N
Kod banky: [l
Majitel aétu: |GG
Cislo uétu: |NEGNG
1BAN: [

6. The payment will be proceeded according to

the Agreement for the performance of a
clinical trial.

Provider:

Bank:

Bank code:

Account owner: [[IIIINININNGGN
Account No.: ||IlIGzGzGzG

Variable symbol: invoice humber

1BAN: I

Investigator:

Bank: |

Bank code: [l

Account owner: [[IIIGIGING
Account No.: I

IBAN: [

Study team (study nurses):

Bank: [

Bank code: |l

Account owner: IR
Account No.: IIlIGIzINIEG

18AN: I

Study team (study pharmacist):

Bank: [N

Bank code: |l

Account owner: |G
Account No.: |IIGzGBG

iBAN: I
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8.

Odmeéna za pfislusny subjekt hodnoceni bude
shiZzena v nasledujicich pfipadech:

V pfipadé subjektt hodnoceni, které prosly
skriningem, ale nesplnily kritéria pro zafazeni
do Studie v dlsledku vysledkl vySetfeni
a/nebo hodnoceni z duvodu, které nemohly
byt znamé pred pfihlasenim k Gcasti ve Studii,
vyplati spole&nost AOP ORPHAN
PHARMACEUTICALS AG odménu ] EUR
za subjekt hodnoceni (| Poskytovatel, [
ZkouSejici a ZkuSebni tym (studijni sestry), u
néhoz byl skrining neuspésny, pokud byly
provedeny vSechny skriningové Ukony, avSak
spoleéné maximalng za || téchto subjektd
hodnoceni.

Ostatni naklady:
Spolecnost AOP ORPHAN

PHARMACEUTICALS AG uhradi
Poskytovateli nasledujici naklady, které nejsou
zahrnuty v odmé&né za subjekt hodnoceni:

(i)  Administrativni naklady:

Spole¢nost AOP ORPHAN
PHARMACEUTICALS AG zaplati
Poskytovateli poplatek za administrativni
zpracovani smiouvy ve vysi [l EUR,
zahajovaci poplatek pro Kliniku
anesteziologie a resuscitace ve vysi i
EUR, =zahajovaci poplatek Ustavni
lékarné ]l EUR a jednorazovy poplatek
za poskytnuti laboratornich certifikatt [Jj
EUR. Fakturace po podpisu smlouvy.

Dale naklady na archivaci ve vysi [l
EUR za studi a ] EUR za subjekt

hodnoceni. Fakturace po ukonéeni
hodnoceni.

(i) Lékarna:
Spolecnost AOP ORPHAN

PHARMACEUTICALS AG zaplati Centru
za pfijem, evidenci a vydej Hodnoceného
léku &astku ] EUR Poskytovateli a ||
EUR  ZkuSebnimu tymu  (studijni
farmaceut) za 1 meésic ftrvani Studie
poCinaje mésicem, v némz bude pfijata
prvni dodavka Hodnoceného Iéku a
konce meésicem vydeje/vraceni
posledniho baleni Hodnoceného léku, a
to bez ohledu na poclet jednotlivych
dodavek a mnozstvi Hodnoceného Iéku.

7. The Per Individual Subject Fee will be reduced

in the following cases:

With regard to trial subjects who have gone
through screening but did not meet the
enrolment criteria due to the results of the tests
and/or assessments that could not have been
known before entering the Study, AOP
ORPHAN PHARMACEUTICALS AG shall
make a payment of ] EUR (| Provider,
- Investigator and Study team (study
nurses) per screen failure trial subject provided
that all screening activities were properly
performed, however totally for | such trial
subjects at maximum.

Pass-through costs:
AOP ORPHAN PHARMACEUTICALS AG
shall reimburse the Provider with regard to the
following expenses, which are not covered by
the Per Subject Fee:

(i)  Administrative costs: |

AOP ORPHAN PHARMACEUTICALS AG
shall reimburse Provider the
administrative fee for the contract
negotiation in the amount of i EUR
for the Department of Anaesthesiology
and Resuscitation , the start-up fee in the
amount of ] EUR, the initial pharmacy
fee in the amount of ] EUR and the fee
for providing the laboratory certificates in
the lump amount of ] EUR - to be
invoiced upon signing the contract.
Furthermore the archiving costs in the
amount of ] EUR per study and [} EUR
per study subject — to be invoiced upon
the end of the study.

(i)  Pharmacy:
AOP ORPHAN PHARMACEUTICALS AG

shall pay to the Center for receipt,
records keeping and dispensing of the
Study Drug the amount of ] EUR to
Provider and ] EUR to Study team
(study pharmacist) for 1 calendar month
of the Study period starting in the month,
in which the first Study Drug shipment is
received and ending in the month, in
which the last Study Drug package is
dispensed or returned, with no regard to
the number of individual shipments and
Study Drug volumes.
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(i)  Dal8i prfipadné vzniklé néaklady budou
nahrazeny pouze s pfedchozim
pisemnym souhlasem spole¢nosti AOP
ORPHAN PHARMACEUTICALS AG a po
obdrzeni prislusné faktury a pfisluSnych
prukaznych ucetnich dokladu.

9. Narok na nahradu veSkerych nakladd dle 9.

odstavcl 5 az 7 vznikd Centru dnem jejich
prokazatelného vynalozeni. VeSkeré tyto
naklady jsou splatné v nejblizSim terminu
splatnosti odmény dle odst. 1 az 4 této pfilohy
spole¢né stouto odménou, nestanovi-li
Smlouva nebo tato pfiloha jinak.

Other eventual pass-through costs shall
be reimbursed only after prior written
approval of AOP ORPHAN
PHARMACEUTICALS AG and upon
receipt of supporting documentation with
receipts attached.

(iif)

The Center shall become entitled to any and
all costs under section 5 to 7 hereof as of the
day the Center demonstrably expended these
costs. Any and all such costs are due within
the first next maturity period of the
remuneration under sections 1 to 4 hereof and
jointly with this remuneration, unless set forth
otherwise in the Agreement or herein.

AOP ORPHAN PHARMACEUTICALS AG

Jednatel / Managing Director

Fakultni nemocnice Kralovské Vinohrady

Doc. MUDr. Robert Grill, Ph.D., MHA
Reditel/Director

Zkousejici / Investigator

Doc. MUDr. FrantiSek Duska, Ph.D
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