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Prof. Dr. Hendrik Jan Ankersmit

CLINICAL TRIAL SMLOUVA O PROVEDENI |
AGREEMENT KLINICKEHO HODNOCENI
. between B mezi
Aposcience AG Aposcience AG
Dresdner Strafle 87/ A 21 Dresdner Strafie 87 / A 21
1200 Vienna 1200 Wien
Austria Rakousko
Represented by Zastoupena

Prof. Dr. Hendrik Jan Ankersmit

(hereinafter “SPONSOR™)

(ddlc jon “ZADAVATEL") |

with the CRO commissioned

s povétenou smtuvni vyzkumnou

organizaci o ]

FGK Clinical Research GmbH
Heimeranstr. 35 '

FGK Clinical Research GmbH
Heimeranstr. 35

801339 Munich 80339 Miinchen
- Germany ] o __ Neémecko —_—
Represented by Martin Krauss Zastoupena Martin Krauss
(bereinafter “CRO) ; (déle jen ,,CRO*)
l
and | a

Central Military Hospital
U Vojenske nemocnice 1200

Ustredni vojenska nemaocnice
U Vojenske nemocnice 1200

(hereinafter “ Healthcare facility™)

169 02 Praha 169 02 Praha
Czech Republic Czech Republic
|
Represented by prof. MUDr. Miroslav 7Zastoupena pfbf. MUDr. Miroslay
Zavoral, Ph.D, Zavoral, Ph.D,
Feditel Feditel

L

(déle jen “ Zdravotnické zafizeni”) |
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Preambule

Preamble

APOSCIENCE AG (= SPONSOR)
intends to conduct a placebo-controlled,

interventional clinical phase First-in- |

Man/Phase Il with APO-2, a medicinal
product in development for the treatment
of patients with diabetic foot syndrome,
in order to obtain initial information on
the efficacy and safety of APO-2.

The clinical trial is a multicenter,
multinational study.

APOSCIENCE AG (= ZADAVATEL)
hodld provést placebem kontrolovanou
intervenéni klinickou fazi prvni studie na
Clovéku / Faze II s APO-2, 1&&ivym
piipravkem vy vijenym pro 1é&bu pacientti
se syndromem diabetické nohy, s cilem
ziskat poateén{ informace o G¢innosti a
bezpetnosti APO-2.

Klinické hodnoceni je multicentricka,
mezindrodni studie.

Healthcare facility _has appointed _its
Principal Investigator fo conduct the
clinical trial at Diabetologické centrum
Interni kliniky 1. LF UK a UVN.

appropriatc knowledge. cxperience and
capabilities required to conduct clinical
trials in the above indication area, has
access to the required number of patients
according to the inclusion and exclusion
criteria described in the protocol (Anncx
2) and is interested in conducting the
above clinical trial.

Zdravotnické _z
zamé&stnance
jako Hlavnihk ac
klinického hodnoceni provadéného na
Diabetologickém centru Interni kliniky 1.
LF UK a UVN.

znalosti, zKusenost: a schopnosti potiebné

k realizaci klinického hodnoceni ve vyse
zminéné indikacni oblasti, ma piistup k
pozadovanému podétu pacientl v souladu
kritérii pro zafazeni a vylouéeni
popsanymi v protokolu (P¥iloha 2) ama
zdjem provést vySe uvedené klinické
hodnoceni.

SPONSOR agrees to the inclusion of
as Principal
Investigator in the performance of the
clinical trial.

Fulfilment of obligations of the Principal
Investigator and Investigators
(hereinafter referred to as investigators)
stipulated by this contract shall be
ensured by the Healthcare facility as their
employer  within  the scope of
employment relations. The Healthcare
facility shall be liable for the fulfilment of

the Investigator's obligations. The
Healthcare  facility  undertakes to
conclude within 14 days from the

conclusion hereof an «agreement to

ZADAVATEL souhlasi se zafazenim

I
ousejictho pro provadeéni klinického

hodnoceni.

Plnéni povinnosti Hlavniho zkousejiciho
a zkouSejicich (ddle jen zkousdejici)
stanovenych touto smlouvou zajisti
Zdravotnické  zafizeni jako jejich
zaméstnavatel v ramci pracovnépravnich
vztahi. Zdravotnické zafizeni odpovida
za plnéni povinnosti zkoudejiciho.
Zdravotnické zafizeni se zavazuje do 14
dnit ode dne uzavieni této smlouvy
uzaviit se ZkouSejicim «Dohodu o
provedeni préce/dohodu o pracovni
Cinnostir, kterd Zkousejiciho zavaze k
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complete a job / agreement to perform
work» on the basis of which the
Investigator will undertake to perform
obligations especially pursuant to legal
regulations given in § 2, article 8§ hereof.

plnéni povinnosti zejména dle pravnich
pfedpist uvedenych v § 2, odstavci 8 této
smlouvy.

The hospital pharmacy of UVN Prague
(hereinafter The Pharmacy) will receive
investigational medicinal products from
SPONSOR or its representative, store
and, at the request of the Investigator,
prepare it for administration to a study
patient.

For this reason, the Healthcare
facility/Investigator and the Pharmacy
shall cooperate closely.

Nemocni¢ni 1ékarna UVN Praha (dale jen
Lékarna) obdrzi hodnocené IéCivé
piipravky od ZADAVATELE nebo jeho
zéstupce, uskladni je a na Zidost
ZkouSejictho je pHpravi k podani
pacientovi v ramci klinického hodnoceni.

Z tohoto df@vodu budou Zdravotnické

zatizeni / Zkousejici a Lékarna uzce
spolupracovat.

The SPONSOR uses the company FGK
Clinical Research GmbH (hereinafter
referred to as “CRO™) to supervise the
clinical trial.

ZADAVATEL vyuzivd k dohledu nad
klinickym hodnocenim spole¢nost FGK
Clinical Research GmbH (dédle jen
CRO%).

The National Coordinating Investigator is

Narodnim koordinul'icim zkousejicim je

The following details are agreed to:

Byly dohodnuty nasledujici
podrobnosti:

§ 1 Subject matter of the
agreement

§ 1 Predmét smlouvy

SPONSOR appoints the Healthcare
facility in cooperation with the
investigator to carry out the clinical trial.
"A randomized, placebo-controlled,
double-blind study to evaluate safety
and dose dependent clinical efficacy of
APQ-2 at three different doses in
patients with diabetic foot ulcer"

in accordance with the specifications
made in the study protocol (protocol
number MARSYAS II) version 1.0
including subsequent changes.

ZADAVATEL povéiil Zdravotnické
zafizeni ve spolupraci se Zkousejicim
provést klinické hodnoceni.
,Randomizovana, placchecm
kontrolovand, dvojité zaslepena
studie hodnotici bezpecnost a na vysSi
davky zavislou klinickou u¢innost
APO-2 pri tfech ruznych davkach u
pacientii s diabetickym viredem na
noze“

v souladu se specifikacemi uvedenymi
ve studijnim protokolu (¢islo protokolu
MARSYAS II}) wverze 1.0, vetné

naslednych zmén.
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The study protocol (Annex 2) with its
appendices shall be considered a
component part of this agreement.

Protokol klinického hodnoceni (Priloha
2) s jeho dodatky se povaZzuji za soucast
této smlouvy.

2. The stipulations made in the protocol are
binding for the parties and thus constitute
an integral part of the agreement; this also
applies to subsequent amendments to the
protocol.

Ustanoveni uvedena v protokolu jsou
pro strany zévaznd, a proto tvofi
nedilnou soucast smlouvy; to plati i pro
nésledné zmény protokolu.

3. Deviations from the protocol require the
written consent of SPONSOR. All
agreements must always be made in
written form.

Odchylky od protokolu vyZaduji |
pisemny souhlas ZADAVATELE.
Viechna ujednani musi byt vzdy

uéinéna pisemné. ‘

4. APOSCIENCE AG is the SPONSOR of
the planned clinical trial and assumes
overall responsibility for its initiation,
organization and financing.

Spoletnost APOSCIENCE AG  je
ZADAVATELEM planovaného
klinického hodnoceni a nese celkovou
odpovédnost za  jeho  zahéjeni,
organizaci a financovani.

5. FGXK is commissioned by the SPONSOR
to carry out and manage the clinical trial
as a contract research organisation (CRO).

All obligations of the SPONSOR towards
the contracting parties remain unaffected
by this.

Spole&nost FGK  je povéfena
ZADAVATELEM, aby provedla a
vedla klinické hodnoceni jako smluvni
vyzkumnad organizace CRO).

Tim nejsou dotfeny zadné zavazky
ZADAVATELE vici smluvnim

strandm.

6. By signing this agreement, the
Investigator agrees that the notifications
that must be made to the authorities at the
time of registration and deregistration of
the Healthcare facility and over the
further course of the study are to be made
by SPONSOR or the CRO appointed by
SPONSOR or a consultancy firm
commissioned by SPONSOR.

Podpisem této smlouvy souhlasi
ZkouSejici s tim, Ze¢ oznameni, ktera
musi byt ufinéna organim v dob&
registrace a  zruleni  registrace
Zdravotnického zafizeni a behem
dalsiho pribéhu klinického hodnoceni,
budou ué¢inéna ZADAVATELEM nebo
CRO povéfenou ZADAVATELEM
nebo poradenskou firmou povéfenou
ZADAVATELEM.

7. The following requirements must be met
before the clinical trial starts:

Pfed zahdjenim klinického hodnoceni
musi byt splnény nasledujici podminky:

- A favourable opinion must have been
issued by an ethics committee that is
established in accordance with state law
and responsible for the clinical trials at
Healthcare facility.

- Eticka komise, kterd je zfizena v
souladu se stitnim pravem a je
odpovédnd za klinickd hodnoceni
ve Zdravoinickém  zafizeni, musi
vydat priznivé stanovisko.
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- The approval of the competent national | - Musi byt k  dispozici souhlas |
higher authority must be on hand. pfisludné¢ho  vnitrostdtniho  vy3&iho
organu,
- The notifications to the competent | - Musi byt ufinéna  ozndmeni
supervisory authorities must have been pfisludnym orgdanim dozoru.
made.
All costs incurred as a result of these | Veskeré néklady spojené se zajisténim
requirements shall be bome by | t&hto podminek ponese ZADAVATEL. |
SPONSOR. :

8. The planned timeframe of the clinical | Planovany  Casovy  harmonogram
trial is as follows: klinického hodnoceni je ndsledujici:

- Approval by the authority: 1st quarter | - Schvaleni regulaénim Ofadem: 1.
2021 Stvrtleti 2021

- Approval by the ethics committee(s): | - Schvaleni etickon komisi

. 4th quarter 2020 (komisemi): 4. ¢tvrtleti 2020

- Initiation of the Healtheare facility: | - Iniciace Zdravotnického zatfizeni: 2.
2nd quarter 2021 Ctvrtleti 2021

- Duration of patient recruitment period: | -Doba trvani ndboru  pacientii:
approx. 8-10 months pfiblizné 8 aZ 10 mésici

- End of  patient recruitment: | - Konec naboru pacientd: piedpokiad
provisionally in 4th quarter 2021 je 4. &tvrtleti 2021

- Last Patient Last Visit: provisionallyin | -Posledni  navst¢va  posledniho
4th quarter 2021 pacienta: piedbézné v 4,¢tvrtleti 2021

- Completion of monitoring and data | - Dokondeni monitorovani a &isténi
cleaning: provisionally in 1st quarter dat: pfedb&zne 1. &tvrtletf 2022
2022

9. The Healthcare facility / the Investigator | Zdravotnické zafizeni / Zkousejici se
shall endeavour to enrol during bude snazit zafadit béhem:

Phase I part (Main phase) a minimum | - ¢asti Faze Il (hlavni faze) minimalné 1
. of 1-2 patients monthly. az 2 pacienty mesi¢né.

10. | Patient recruitment for the clinical trial as | Nabor pacientd do klinického hodnoceni
a whole shall end once the number | jako celek skonéi, jakmile bude
stipulated in the protocol is reached, or the | dosazeno  poétu  stanoveného v
SPONSOR  terminates the  study | protokolu, nebo ZADAVATEL klinické
prematurely. hodnoceni pred&asné ukondéi.

§ 2 Duties of the Investigator and | § 2 Povinnosti ZkouSejiciho a
the Healthcare facility Zdravotnického zaFizeni

1. The Investigator undertakes to conduct | Zkousejici se zavazuje k nezdvislému a
and document the clinical trial | zodpovédnému provedeni a
independently and autonomously in | dokumentace klinického hodnoceni,
accordance with the available protocol, | vsouladu s aktudlnim  protokolem,
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the applicable instructions, and any
potential amendments.

SPONSOR shall supply all documents
required for the performance of the

clinical trial.

pfisluSnymi pfedpisy a pfipadnymi
zménami.
ZADAVATEL  poskytne  v3echny

dokumenty potfebné
klinického hodnoceni.

k  provedeni

The Healthcare facility shall bear full
medical responsibility for all patients
included at their site for the above-
mentioned clinical trial.

Zdravotnické zafizeni nese plnou
lékatskou odpovédnost za vSechny
pacienty zafazené v jejich misté za
ucelem vySe uvedeného klinického
hodnoceni.

The Investigator assures that his activity

Zkousejici se zarucuje Ze jeho ¢innost v

within the framework of the clinical trial | rAmci klinického hodnoceni neni v
does not conflict with his official | rozporu s jeho oficidlnimi povinnostmi.
obligations.

The Investigator and the Healthcare
facility undertake to meet the operational
and  personnel requirements  for
conducting the clinical trial. The
Investigator must ensure that all members
of the study team have the necessary
qualifications and receive adequate
instruction according to the protocol.

This also includes arrangements for
emergency measures.

If there occurs a new fact in connection
with the carrying out of the clinical
assessment which may affect safety of the
persons under assessment, the Healthcare
facility shall be obliged to take immediate
measures for the protection of the persons
under assessment from immediate danger
and to immediately inform the Sponsor.

ZkouSejici a Zdravotnické zai{zeni se
zavazuji splnit provozni a persondlni
pozadavky potfebné pro provedeni
klinického hodnoceni. Zkousejici musi
zajistit, aby vsichni ¢lenové studijniho
tymu méli potfebnou kvalifikaci a byli
adekvatné proskoleni v souladu
s protokolem.

To také zahrnuje preventivni opatieni
pro naléhavé piipady.

Vyskytne-li se v souvislosti s
provadénim klinického hodnoceni nova
skutednost, kterd mize  ovlivnit
bezpe¢nost subjekttt hodnoceni, je
Zdravotnické zatizeni povinno pfijmout
okamzita opatfeni k ochran¢ subjektii
hodnoceni pied bezprostfednim
nebezpeCim a neprodlené informovat
Zadavatele.

Prior to commencement of the clinical
trial, the Investigator shall be informed of
the pharmacological, toxicological and
clinical properties of the investigational
medicinal product that justify its use in the
clinical trial by submitting the current
version of the Investigator’s Brochure.

Pfed zahdjenim klinického hodnoceni
musi byt ZkouSejici informovan o
farmakologickych, toxikologickych a
klinickych vlastnostech hodnoceného
1é¢ivého pfipravku, které odUvodiiuji
jeho pouziti v klinickém hodnoceni
piedloZenim aktualni verze broZzury pro
zkousejiciho.
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6. Before initiation of the clinical trial, the | Pfed zahajenim klinického hodnoceni se
Investigator and the Healthcare facility | ZkouSejici a Zdravotnické zatizeni ujisti
shall check with the contact person named | u kontaktni osoby uvedené v § 4 odst. 1,
in § 4, item 1 that all requirements for the | Ze jsou spln&ny v8echny pozadavky pro
commencement of the clinical trial are | zahdjeni klinického hodnoceni.
met.

7. The Investigator and the Healthcare | Zkousejici a Zdravotnické zafizeni se
facility undertake to adhere to all | zavazuji dodrzovat pfi provadéni
applicable  legal regulations and | klinického hodnoceni vsechny platné
guidelines in the performance of the | prdvni pfedpisy a pokyny, zejména a
clinical trial, in particular, but not limited | mimo jiné narodni farmaceutickou
to, national pharmaceutical legislation, the | legislativu, evropské smérnice pro
European guidelines for clinical trials, | klinickd  hodnoceni, ICH-GCP a
ICH-GCP, and the Declaration of | Helsinskou deklaraci, kazdé v platném

. Helsinki, each as amended, as well as the | znéni, jakoZz i ptislusné ptedpisy o
applicable data protection regulations. ochran¢ udaju.
8. Submission of the protocol for this clinical | Protokol pro toto klinické hodnoceni a

trial and other required documents to the | dal§i  poZadované dokumenty se
ethics committee(s) responsible for the | predkladaji etické komisi (komisim)
Investigator and to competent authorities | odpovédnym za  Zkousejictho a
within the context of the application for a | pfisluSnym orgdniim v ramci Zadosti o
favourable opinion or approval shall be | kladné stanovisko nebo souhlasu, a to
performed via the CRO commissioned by | prostfednictvim CRO povéfené
SPONSOR. ZADAVATELEM.

The Investigator may be consulted for | ZkouSejici miiZze byt konzultovan za
communication with the Ethics | aéelem komunikace s etickou komisi

Committee(s). (komisemi).
. The favourable opinion and the approval | Kladné¢ stanovisko a souhlas se
shall be made to the Investigator without | neprodlené pfedaji ZkouSejicimu.
delay.
9. The Investigator and the Healthcare | ZkouSejici a Zdravotnické zatizeni se

facility undertake only to commence and | zavazuji zahdjit klinické hodnoceni a
continue the clinical trial once the | pokra¢ovat v ném, jakmile budou
required regulatory authorisations have | ziskana pozadovana regulaéni
been obtained, the required notifications | opravnéni, budou uginéna poZadovand
have been made, and the favourable | ozndmeni a po obdrzeni kladného
opinion from the competent ethics | stanoviska prisluiné etické komise
committee(s) required has been received. | (komisi).

10. | The Investigator shall ensure that all | ZkouSejici zajisti, aby vSem &leniim
members of the study team involved in the | tymu klinického hodnoceni zapojenym
performance of the clinical trial or | do provadéni klinického hodnoceni nebo
involved in the care of study subjects are | zapojenym do  péfe o subjekty
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provided with all information relevant for
them.

This applies in particular to the
cooperation with the Pharmacy.

klinického hodnoceni byly poskytnuty
veskeré informace pro né relevantni.

To plati zejména pro spoluprici s
Lékarnou. ‘

1.

The Investigator undertakes not to recruit
any more patients in the clinical trial after
receiving notification that the total
number of study subjects stipulated in the
protocol has already been reached in the
clinical trial.

Zkousejici se zavazuje, Ze do klinického
hodnoceni nepfijme Zadné daldi pacienty
poté, co obdrzi oznameni, Ze celkovy
pocet subjektd klinického hodnoceni
stanoveny v protokolu jiZz byl v
klinickém hodnoceni dosaZen.

12.

The Investigator shall immediately inform
the Pharmacy about enrolled study
patients and their planned visits.

The Pharmacy shall then prepare the
investigational medicinal product and
make it available to the Investigator in a
timely manner as defined in the protocol.
The Pharmacy shall ensure that the
blinding of the Healthcare
facility/Investigator is maintained.

Zkousejici  neprodleng informuje
Lékarnu o pacientech zatazenych do
klinického hodnoceni a o jejich
planovanych navstévach.

Lékarna poté ptipravi hodnoceny 1é¢ivy
ptipravek k vydeji a v¢as jej poskytne
Zkoudejicimu, jak je uvedeno v
protokolu. Lékarna =zajisti, aby bylo
zachovano zaslepeni Zdravotnického
zatizeni / ZkouSejictho,

13.

The Investigator may only use the
investigational medicinal products for
their intended purpose and shall keep a
record of their use and whereabouts in the
medical record or the documents
provided.

Investigational medicinal products must
be stored in such a way that they cannot be
accessed by third parties and may not be
passed on to third parties.

Zkousejici smi pouZivat hodnocené
1é¢ivé pFipravky pouze k zamy$lenému
ucelu, musi vést zdznamy o jejich pouziti
a skladovani v lékaiskych zdznamech
nebo v poskytnutych dokumentech.

Hodnocené 18Civé pfipravky musi byt
skladovany tak, aby k nim nemé&H pfistup
tfeti strany, a nesmi byt poskytnuty
tfetim strandm.

14.

The Investigator shall ensure that patient
data are only transmitted in
pseudonymized form, using the patient’s
identification or randomization number.

Zkousejici zajisti, aby Gdaje o pacientovi
byly predavany pouze v
pseudonymizované podobé&, a to pomoci
identifika¢niho nebo randomizaéniho
¢isla pacienta.

15.

The Investigator and the Healthcare
facility are responsible for collecting the
data as scheduled and in accordance with
the protocol.

The Investigator shall fill out the
electronic case report forms (eCRF)

ZkouSejici a Zdravotnické zafizeni
odpovidaji za shromazd’ovani udajt
podle planu a v souladu s protokolem.

Zkousejici vyplni kompletné
elektronickou dokumentaci (eCRF) pro
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completely for each included patient
within one week of the patient visit and, if
necessary, promptly corrects  any
documentation  errors  upon their
discovery.

Patients who withdraw early are also to be
documented.

kazdého zafazeného pacienta, a to do
jednoho tydne od navit€vy pacienta, a v
piipadé potfeby okamzité opravi veskeré
chyby dokumentace po jejich zjisténi.

Pred€asné vytazeni pacienti se musi také
zdokumentovat.

16.

The Investigator and the Healthcare
facility undertake to grant SPONSOR or
its appointed CRO and its respective staff
members, external auditors
commissioned, and domestic and foreign
health, licensing and  supervisory
authorities direct access to all original data
and original documents (e.g. original
findings saved electronically using a
validated data scanning program)
collected and compiled within the context
of the clinical trial, including medical
records and computerised original data.

Furthermore, Investigator and Healthcare
facility shall support SPONSOR, CRO
and the competent supervisory authorities
to the best of their ability in the
performance of inspections and audits.

All data and documents relevant to the
clinical trial must be made available upon
request to the competent supervisory
authorities,

SPONSOR shall bear the costs on a pro
rata basis for audits or inspections by the
authorities conducted due to studies by
SPONSOR. These costs shall be assumed
on the condition that a copy of the
inspection report (audit report) or the part
of the inspection report (audit report) that
relates to the SPONSOR studies is
received.

ZkouSejici a Zdravotnické zafizeni se
zavazuji udélit ZADAVATELI nebo jim
jmenované CRO a jejich piislu¥nym
zaméstnancum, povéfenym externim
auditorim a domacim a zahraniénim
zdravotnim, regulaénim a dohledovym
organim pfimy pristup ke viem
puvodnim udajiim a dokumentim (napf.
plvodni zjisténi uloZena elektronicky
pomoci  ovéfeného  programu  pro
skenovani dat), shromézdénym a
sestavenym v ramci  klinického
hodnoceni, véetneé lékatskych zaznami a
plivodnich poéitacovych dat.

Dale ZkouSejici a Zdravotnické zafizeni
vynaloZi své maximalni Gsili na pomoc
pro ZADAVATELE, CRO a prisluiné
organy dohledu pfi provadéni kontrol a
audittL.

Viechny tdaje a dokumenty tykajici se
klinického hodnoceni musi byt na
vyzadani poskytnuty ptisluSnym
dohledovym organim

ZADAVATEL pomémym dilem uhradi
naklady za dfedni inspekce nebo audity,
provadeéné kontrolnim organem, tykajici
se klinickych hodnoceni
ZADAVATELE. Tyto ndklady budou
pfevzaty pod podminkou, Ze bude
obdrZena kopie kontrolni zpravy (zpravy
o auditu) nebo &asti kontrolni zpravy
(zpravy o auditu), kterd se tyka
klinickych hodnoceni ZADAVATELE.

17.

The Investigator and the Healthcare
facility assure that the equipment used in-

a Zdravotnické zafizeni
pouZivané na

ZkouSejict
zajisti, aby vybaveni
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house is calibrated and validated. If
necessary, certificates must be provided.

The Investigator and the Healthcare
facility shall be responsible for the
maintenance and, if applicable, the
calibration of its own equipment used in
the clinical trial.

Reference ranges and confirmations of the
correctness of the measurement method
are provided for all laboratory parameters
measured during the study.

pracoviti  bylo  kalibrovano a
validovéano. V pfipad€ potfeby musi byt
poskytnuty certifikaty.

a Zdravotnické zafizeni
odpovidaji za GdrZzbu a piipadnou
kalibraci svého vlastniho vybaveni
pouZitého v klinickém hodnoceni.

Zkousejici

Pro wvSechny laboratorni parametry
méfené béhem klinického hodnoceni
jsou poskytnuty referenéni meze a
potvrzeni spravnosti metody méfeni.

18.

All  study-related data collected 1is
forwarded to SPONSOR via the CRQora
commissioned company.

In addition, the collection of photographic
data is forwarded to SPONSOR via a
company commissioned by SPONSOR.

Viechny shroméazdéné udaje tykajici se
klinického hodnoceni jsou predavany
ZADAVATELI prostiednictvim CRO
nebo povéfené spole¢nosti.

Kromé& toho je kolekce fotografickych
udajt predana ZADAVATELI
prostiednictvim spole€nosti  povéfené
ZADAVATELEM.

19.

The Investigator and the Healthcare
facility undertake to cooperate with
monilors appointed by SPONSOR or
CRO and follow their instructions.

Zkousejici a Zdravotnické zafizeni se
zavazuji  spolupracovat s monitory
jmenovanymi ZADAVATELEM nebo
CRO a idit se jejich pokyny.

20.

Upon request, the Investigator and the
Healthcare facility must hand over or
deliver all clinical data, including the
completed ¢CRFs and other information
and findings which are relevant to this
clinical trial, to monitors authorised by
SPONSOR or the CRO.,

Zkousejici a Zdravotnické zafizeni musi
na pozadani poskytnout nebo piedat
monitordm povéfenych
ZADAVATELEM nebo CRO viechny
klinické Gdaje vEetné vyplnéného eCRF
a daldich relevantnich informaci a
zjisténi  vztahujici se k  tomuto
klinickému hodnoceni.

21,

The original data from patient records
must be made available to such persons
whose function- it is to conduct
monitoring, audits or official inspections.

Originalni daje ze zdznamd o
pacientech musi byt zpfistupnény
osobam odpovédnym za monitorovani,
audity nebo tfedni kontroly v souladu se
zdkony o ochran¢ udajl.

22.

The Investigator and the Healthcare
facility must archive all study-related
documents, folders, files and information
(including the disks containing eCRF data
as well as medical records (Patient’s

Zkou3ejici a Zdravotnické zafizeni musi
behem klinického hodnoceni archivovat
veskeré dokumenty, sloZky, soubory a
informace souvisgjicf s  klinickym
hodnocenim (v&etne diskii obsahujicich
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medical files), original findings, Informed
Consent Forms) during the clinical trial
and in accordance with applicable legal
requirements for at least 15 years atter the
completion or termination of the clinical
trial.

Udaje eCRF, jakoz i lékarské zaznamy
(lékarské soubory pacienta), plvodni
nalezy a formuld¥e s informovanym
souhlasem) v souladu s piisluSnymi
pravnimi pozadavky po dobu nejméné
15 let po dokongeni nebo ukonfeni
klinického hodnoceni.

23.

The Investigator or the Healthcare facility

appointed by SPONSOR with current,
signed CVs of the medical members of the
study team involved in the
aforementioned clinical trial at the
Healthcare facility, as well as a
description of how the Healthcare facility
is qualified for the performance of the
aforementioned clinical trial.

The Investigator and the Healthcare
facility shall obtain a signature from all
members of the study team involved in the
aforementioned clinical trial on the
following documents and shall make these
available to SPONSOR or its appointed
CRO: a Fipancial Disclosure Form, the
protocol signature page, an authorisation
to provide notification to the competent
supervisory authority of the Investigators
participating in the aforementioned
clinical trial, a statement from all
Investigators  participating in  the
aforementioned clinical trial about
compliance with “Good Clinical Practice”
and the provisions in the protocol,
compliance with their legal and
contractual  obligations, and their

shall provide SPONSOR or the CRO |

knowledge of the Investigator's brochure, |

J Zkousejici nebo Zdravotnické zafizeni
poskytnou ZADAVATELI nebo CRO
jmenované ZADAVATELEM aktuélni
podepsané zivotopisy zdravotnickych
¢lenit studijniho tymu zapojenych do
vy$e uveden¢ho klinického hodnoceni
ve Zdravotnickém zafizeni, jakoZ i popis
toho, jak je Zdravotnické zafizeni
kvalifikované pro provedeni vy3e
uvedeného klinického hodnoceni.

Zkoudejici a Zdravotnické =zafizeni
ziskaji podpis ode viech ¢lent studijniho
tymu zapojenych do vy3e uvedeného
klinického hodnoceni nasledujicich
dokumentl a zpiistupni je
ZADAVATELI nebo jim jmenované
CRO: formulat zptistupnéni finanénich
udaji, podpisovou stranku protokolu,
opravneni poskytnout oznameni
piishudnému dozorovému organu
zkoulejicich  Glastnicich se  vyse
uvedeného  klinického  hodnoceni,
prohlaseni viech zkoudejicich
ugastnicich se  vySe  uvedeného
klinického hodnoceni o souladu se
LSpravnou klinickou praxi® a
ustanovenimi  protokolu, dodrZovéani
jejich zakonnych a smluvnich povinnosti
a jejich znalost brozury zkousejiciho.

24.

The Investigator and members of the
study team shall attend the SPONSORs
Investigator Meeting as far as possible.
Any travel costs incurred shall be borne by
| the SPONSOR.

Zkousejici a ¢lenové studijniho tymu se
zudastni Investigator Meeting
pofadanym ZADAVATELM, pokud je
to mozné. VeSkeré vzniklé cestovni
naklady nese ZADAVATEL.

25.

The Investigator shall ensure, that the
Pharmacy responsible for the
| investigational _ medicinal  product

Zkoulejici  zajistl, aby  Lékarna
odpovédpd za piipravu hodnoceného
lécivého  pFipravku,  byla  vias
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[
i

preparation is informed within good time
about enrolled patients and their study
visits.

informovéna o zafazenych pacientech a
o jejich navstévach v ramci klinického
hodnoceni.

!

26.

The Pharmacy provides study-specific
services under the supervision of the
Investigator.

I.ékarna poskytuje specifické sluzby pro
klinické hodnoceni
Zkougejiciho.

pod dohledem |

§ 3 Duties of Pharmacy of
Healthcare facility

§ 3 Povinnosti Lékarny
Zdravotnického za¥izeni

1

All study-related data is forwarded to
SPONSOR wvia the CRO or a
commissioned company.

Veskeré tndaje tykajici se klinického
hodnoceni jsou pfedavany
ZADAVATELI prostfednictvim CRO
nebo povéfené spolednosti.

Personal patient data shall exclusively be
transmitted in pseudonymized form, i.e.
using the patient identification number or
randomisation number, if applicable.

Osobni udaje o pacientech se predavaji
vyhradné v pseudonymizované podobg,
tj. za pouziti identifikatniho ¢&isla
pacienta nebo piipadné randomizaéniho
éisla,

To se tykd zejména zdznami eCRF.

This applies in particular to eCRYF entries.

The original data from the patient files
must be made available to those persons
whose task is to verify and validate in their
function as monitors, auditors or
inspectors.

Origindlni Odaje ze zdznamd o
pacientech musi byt zpfistupnény
osobam odpovédnym za jejich ovéfovani
a validaci, v souladu s jejich funkci, jako
jsou monitofi, auditofi nebo inspektoii.

The Pharmacy uses the long term storage
premises of the Healthcare facility to
archive all study-related documents,
folders, files and information (including
the disks containing eCRF data) as well as
records (Patient’s files), obtained during
the clinical trial and in accordance with
applicable legal requirements for at least
15 years after the completion or
termination of the clinical trial.

Lékérna pouzZiva pro dlouhodoboun
archivaci  prostory  Zdravotnického
zafizeni a v souladu s pfisluSnymi
zdkonnymi pozadavky minimalné po
dobu 15 let po dokonéeni nebo ukon&eni
klinického hodnoceni zde archivuje
vedkeré dokumenty, sloZky, soubory a
informace  souvisejici s klinickym
hodnocenim (v&etné disku obsahujicich
udaje eCRF) a zaznami (pacientskych
zéznaml potizenych beéhem kiinického
hodnoceni).

The Pharmacy shall provide the
SPONSOR or the CRO commissioned
with current, signed CVs of all members

Lékarna poskytne ZADAVATELI nebo
povéfené CRO aktudlni a podepsané
Zivotopisy vSech &lend studijniho tymu

of the trial team.
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6. The Pharmacy shall ensure that the | Lékarna zajisti, aby vybaveni pouZivané
equipment used in-house is calibrated and | na pracovisti bylo kalibrovano a
validated. If necessary, certificates must | validovano. V pfipadé potfeby musi byt
be provided. poskytnuty certifikéaty.

Since investigational medicinal products | Vzhledem k tomu, Ze hodnocen¢ lé€ivé
must be stored under certain temperature ' pfipravky musi byt skladovany =za
conditions, records of the storage  wréitych teplotnich podminek, zdznamy
temperature shall be kept and made | o skladovaci teploté musi byt uchovany
available. a k dispozici.

7. The Pharmacy shall keep accurate records | Lékarna vede presné zdznamy o phjeti,

of receipt, storage and return of study drug | skladovani a vricen{ studijniho 1é¢iva a

and materials. materiall.

A Pharmacy Site File containing the ; K tomuto Gcelu je k dispozici Pharmacy

. necessary documents is provided for this | Site File (studijni dokumentace 1ékrany)
purpose. obsahujici potiebné dokumenty.

8. The  Pharmacy shall only use | Lékarna smi pouzZivat hodnocené 1é¢ivé
investigational medicinal products and | pfipravky a materidly pouze k
materials for their intended use. zamy$lenému aéelu.

Investigational medicinal products must | Hodnocené 16¢ivé piipravky musi byt
be stored in such a way that they cannot be | skladovany tak, aby k nim nemé&li pfistup
accessed by third parties and may not be | tfeti strany, a nesmi byt poskytnuty
transferred to third parties. tfetim stranam.

9. The Pharmacy retrieves a patient’s | Lékarna obdrzi vysledky randomizace
randomisation results from the eCRF and | pacienta z eCRF a wv&as piipravi
shall prepare the investigational medicinal | hodnoceny  1é¢ivy  pfipravek  pro
product for the planned study visits in | planované studijni navitévy.
good time.
. If necessary, the Investigator must make a | V pfipadé potieby musi Zkousejici vvdat
prescription, which may be provided on a ' predpis, ktery miiZe byt poskytnut na
study-specific form. formulafi specifickém pro klinické
hodnoceni.

10. | The Pharmacy shall prepare the | Lékarna pfipravi hodnoceny lé¢ivy
investigational medicinal product in | pifpravek v souladu s protokolem,
accordance with the protocol, | brozurou pro zkousejiciho (Investigator
Investigator’s brochure and SPONSOR | Brochure) a pokyny ZADAVATELE a
instruction and maintain the related | peclivé povede pFislu§nou dokumentaci.
documentation carefully.
The finished investigational medicinal | Hotovy hodnoceny lééivy piipravek
product must be passed on to the | musi byt piedin do Zdravotnického
Healthcare facility/ Investigator within the | zafizeni / ZkouSejicimu v ¢asové Thaté
time defined in the protocol for |definované v protokolu pro podini
| administration to the patient. pacientovi.
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11.

The Pharmacy shall ensure that
information as to whether APO-2 or
placebo is contained in a prepared trial
medication is not disclosed to the other
parties involved outside the Pharmacy
(and to the blinded representatives of
SPONSOR and the CRO involved).

Only after study-wide or patient-specific
unblinding may an exchange of
information on the individual patient
treatment with APO-2 or placebo be
made.

Lékarna zajisti, aby informace o tom, zda
je v pfipravené hodnocené medikaci
obsazeno APQO-2, nebo placebo, nebyla
sdélena ostatnim zapojenym strandm
mimo [€karnu (a zaslepenym zastupcim
ZADAVATELE a CRO).

Vyména informaci, o individualni 1é¢bé
pacienta s APO-2 nebo placebem, mize
byt provedena teprve az po odslepeni
celého klinického hodnoceni nebo |
konkrétniho pacienta.

12.

The Pharmeicy shall make the
corresponding data entry into the eCRF
within 1 week after the patient visit or the

preparation of investigational medicinal |

product.

Lékdrna provede odpovidajici zadani dat
do ¢CRF do 1 tydne po navstéve pacienta
nebo pfipravé hodnoceného lé¢ivého
pfipravku.

13.

The Pharmacy shall return unused or
expired investigational medicinal
products to the SPONSOR or its
representative, disposes of saline solution,
hydrogel and supplementary material on
site.

Lékérna vrati nepouzité, nespotfebované
hodnocené i expirované 1é¢ivé piipravky
ZADAVATELI nebo jeho zastupci, na
misté¢ zlikviduje fyziologicky roztok,
hydrogel a dopliikovy materidl. .

14.

The Pharmacy shall participate in
monitoring visits of the CROs involved,
as well as in audit and inspection visits, if
these are carried out there.

The necessary documents, such as patient
documentation, shall be disclosed in the
process. The Pharmacy shall actively
participate in the processing, correction
and resolution of observations made
during these visits,

Lékdrna se uCastni monitorovacich
navstév CRO, jakoZ i auditorskych a
kontrolnich navé§tév, pokud se tam
provadéji.

V tomto procesu se zvefejni nezbytné
dokumenty, jako je  napfiklad
dokumentace pacienta.
Lékérna se aktivné podili na zpracovani,
opravach a feSeni pozorovani u¢inénych
be&hem téchto ndvsitév.

15.
| Study

The Pharmacy shall send a member of the
team to the SPONSORs
Investigator Meeting, as far as possible.
Any travel costs incurred shall be borne by
the SPONSOR.

Pokud je to moZné, vysle Lékarna &lena
studijniho tymu na Investigator Meeting

potadanym ZADAVATELEM. Veskere

vzniklé cestovind

ZADAVATEL.

eS¢

naklady

§ 4 Duties of the SPONSOR

§ 4 Povinnosti ZADAVATELE
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N

within the clinical trial is

The contact person at APOSCIENCE AG |
for clarifications of mdividual questions |

Kontaktni osobou ve spole¢nosti
APOSCIENCE AG pro objasnéni
individudlnich otdzek v rameci klinického
hodnoceni je

The Sponsor undertakes:

a) to provide the Healthcare facility
with assessed drugs (investigational
medicinal product, verum and placebo)
free of charge in a sufficient amount and
quality so that clinical assessment may be
carried out according to the record. The
assessed drugs must be characterized
proportionately to the level of their
development, protected by defining an
appropriate period, temperature, and other
conditions for the keeping thereof, and in
case of necessity there must be also
defined procedures for the final treatment
of the assessed drugs before they are
administered to the persons under
assessment, and  aids for  the
administration thereof, they must be stable
for the whole period of the use thercof,
and packed in the way they are protected
from contamination and deterioration
during transportation and keeping, and
duly designated and or coded;

b) to deliver all the assessed drugs
solely to the hospital pharmacy of UVN
Prague, Breach of such obligation shall be
assessed as extremely serious breach of
the contract on the basis of which the
Healthcare facility may terminate the
contract;

c) if there are made considerable
changes in the course of the clinical
development of the assessed drug with
respect to a drug form, the Sponsor shall
procure - before the use of a new drug
form in the clinical assessment - data
about the new drug form necessary for
consideration whether and to what extent
the changes carried out will affect the

Zadavatel se zavazujc:

a) poskytnout Zdravotnickému zaiizeni
hodnocena 1é¢iva (hodnoceny léCivy
pfipravek, verum a placebo) bezplatng
v dostateéném mnoZstvi a kvalité tak,
aby mohlo byt klinické hodnoceni
provedeno podle protokolu. Hodnocend
lé¢iva musi byt charakterizovana
piiméfené stupni jejich vyvoje, chrdnéna
vymezenim vhodné doby, teploty a
dalSich podmineck pro jejich uchovévéani
a v pfipadé potfeby ureny i postupy pro
koneénou upravu hodnocenych 1é¢iv
pred podanim subjektim a pomiicky pro
jejich aplikaci, musi byt stabilni po celou
dobu jejich pouZivani a balena tak, aby
byla chrinéna pfed kontaminaci
a znehodnocenim b&hem dopravy a
uchovavani a fadné oznaéena a pripadné
kédovana;

b) dodat viechna hodnocend Ié¢iva
vyhradn& do nemocniéni I¢karny UVN
Praha. PoruSeni této povinnosti se
posuzuje jako zvlastd zavaZné poruleni
smlouvy, na zakladé, kterého mize
Zdravotnické zatizeni smlouvu
vypovedet;

¢) pokud jsou v prab&hu klinického
vyvoje hodnoceného lé¢iva provedeny
vyzhamné zmény lékové formy, zajisti
zadavatel pfed pouZitim nové Ilékové
formy vklinickém hodnoceni udaje

onové  lékové  form&  potiebné
k posouzeni, zda a do jaké miry
provedené zmény ovlivni

farmakokineticky profil hodnoceného
létiva;

d) zajistit vedeni zdznama dokladajicich
prepravu, piijem, uchovAvani, vraceni
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pharmacokinetic profile of the assessed
drug;

d) to procure the keeping of records
documenting  transportation, receipt,
storing, return and liquidation of the
unused and expired assessed drugs,
including the creation of a system of
withdrawal and return of defective drugs,
and to ensure disposal thereof;

e) the Sponsor shall be obliged to
provide the Healthcare facility free of
charge - for the period of duration of the
clinical assessment - with necessary
medical technology for its use; this
process shall be procured - on behalf of
the Healthcare facility - solely by the
Medical technology department of UVN.
The conditions of use, ownership and
disposal of the equipment are set cut in a
separate L.oan Agreement.

a likvidaci hodnocenych,
nespotiebovanych 1 expirovanych 1é&iv
véetné vytvofeni systému stahovani a
vraceni zavadného 1é¢iva a zabezpeduje
jeho likvidaci;

e) zadavatel je povinen bezplatng
poskytnout Zdravotnickému zafizeni na
dobu trvani klinického hodnoceni k jeho
uzivani  potfebnou  zdravotnickou
techniku; tento proces za Zdravotnické
zatizeni zajisti vvhradné Oddéleni
zdravotnické techniky UVN. Podminky
pouzivani, vlastnictvi a nakladéani se
zaf{zenim jsou uvedeny v samostatné
Smlouve o vypihjcce.

The SPONSOR shall supply the required
eCRF, devices for photographic
documentation and study specifically
utilized materials at no costs.

Any equipment and materials provided
must be returned by the Healthcare facility
at the end of the clinical trial.

SPONSOR shall bear any costs incurred
in this connection.

ZADAVATEL dodé zdarma
poZzadovany eCRF, zafizeni pro
fotodokumentaci a pro pouZiti ve studii
specifické materidly.

VeSkeré  poskytnuté  vybaveni a
materialy musi byt vraceny
Zdravotnickym zafizenim na konci
klinického hodnoceni.

ZADAVATEL ponese veSkeré néklady
vzniklé v této souvislosti.

The Sponsor declares that before
commencement of the clinical assessment
there was taken out liability insurance
against damage for the Healthcare facility
for the clinical trial carried out and
concurrently insurance of persons under
assessment in case of damage done to
health including death as a result of the
clinical trial, and further, insurance of
other than proprictary harm duc to the
carrving out of the clinical assessment
within the meaning of the provision of's.
52 subsec. 3 paragraph f) of the Act on
Pharmaccuticals and on the minimum
claim amount in which is reasonably

Zadavatel prohlasuje, Ze pied zahajenim
klinického hodnoceni bylo wuwzavieno
pojisténi odpovédnosti za Skeodu pro
Zdravotnické zafizeni pro proviadéné
klinické hodnoceni a soucasné pojisténi
subjektt hodnoceni pro piipad umy

vzniklé na zdravi véetné smrti v
disledku provadéni klinického

hodnoceni ve smyslu ust. § 52, odst. 3,
pism. f) zakona o 1é¢ivech, a to na plnéni
v minimalni vysi, v jaké lze rozumné
ptedpokladat, Ze by je] mohla
postihnout.  Pojidténi spliiuje narodni
zdkonné pozadavky. Kopie pojistné
smlouvy bude pfedana Zdravotnickému
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foreseeable that it might affect. The | zafizeni pfed =zahdjenim plnéni této
insurance complies with the national legal | smlouvy a tato pojistnd smlouva bude
requirements. Copy of an insurance | platna po celou dobu platnosti této
contract will be handed over to the | smlouvy.

Healthcare facility before commencement
of the performance of this contract and
this insurance policy shall be valid for the
entire duration of this contract.

5. The SPONSOR shall, via the intermediary | ZADAVATEL prostfednictvim
of its appointed CRO, submit the protocol, | povéfené¢ CRO piedloZzi odpovédné
the Patient Information Sheet and | etické komisi protokol, informace pro
Informed Consent Form, and further | pacienta a formuldf informovaného
documents required by the ethics | souhlasu a dal$i dokumenty pozadované
. committee, to the ethics committee | etickou komisi. Kromé& toho musi byt
responsible for the Investigator. In | smlouva nebo jeji vyznamné {asti
addition, the agreement, or significant | pfedloZeny vySe uvedené etické komisi,
parts thereof, shall be submitted to the | aby tam mohly byt texty zkontrolovany.
above-mentioned ethics committee so that ' 'V kaZdém pfipadé musi byt dana k
the texts can be inspected there. dispozici kopie stanoviska etické
A copy of the Ethics Committee’s opinion | komise.
shall be made available in each case.

6. The SPONSOR, through the CRO | ZADAVATEL je povinen
commissioned, shall handle all necessary | prostiednictvim povéfené CRO
notifications and reports to authorities, | zpracovévat veskera nezbytna oznameni
ethics committees and public databases. | a zpravy tfadtm, etickym komisim a
vefejnym databdzim,

§ 5 Diligence and liability § 5 Péce a odpovédnest

. 1. The SPONSOR  shall indemnify | ZADAVATEL odskodni Zkousejiciho,
Investigator, Healthcare facility for all | Zdravotnické zafizeni za veskeré naroky
claims and proceedings (including all | a fizeni {(v&etné vSech vyrovnani ¢&i
settlements or payments to which there is | plateb na néZ neni pravni narok /pokud
no legal claim / if these are made with the | budou  uskuteénény se  souhlasem
consent of the parties / including all costs | smluvnich stran/ véetn& veskerych
and expenses for legal representation and | nakladi a vydaji na pravni zastoupeni a
court proceedings) raised and asserted by | soudni fizeni) vznesené a uplatnéné
the trial subjects participating in the | subjekty hodnoceni, které se ulastni
clinical trial against the Healthcare facility | klinického hodnoceni, vici
due to injury (including death) incurred by | zdravotnickému zafizeni z diitvodu Gjmy
the trial subjects in connection with the | na zdravi (véetn& smrti), ktera subjektim
use of the investigational medicinal | hodnoceni vznikla v souvislosti s
products in the clinical trial and is its | uZivanim hodnocenych 1é€iv v ramci
consequence {ie, a testing or clinical  klinického hodnoceni a je jeho
procedure or procedure performed or | disledkem (4. zkouSeni nebo klinického
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required in a clinical trial to which trial
subjects would not be exposed if they did
not participate in the clinical trial)

zakroku nebo postupu provedeného nebo
poZadovaného v rédmci klinického
hodnoceni, kterym by  subjekty
hodnoceni nebyly vystaveny, kdyby se
klinického hodnoceni netG¢astnily).

The Sponsor shall be released from his
obligation to compensate for damage
under the above agreement if he proves
that:

a) the injury (including death) was caused
by negligence, misconduct or omission
or breach of duty of the Investigator or
Healthcare facility by generally
binding legislation or this contract;

the Healthcare facility no later than
within 30 working days after the claim
for damages was raised against it (ie
received notification of such a claim
or the commencement of proceedings
on such a claim) has not notified the
Sponsor in writing of such a fact or at
the request of the Sponsor and on his
expenses did not allow him to take part
in the proceedings concerning such a

b)

claim;
¢) the Healthcare facility has
acknowledged such a claim or

procedure without the prior written
consent of the Sponsor, and that such
consent is not unreasonably withheld
and that this condition is not
considered violated by any statement
made by the Investigator in
connection with fulfilling internal
complaint procedures, unexpected
events and incidents reporting or
disciplinary  procedures of the
Healthcare facility or in cases where
the declaration is prescribed by law

2) Zadavatel se¢ své povinnosti k
nahradé $kody podle vyse uvedencho
ujedndni zprosti, prokaze-li Ze:

a) Ujma na zdravi (véetné smrti)
byla zptsobena nedbalosti, protipravnim
jedndnim ¢&i opomenutim ¢i porusenim

povinnosti zkousejictho nebo
zdravotnického zaFizent obecné

zavaznymi pravnimi pfedpisy ¢€i touto
smlouvou;

b) zdravotnické zafizeni, nejpozdéji
do 30 ti pracovnich dnd, co byl viéi
nému narok na nahradu $kody uplatnén
(1j. obdrzel oznameni o takovém naroku
nebo o zahdjeni fizeni o takovém
naroku), neuvédomil pisemné zadavatele
o takové skuteénosti nebo na Zadost
zadavatele a na jcho ndklady mu
neumoznil u€astnit se ¥izeni o takovém
naroku;

¢) zdravotnické  zafizeni  bez
piedchoziho  pisemného  souhlasu
zadavatele uznalo takovy ndrok nebo
postup s tim, Ze takovy souhlas nebude
bezdivodné zadrzovan a s tim, ze tato
podminka nebude povaZzovédna za
porulenou  jakymkoliv  prohlaSenim,
které zkouSejici ucinil v souvislosti s
plnénim vnitinich reklamacnich
postupti, hla3eni neodekdvanych piihod a
nehod nebo disciplindrmich postupl
7zdravotnického  zafizeni nebo v
pripadech, kdy je prohlaseni predepsano
zikonem.

The Sponsor shall immediately and fully
inform the Healthcare facility of such a
claim or of the procedure of such
proceedings, consult the Healthcare
facility on the method of legal litigation
| and do not settle the claim or terminate the
proceedings without the prior written

Zadavatel bude neprodlené zdravotnické
zafizeni v celém rozsahu informovat o
stavu takového ndroku nebo postupu
takového fizeni, bude se zdravotnickym
zafizenim konzultovat zpiisob pravniho
vedeni sporu a nevyrovnd narok nebo
neukondi Fizeni bez predchoziho
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consent of the Healthcare facility. The
Healthcare facility undertakes that this
consent will not be unreasonably
withheld.

souhlasu  zdravotnického
zalizeni. Zdravotnické zafizeni se
zavazuje, Ze tento souhlas nebude
bezdiivodné odpiran.

pisemncho

The mutual liability of the parties for
damages that do not concern injury to life,
body or health is limited to intent and
gross  negligence. Liability for
consequential damages is excluded,
excepl in the case of intent.

Vzijemna odpovédnost stran za $kody,
které se netykaji vrazu, zranéni nebo
ohroZeni zdravi, je omezena na umysl a
hrubou nedbalost. Odpovédnost za
nasledné $kody je vylou€ena, s vyjimkou
pfipadu tmyshu.

The Healthcare facility shall conduct the ;

agreed research/development work with
its usual diligence and on the basis of the
state of the scientific and technical
knowledge known to it.

However, the Healthcare facility makes
no guarantee that the results of the project
will be of commercial use and free of the
proprietary rights of third parties. If any
conflicting proprictary rights are known,
the Healthcare facility shall inform
SPONSOR of these immediately.

Zdravotnické zafizeni provadi
dohodnuté vyzkumné/vyvojové prace s
obvyklou pééi a na =zakladé stavu
v&deckych a technickych znalosti, které
1sou mu znamy.

Zdravotnické zafizeni vSak nezaru€uje,
e vysledky projektu  budou mit
komeréni vyuZiti a nebudou na nich
vaznout vlastnickd prava tfetich stran.
Jsou-li zndma jakdkoliv konflikini
viastnicka prava, Zdravotnické zafizeni
0 nich neprodleng informuje
ZADAVATELE.

' § 6 Remuneration of Healthcare
facility or Investigator

6 Odména Zdravotnického

zeni nebo Zkousejiciho

§

zar

APOSCIENCE AG shall reimburse the

Healthcare facility with an amount of

(plus VAT if applicable) per

y documented study patient. Details

of this remuneration and payment are set
__outin Annex la.

Spole¢nost APOSCIENCE AG uhradi

otnickému zatizeni ¢astku |||
(plus pfipadna DPH) za kazdého
pine

zdokumentovaného  pacienta
studie. Podrobnosti o této odméné a
platbé jsou uvedeny v Ptiloze 1a.

The full remuneration is paid for study
patients who attended all visits according
to the protocol, whose data have been
fully documented, signed, verified, and
data queries answered in the eCRT.

Pind odména se vyplaci u pacienti:
v ramci klinického hodnoceni, kteH se
zaCastnili  vSech  nav§tdv  podle
protokolu, jejichz data byla plng
zdokumentovana, podepsana, ovéfena a
dotazy na udaje zodpovézeny v eCRF.

If patients terminate the clinical trial
prematurely, the Investigator shall
receive remuneration for all of the visits
conducted up to the time of the patient’s

Pokud pacient pred€asné ukondi
klinické hodnoceni, obdrZi ZkouSejici
odménu za viechny navstévy provedené
do doby ukonéeni klinického hodnocent |
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termination (based on fully completed ! pacientem (na zaklad® plng€ vyplnénych
CRF pages). strdnek CRF),

4, Payment shall be made quarterly after | Platha se provadi étvrtletng, po fakturaci
invoicing for completed, signed and CRO- | za dokonéené a podepsané studijni
verified study visits. Invoicing by | navitévy ovéfené CRO. Fakturace
Healthcare facility is performed after | zdravotnickym zaf{zenim je provadéna
previous call for invoicing from the | po ptedchozi vyzvé zadavatele
_ Sponsor. k fakturaci.

5. This remuncration covers the costs of the | Tato  odmé&na  pokryvd  ndklady
Healthcare facility/Investigator associated | Zdravotnického zatizeni / Zkouscjiciho
with the performance of the clinical trial. | spojené s provadénim  klinického
hodnoceni.

This includes the following: To zahrnuje nasledujici:

Patient enrolment and randomization of | Zafazeni a randomizaci pacientd, .
| patients, study visits, photo | studijni navitévy, fotodokumentaci,
| documentation, local laboratory tests, | lokdlni laboratorni testy, dokumentaci,
documentation, remuneration of | odménovani pracovnikii za podporu
personnel for supporting the monitors, | monitorovacich pracovnikll, ndsledné
subsequent audits or official inspections, | audity nebo tfedni kontroly a naklady na
and expenses for the storage and archiving | uchovavani a archivaci zaznami a
of records and documents. dokumentd.

6. If the clinical trial is terminated | Je-li klinické hodnoceni ptedEasné
prematurely, the remuneration shall be ( ukongeno, odména se pomérné snizZi.

reduced on a pro rata basis.

The Healthcare facility will invoice the ( Zdravotnické zafizeni bude takturovat
agreed price. All prices stated in this | dohodnutou cenu. Vegkeré ceny uvedené
Agreement or its annexes will be stated \‘ viéto smlouvé nebo jejich piilohdach
without value added tax (VAT). VAT will ) budou uvadény bez dané zpfidané
be added to these prices in accordance | hodnoty (DPH). K t¢émto cenam bude .
with the legal regulations in force on the | pfipottena DPH v souladu s prévnimi

day of the taxable supply. Invoicing will | ptedpisy platnymi v den uskutednéni
be performed on the basis of the Sponsor's | zdanitelného pin&ni. Fakturace bude
call for invoicing prepared based on the | provadéna na zéklad® vyzvy zadavatele
invoicing documents processed by the | k fakturaci zpracované na zakladé
Healthcare facility in accordance with the | podklad zpracovanych zdravotnickym
requirements of the protocol and | zafizenim dle poZadavk( protokolu a
| submitted to the Sponsor; however, | piedanych zadavateli; fakturace bude
! invoicing shall be made no later than 15 | viak provedena nejpozd&ji do 15,
November of the current year for work | listopadu b&iného roku =za prace
performed by the Healthcare facility in the | vykonané  zdravotnickym  zafizenim
current year. The due date of invoices is | v b&Zném roce. Doba splatnosti faktur
30 days from issue. The day of the taxable | &ini 30 dnl od jejich vystaveni. Za den
supply is considered to be the last day of | uskute¢néni zdanitelného plnéni se
the period for which the payment is made. | povaZuje posledni den obdobi, za které je
The call for invoicing must specify the | platba provadéna. Ve vyzvé k fakturaci
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| payment is made.

‘activities and the period for which the |
. obdobi za které je platba provadéna.

musi byt uvedena specifikace ¢innosti a '

7. Patient travel expenses shall be
reimbursed by SPONSOR separately from
the remuneration of Healthcare facility
services.

The Healthcare facility hereby undertakes
to the Sponsor to ensure reimbursement
for travel (or other) expenses incurred by
patients as a result of their participation in
the clinical trial of the treatments that arc
the subject of this contract. For each visit
made by the Investigator prescribed by the
Study Protocol, the patient is entitled to a
lump sum of 750 CZK per attended study
visit.

The sponsor is obliged to transfer to
Healthcare facility (in CZK) to the
account mentioned below within 30 days
after signing the Agreement and upon
invoice receipt the deposit of CZK 51000
for the payment of patient compensation
(17 visits for 4 patients). The amount will
be paid based on invoice issued by
Healthcare  facility wupon  previous
Sponsor’s call for invoicing.

The Principal Investigator is authorized
by Healthcare facility to reimburse of
travel expenses and communicate with the
Sponsor regarding this issue.

The Healthcare facility let patient to
confirm each paid travel expenses by
handwriting signature on appropriate form
of UVN.

Payment will not be possible by handing
in documents or receipts.

Upon depletion of deposit, the Healthcare
facility is obligate to perform billing as
outlined in annex la. Upon receipt of the
invoice the Sponsor will transfer amount
to replenish the deposit according the
billing within 30 days. The invoice will
be issued by the Healthcare Facility upon
previous Sponsor’s call for invoicing,
The Healthcare facility further undertakes
to charge to the Sponsor the reimbursed
patient’s travel expenses immediately
after the last patient at the Healthcare

Cestovni  vydaje  pacienta  hradi
ZADAVATEL zvlast, mimo odménu za
sluzby Zdravotnického zatizeni.
Zdravotnické zafizeni se timto zavazuje,
ze pro zadavatele zajisti proplaceni
cestovnich (piipadné jinych) vyloh, které
pacientim vzniknou v disledku jejich
ucasti  na  klinickém  hodnoceni
lé¢ebnych  postupli,  které  jsou
pfedmétem této smlouvy. Za kaZdou
vykonanou navi§tévu u ZkouSejiciho
predepsanou Protokolem studie piislusi
pacientu pausalni ¢astka 750 K& za ti¢ast
na navstéve.

Zadavatel je povinen Zdravotnickému
zatizeni poukdzat na jeho bankovni ucet
{v K&) zmifiovany nize, do 30 dni po
podpisu smlouvy a po obdrZzeni faktury
zdlohu ve vysi 51000 K& (17 navitév pro
4 pacienty) uréenou k proplaceni nahrad
subjektimn  hodnoceni. Castka bude
vyplacena na zéklad¢ faktury vystavené
zdravotnickym zafizenim po pfedchozi
vyzvé  Zadavatele k fakturaci.
Zdravotnické zafizeni povefuje
proplacenim  cestovnich nahrad a
komunikaci se Zadavatelem v této véci
Hlavniho zkousejiciho.

Zdravotnické =za¥izeni si nechid od
pacienta kazdou vyplacenou ndhradu
cestovnich vyloh stvrdit vlastnoruénim
podpisem na piisludny formular UVN.
Platba nebude moznd odevzdinim
dokladt nebo tictenek.

Zdravotnické zatfizeni je povinno provést
vyudtovani po vylerpani poskytnuté
zalohy, jak uvedeno v pfiloze la. Po
obdrZeni faktury Zadavatel poukdze do
30 pracovnich dntt Zdravotnickému
zafizeni ¢astku doplaujici zalohu dle
vylOctovani. Faktura bude vystavena
Zdravotnickym zafizenim po piedchozi
vyzvé zadavatele k fakturaci,
Zdravotnmické zafizeni se dale zavazuje
vyudtovat Zadavateli vyplacené cestovni
ndhrady pacientim bezprostiedné poté,
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facility has terminated participation in the
clinical trial. Any unused part of the
deposit will be returned to the Sponsor's
account without undue delay.
Remuneration of the Healthcare facility
for activities under this article is already
included in the total remuneration that the
Healthcare facility receives for a clinical
trial under this contract.

co posledni pacient ve Zdravotnickém
zaffzeni ukondi wCast v klinickém
hodnoceni. Piipadna nevylerpand &ast
finan¢ni rezervy bude Zdravotnickym
zafizenim bez zbyteCnych odklada
vracena na ucet Zadavatele.

Odména Zdravotnického zafizeni za
¢innost podle tohoto ¢&lanku je iz
zahrnuta v celkové odméné&, kterou
Zdravotnické zatizeni obdrzi za klinické
hodnoceni dle této smlouvy.

Healthcare facility and Investigator shall

be at the expense of the study subjects,
health insurance providers or third parties.

| Zdravotnicke
ensure that study-related services will not |

zafizeni a ZkouSejici
zajisti, aby sluzby spojené s klinickym
hodnocenim, nebyly na naklady subjektii
klinického hodnoceni, poskytovateld
zdravotniho pojisténi nebo tretich stran.

The Healthcare facility shall be
responsible for the correct taxation and
use of the remuneration.

Zdravotnické zafizeni odpovidaji za
spravné zdanéni a pouZiti odmény.

§ 7 Remuneration of Pharmacy

§ 7 Odména lékarny

APOSCIENCE AG shall reimburse the
Healthcare facility with an amount of

B (olus VAT if applicable) per

fully documented study patient. Details of
this remuneration and payment are set out
in Annex 1b.

The Healthcare facility will be paid a one-
time start fee of
coniract, to cover costs of clinical trial
implementation at the pharmacy.

Invoicing will be performed on the basis |

of the Sponsor’s call for invoicing

after signing the !

Spole¢nost APOSCIENCE AG uhradi
Zdravotnickému zafizeni Castku _
-(p!us piipadnd DPH) =za piné
zdokumentovaného pacienta ve studii.
Podrobnosti o této odméné a platbé jsou
uvedeny v Priloze 1b.

Zdravotnickému  zafizeni bude po
podpisu smlouvy vyplacen jednorazovy
start-up poplatek ve vysi na
pokryti nakladd spojenych s realizac{
klinického hodnoceni v Iékamé.
Fakturace bude provedena na zakladé
vyzvy zadavatele k fakturaci.

| The full remuneration is paid for study

patients who attended all treatment phase
visits according to the protocol, whose
data have been fully documented, signed,
verified, and data queries answered in the
eCRF.

Plnd odména se vyplaci za pacienty ve
studii, kte¥i se zO¢astnili viech navitév
lécebné faze podle protokolu, jejichZ
data byla pln¢ zdokumentovana,
podepsana, ovéfena a dotazy na udaje
zodpovézeny v eCRF.

3.

If patients terminate the clinical trial
prematurely, the Pharmacy shall receive

ukondi
Lékarmna

pied&asné
obdrZi

Pokud pacienti
klinické hodnoceni,

{
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remuneration for all of the wvisits | odménu za viechny navitévy provedené
conducted up to the time of the patient’s | do doby ukonleni pacientem na
termination on a pro rata basis (based on | pomérmém zdkladé (na zakladé plné
fully completed CRF pages). vypln&nych stranek CRF).

4. Payment shall be made quarterly after | Platba se provadi ¢tvrtletng po fakturaci
invoicing for completed, signed and CRO- | za dokonfené a podepsané navitévy
verified study visits. Invoicing by the | vradmel klinického hodnoceni ovéfené
Healthcare facility is performed upon | CRO. Fakturace Zdravotickym
previous Sponsor’s call for invoicing. zafizenim je provadéna po pledchozi
vyzveé Zadavatele k fakturaci.

5. This remuneration covers the costs of the | Tato odména pokryva naklady Lékarny
Pharmacy associated with the | spojené s provadénim  klinického
performance of the clinical trial. hodnoceni.

This includes for example the following: | To zahrnuje napfiklad nasledujici:

Storage of the IMP and related materials | Skladovani  hodnoceného  1é€ivého
including  temperature  monitoring, | pfipravku a souvisejicich materiald
manufacture of the IMP wunder GMP | vCetné sledovéni teploty, vyroby
conditions, documentation, remuneration | hodnoceného 1é¢ivého pfipravku za
of personnel for supporting the monitors, | podminek SVP, dokumentace,
subsequent audits or official inspections | odménovani zaméstnancd za podporu
and expenses for storage and archiving of ' monitorovacich pracovnikli, nasledné

records and documents. audity nebo uUfedni kontroly a vydaje za
skladovani a archivaci zaznami a
dokumenttl.
|

6. If the clinical trial is terminated Je-li klinické hodnoceni predasné

prematurely, remuneration shall be ukongeno, odména se uUmérné sniZi.

. reduced on a pro rata basis.

7. The Pharmacy shall ensure that study- | Lékarna zajisti, aby sluZby spojené s
~ related services will not be at the expense | klinickym hodnocenim nebyly na tkor
of the study subjects, health insurance ' subjektil klinického hodnoceni,
providers or third parties. poskytovateld  zdravotniho  pojisténi

. nebo tietich stran.

8. The Healthcare facility shall be | Zdravotnické zafizeni odpovida za
responsible for the correct taxation and ' spravné zdanéni a pouziti pfisluiné
use of the respective pharmacy services odmény za sluzby lékarny.

__remuneration.

| § 8 Publications, confidentiality § 8 Publikovani, divérnost a
and rights to the results pravo na vysledky
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1. Upon completion of the clinical trial, a | Po dokonceni klinického hodnoceni
final report shall be created by the CRO. | vytvofi CRQ zavéreCnou zpravu. V
If desired, SPONSOR will provide a | ptipads potieby poskytne
summary of the final report or the ZADAVATEL shrnuti zav&redné zpravy

| corresponding publication. nebo odpovidajici publikovani.

2. The contracting parties agree that all data | Smluvni strany souhlasi s tim, Ze veskeré
acquired in the performance of the clinical | Gdaje ziskané p¥i provadéni klinického
trial shall be the property of SPONSOR. | hodnoceni jsou vlastnictvim

ZADAVATELE.

As a precaution, however, the assignment | Jako preventivni opatfeni se viak musi
to APOSCIENCE AG of all transferable | deklarovat  postoupeni  vedkerych
rights to the data, photographs and @ pfevoditelnych prav  k  adajom,
samples obtained during the performance | fotografiim a vzorkim ziskanych béhem

of the clinical study shall be declared. provadéni klinického hodnoceni
spolecnosti APOSCIENCE AG. .
3. .| The Investigator/ Healthcare facility | ZkouSejici / Zdravotnické zafizeni se

undertake to report to the SPONSOR all | zavazuji  nahlasit ZADAVATELI
inventions created in connection with the | viechny  vyndlezy  vytvofené v
clinical trial and to assign the rights | souvislosti s klinickym hodnocenim a -

thereto to the SPONSOR. postoupit prava k nim ZADAVATELL |
4. In the case of erﬁpioyee inventions, the | V ptipadé vynalezi zaméstnancit jsou

Investigator/ Healthcare facility are | ZkouSejici / Zdravotnické zafizeni |
obliged to promptly notify the SPONSOR | povinni o nich neprodlené informovat
of these and to claim the employee | ZADAVATELE a na pisemnou zadost
inventions if requested by SPONSOR in | ZADAVATELE si narokovat vynalezy
writing. zameéstnanc(.

Investigator/ Healthcare facility must | ZkouSejici / Zdravotnické zafizeni musi
assign to the SPONSOR the right to ZADAVATELI postoupit pravo na
register a patent for employee inventions | registraci patentu  na  vyndlezy .
in return for additional appropriate  zaméstnanci vyménou za dodateCnou
remuneration that is customary for the | patfi¢nou odménu, ktera je pro trh
market. obvykla.

The amount of this remuneration shall be | Vy3e této odmény bude sjedndna v
agreed in a separate agreement that is to | samostatné dohodg@, kterd bude uzavicna
be made according to the principle of good | podle zasady dobré viry v piipadé
faith in the event of an invention. The @ vynalezu. Smlouva o odméng zohledni
remuneration agreement shall take into | pfispéni obou stran a bude zahrnovat
consideration the contributions made by zakonnou odménu stanovenou za
both sides and shall include the statutory | vynélezy zaméstnanci. Zdravotnické
remuneration stipulated for employee  zafizeni je samo odpovédné za odménu
inventions. The Healthcare facility isitself | zaméstnaného vynalezce.

responsible for the remuneration of the
employee inventor.
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In all cases, the Healthcare facility shall
retain a free, non-sublicensable, non-
transferable right to the use of the
invention for the purposes of its own
research, teaching and, if applicable,
patient care.

Ve v8ech pfipadech si Zdravotnické
zafizeni ponechava bezplatné, dale
nesublicencovatelné a nepievoditelné
pravo k pouZiti vynalezu pro ugely
vilastntho vyzkumu, vyuky a pfipadné
pée o pacienty.

All intellectual property rights and know-
how that are owned or licensed to either
party before or after the date of this
Agreement, other than intellectual
property rights and know-how arising
from clinical trials, are and shall remain
unaflected by this Agreement.

Confidential information of
APOSCIENCE AG and all material
expressions of confidential information of
APOSCIENCE AG in any media are the
sole property of APOSCIENCE AG.

V8echna prava dulevniho vlastnictvi a
know-how, ktera jsou vlastnéna nebo
licencovana kteroukoliv stranou pfed
nebo po datu této smlouvy, kromé prav
dusevniho vlastnictvi a know-how
vyplyvajicich z klinickych hodnoceni,

jsou a zbstavaji  touto smlouvou
nedotéena.

Daveérmneé informace spolecnosti
APOSCIENCE AG a veSkerd hmotna
vyjadieni daveémych informaci
spoleCnosti APOSCIENCE AG na
jakychkoli nositich jsou wvyhradnim

vlastnictvim spole¢nostt APOSCIENCE
AG.

The SPONSOR reserves the right to
choose a publicly accessible database for
the publication of the study and its results.
The Investigator and the Healthcare
facility agree that the names of the staff
involved in the study may be made public
in this database.

ZADAVATEL si vyhrazuje pravo zvolit
vefené  pilstupnou  databazi pro
zvefeinéni klinického hodnoceni a jeho
vysledk(l. Zkousejici a Zdravotnické
zafizeni souhlasi s tim, Ze jména
pracovnik zapojenych do klinického
hodnoceni mohou byt v této databazi
zvetejnéna.

§ 9 Confidentiality

§ 9 Divérnost

- The Investigator, the members of the
study team, and the Healthcare facility and
Pharmacy shall undertake to keep the data,
information, results and findings obtained
from the clinical trial secret until any
possible publication. § 8, item 6, clause 2
remains unaffected.

Zkousejici, élenové tymu klinického
hodnoceni, Zdravotnické zafizeni a
Lékarna se zavazuji, Ze¢ budou udaje,
informace, vysledky a zjisténi ziskané z
klinického hodnoceni uchovavat v
tajnosti az do pfipadného zveleinéni. § 8,
bod 6, odstavec 2, zlistiva nedotden.

All documents, investigational products
and devices that the SPONSOR or the
CRO provided to the Investigator and the
Healthcare facility for the purposes of the
clinical trial are the property of

Vsechny dokumenty, hodnocené
ptipravky a zafizeni, které
ZADAVATEL nebo CRO poskytli
ZkouSegjicimu a Zdravotnickému
zafizeni pro Ucely klinického hodnoceni,
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SPONSOR  and
confidentially.

to be trcated

jsou majetkem ZADAVATELE a bude s
nimi nakladéno jako s ddvérnymi.

All confidential information provided by
SPONSOR about the investigational
medicinal product and the clinical trial
(e.g. on the composition, details about
- manufacturing, etc.) must never be made
~accessible to third parties, except if, out of
necessity, study participants urgently need
such information.

Vsechny davérné informace, které
poskytuje ZADAVATEL o hodnoceném
lé¢ivém  pfipravkua  a  klinickém
hodnoceni (napft. o sloZeni,
podrobnostech o vyrobé atd.) nesmi byt
nikdy zpfistupnény tietim strandm, s
vyjimkou ptipadi, kdy (castnici
klinického hodnoceni takové informace
nezbytné potfebuji.

The Investigator, Healthcare facility and
Pharmacy undertake to maintain the
confidentiality of the contents of this
agreement, particularly from colleagues
who are not members of the study team.
This obligation does not apply if
necessary, information must be passed on
to the staff at the hospital or the institution
at which the Investigator is conducting the
clinical trial. This exception only applies
if such information is required for the
purposes of the clinical trial, if the
Investigator and/or the Healthcare facility
is obliged to release the information for
contractual reasons, or if the information
is requested by legally authorised
governmental authorities or the ethics
committee.

ZkouSejici, Zdravotnické zafizeni a
Lékama se zavazuji  zachovdval

dtvérnost obsahu této smlouvy, zejména
pfed kolegy, kteri nejsou ¢leny
studijnfho tymu.

Tato povinnost neplati, pokud je nutné
pfedat pracovnik@im nemocnice nebo
instituci, 1 které ZkouSejici provadi
klinické hodnoceni, nezbytné informace.
Tato vyjimka plati pouze v piipadg, ze
jsou tyto informace pozadovany pro
ucely klinického hodnoceni, pokud je
ZkouSejici a (nebo) Zdravotnické
zafizeni povinno tyto  informace
zverenit ze smluvnich ditvodd, nebo
pokud je o informace poZadaji zdkonem
zmocnéné vladni orgdny nebo etickd
komise.

The obligation for confidentiality shall
continue for 3 years beyond the end of the
study.

Povinnost divérnosti bude platit po dobu
3 let po skondeni klinického hodnoceni.

§ 10 Term

§ 10 Doba trvani

This agreement become valid by signing
and become effective of the day of
publication in Register of Contracts in
accordance with Act No. 340/2015 Coll
and end upon complete fulfilment of the
services owed under this agreement (the
clinical trial is planned to be ended after
Close-out visit in March 2022). If the end
date of the clinical trial is extended, an

Tato smlouva nabyva platnosti podpisem
a udinnosti dnem uvefejnéni v registru
smluv dle zakona ¢&. 340/2015 Sh. a

- koné&i Miplnym splnénim sluzeb, které se
-maji poskytnout podle této smlouvy

(klinické hodnoceni bude ukonceno po
zavéretné nav§iévé  predpokladané
v bieznu 2022). V piipadé, Ze se bude
datum ukondeni klinického hodnoceni
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amendment to the Agreement will be
concluded.

prodluZzovat, bude uzavien dodatek ke
smlouvé.

2. | The parties agreéd that the obligation to
send the contract to the administrator of

pursuant to Act No. 340/2015 Coll,, On
special conditions of cffectiveness of
certain contracts, publication of these
contracts and on the Register of contracts
(Act on Register of contracts) as amended,
the Healthcare facility fulfil, no later than
10 working days from the conclusion of
the Agreement. The Sponsor undertakes
to provide the buyer with the necessary
cooperation in  order to fulfil this
obligation

the Register of contracts for publication |

Smluvni strany se¢ dohodly na tom, Ze
povinnost zaslat smlouvu  spravci
registru smiuv k uverejnéni podle zakona
¢ 340/2015 Sh., o zvlastnich
podminkdch a¢innosti nékterych smluv,
uvefejiiovani téchto smluv a o registru
smluv (zékon o registru smluv), ve znéni
pozdéjsich pfedpisid, splni zdravotnické
zafizeni, a to ngjpozdén do 10
pracovnich dnii od uzavieni smlouvy.
Zadavatel se =zavazuje poskytnout
kupujicimu za ucelem spinéni této
povinnosti nezbytnou soucinnost.

3. The Parties acknowledge and agree that,
in accordance with § 3, par.1 of the Act on
Register of Contracts, Healthcare
facilities polluted in the Agreement sent to
the administrator of the Register of
Contracts for publication all information
which cannot be provided in accordance
with the rules governing free access to
information (eg personal data, trade secret
or information protected by the right to
intangible assets), or under the conditions
of § 5 par. 6 of the Act on Register of
contracts exclude from publication the
metadata of the Agreement, which is a
trade secret of the contracting party
meeting the established criteria.

Knowing that trade secrets can only
consist of facts that meet the
characteristics defined in § 504 of the
Civil Code, the partics declare their trade
secret:

a. The Sponsor: Annex 2: Protocol;
Remuneration (Annex 1, §6.1, §7.1)

b. The Healthcare facility: The
Agreement does not contain trade secret
of the Healthcare Facility

The parties declare that the above list of
parts of the agreement containing trade
secret is complete.

Smluvni strany berou na védomi a
souhlasi s tim, ze zdravotnické zafizeni v
souladu s § 3 odst. 1 zdkona o registru
smluv znelitelni ve smlouvé zaslané
spravei registru smluv k uvefejnéni ty
informace, které nelze poskytnout pfi
postupu podle predpistt upravujicich
svobodny pfistup k informacim (napf.
osobni ddaje, obchodni tajemstvi nebo
informace  chranéné  pravem k
nchmotnym  statkim), pfipadné =za
podminek § 5 odst. 6 zdkona o registru
smluv vylou¢i z uvefejnéni metadata
smlouvy, kterda jsou obchodnim
tajemstvim smluvni  strany  splitujici
stanovend kritéria.

S védomim, Ze obchodni tajemstvi
mohou tvofit pouze skute¢nosti spliijici
znaky definované v § 504 obclanského
zakoniku, prohladwi smluvni strany za
své obchodni tajemstvi:

a. Zadavatel: Pfiloha 2: Protokol,
Odmeéna (Priloha 1, § 6.1, § 7.1)

b. Zdravotnické zafizeni: Smlouva
neobsahuje obchodni tajemstvi
Zdravotnického zafizeni

Smluvni strany prohladuji, ze uvedeny
vylet <&asti  smlouvy  obsahujicich
obchodni tajemstvi je uplny.
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4. If, after publication in a Register of | Bude-li ticha smlouvu necho metadata
contracts, the Agreement or metadata | smlouvy po jejich uvefejnéni v registru
needs to be corrected by publishing of part | smluv ~ opravit uvefejnénim  ¢asti
of the Agreement or metadata that was | smlouvy nebo metadat, které byly
originally excluded from disclosure in{ pivodné 2z uveiejn&ni vylouleny z
order to protect trade secret, the party that | ddvodu ochrany obchodniho tajemstvi,
declared the part of Agreement or | odpovidd za provedeni takové opravy
metadata as its trade secret shall be | smluvni strana, kterd danou ¢dst smlouvy
responsible for this. In order to fulfil this | nebo metadata prohlasila za své
obligation, as well as to make any other | obchodni tajemstvi. Ke splnéni této
necessary corrections to the published | povinnosti, jakoz 1 k provedeni
Agreement or metadata in accordance | jakychkoliv jinych nutnych oprav
with the Act on the Register of Contracts, | uvefejnéné smlouvy nebo metadat
the parties undertake to provide each other | postupem dle zdkona o registru smluv se
with the necessary cooperation, smluvni strany zavazuji poskytnout si
navzajem nezbytnou soudinnost. .

| 5. SPONSOR is entitled to terminate this | ZADAVATEL je opravnén tuto
' agreement at any time without giving | smlouvu kdykoliv ukoné¢it bez udani
reasons with a notice period of one month. | divodu s vypovédni lhitou jednoho
mésice.

! The Investigator and the Pharmacy shall | Zkousejici a Lékarna maji stejné pravo,
have the same right, only under the | pouze za pPedpokladu, Ze pro
{ condition that a successor to an | ZADAVATELE bude jmenovan
Investigator or pharmacist is appointed for | nastupce Zkousejiciho nebo 1ékarnika.
the SPONSOR. The successor must be | Nastupce musi byt schopen a ochoten
able and willing to fully assume the rights | pIn& pfevzit prdva a povinnosti z této
and duties of this agreement. In this event, | smlouvy. V takovém pfipadé je ukonceni
the termination shall be effective from the | 6¢inné od okamzZiku, kdy jmenovana
time that the person named enters into this | osoba uzavie tuto smlouvu.

agreement.

6. In any case, termination must be made in | V kazdém piipadé¢ musi byt ukonceni .
writing. ucinéno pisemneé.

7. The dismissal of the Principal Investigator | Vypovéd’ Hlavniho zkouSejiciho nema
shall not affect the wvalidity and | vliv na platnost a pokradovani smlouvy
continuation of the agreement between | mezi ZADAVATELEM a
SPONSOR and the Healthcare facility. In | Zdravotnickym zafizenim. V pfipadé, Ze
the event that SPONSOR releases the | ZADAVATEL uvolni Hlavniho
Principal Investigator from the agreement | zkousejiciho ze smlouvy v rozporu s
contrary to the terms of item 2 above | podminkami bodu 2 vy$e bez poskymuti
without the provision of a willing | svolného Zkousejiciho, Zdravotnické
Investigator, the Healthcare facility shall, | zafizeni se s pisemnym souhlasem
with the written consent of SPONSOR, | ZADAVATELE  pokusi  jmenovat
atternpt to name a new Investigator to lead | nového ZkouSejictho, ktery povede
the clinical trial as Principal Investigator. | klinické  hodnoceni  jako  hlavni
If the parties are unable to agree on a | zkouSejici. Pokud se strany nebudou
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successor to the Investigator who has left
the trial through termination of the
agreement, SPONSOR and the Healthcare
facility shall themselves be entitled to
terminate the agreement in accordance
with the preceding paragraph.

schopny dohodnout na  nastupci
Zkousejictho, ktery opustil klinické
hodnoceni pfed vypovézenim smlouvy,
jsou ZADAVATEL a Zdravotnické

zatizeni sami  opravnéni  ukondit
smlouvu v souladu s pfedchozim
odstavcem.

The contracting parties may withdraw
from the contract if the ethics committee
responsible for the evaluation of the
above-mentioned clinical trial or an
authority suspends, prohibits or does not
approve further performance of the trial.
In these cases there is no right to claim
damages,

Smluvni strany mohou od smlouvy
odstoupit, pokud eticka komise povéfend
vyhodnocenim vyse uvedeného
klinického hodnoceni nebo ufedni organ
pozastavi, zakdZe ncbo neschvali dalsi
provadéni  hodnoceni. V  t&chto
pfipadech neexistuje narok na nahradu
$kody.

§ 11 End of patient recruitment

§ 11 Konec naboru pacienti

The SPONSOR reserves the right to
close the Healthcare facility for good
cause, in particular if it should emerge
that the study cannot be conducted or
cannot be conducted under the legal
parameters set out in the protocol, or if
the Healthcare facility it is not able to
recruit a sufficient number of patients.

The Healthcare facility estimates to be
able to enrol a minimum of 7 patients and
maximum of 10 patients into the clinical
study.

ZADAVATEL si vyhrazuje pravo
uzaviit Zdravotnické zafizeni z
dostate¢ného diivodu, zejména pokud
by se ukazalo, Ze klinické hodnoceni
nelze provést nebo jej nelze provést
podle zdkonnych parametr(
stanovenych v protokolu, nebo pokud
Zdravotnické zafizeni neni schopno
zafadit dostatedny po&et pacienti.
Podle odhadu Zdravotnického zafizeni
bude moZné do klinického hodnoceni
zahrnout minimalné 7 pacient( a
maximéalné 10 pacientii.

If the Healthcare facility is closed for one
of the above-mentioned reasons, the
documentation for the included patients
must be continued and completed in line
with the protocol. In these cases,
remuneration shall be paid as per § 6 and
7 (6).

Pokud je Zdravotnické zafizeni
uzavieno z nékteré¢ho z vyse uvedenych
ditvodd, musi dokumentace pro
zafazené pacienty pokracovat a byt
dokoncena v souladu s protokolem. V
téchto pfipadech se odména vyplaci
podle § 6 a 7 odst. 6.

§ 12 Miscellaneous

§ 12 Ostatni

Rights and duties arising under this
agreement may only be assigned to third
parties with the prior consent of the other
respective party.

Prava a povinnosti vyplyvajici z této
smiouvy mohou byt postoupeny tfetim
stranam pouze s pfedchozim souhlasem
druhé piisludné strany.
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2. The invalidity of one contractual
provision shall not affect the validity of
the remaining provisions. The parties
undertake to replace the invalid provision
with that provision which comes closest to
the intentions of the parties upon
execution of the agreement.

Neplatnost jednoho smluvniho
ustanoveni nema vliv na platnost
zbyvajicich ustanoveni. Strany se
zavazuji, Ze neplatné ustanoveni nahradi
ustanovenim, které bude co nejblize
umyslu stran pii uzavieni smlouvy.

3. Only written agreements between both
contracting parties (exclusively by post,
fax or email) are binding.

This formal requirement also applies to all
declarations based on the present
agreement. If a written form is therefore
required in the contractual provisions, this
requirement shall also be fulfilled by a
notification or declaration by e-mail or
fax. This formal requirement applies in
any case and unconditionally; it is
therefore irrelevant whether and, if so,
which intention forms the basis of the
agreed formal requirement.

Zavazné jsou pouze pisemné smlouvy
mezi ob&ma smluvnimi stranami
(vyhradn€¢ podtou, faxem nebo e-
mailem).

Tento formalni poZzadavek plati také pro
vSechna prohlaseni na =zaklad¢ této
smlouvy. Pokud je tedy ve smluvnich
ustanovenich  pozadovana  pisemnad
forma, musi byt i tento poZadavek splnén
ozndmenim nebo prohlaSenim e-mailem
nebo faxem. Tento forméalni poZadavek
plati v kazdém piipadé a
bezpodmine¢ne; neni tedy relevantni,
zda existuje a pokud ano, jaky zamér je
zdkladem dohodnutého formaélniho
pozadavku.

4. In addition, changes and additions to the
agreement must be made in writing
(exclusively by post) in order to be valid.
Furthermore, an express amendment must
be agreed in each case using the heading
"Contract amendment"” without exception
and with reference to the present
agreement. This formal requirement
applies in any case and unconditionally; it
is therefore irrelevant whether an and, if
so, which intention forms the basis of the
formal requirement agreed in each case.

Kromé toho musi byt zmény a dodatky
smlouvy provedeny pisemné (vyhradné
postou), aby byly platné. Déle musi byt
v kazdém ptipadé dohodnut vyslovny
dodatek s nadpisem ,,Zména smlouvy*, a
to bez vyjimky a s odkazem na tuto
smlouvu. Tento formélni pozZadavek
plati \% kazdém pripadé a
bezpodmineéné; neni tedy relevantni,
zda existuje a pokud ano, jaky zamér je
zékladem formélniho pozadavku
dohodnutého v kazdém piipade.

5. SPONSOR uses automatic data
processing for the execution of the
contract, with the help of which personal
data of the investigational team is also
processed. The provisions of the General
Data Protection Regulation (EU)
2016/679 and the locally applicable data
protection laws are complied with.

ZADAVATEL pouziva automatické
zpracovani udajii pro realizaci smlouvy,
s pomoci kterého jsou zpracovavany také
osobni udaje zkousejiciho tymu. Jsou
dodrzovana  ustanoveni  Obecného
nafizeni o ochrané udaju (EU) 2016/679
a mistné platné zakony o ochrané ddajii.
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This agreement is subject to Czech law.
The place of jurisdiction is court at the
place of Healthcare facility.

The Agreement is drawn up in 5 originals,
whereas each will be valid as an original
and all together will constitute a single
Agreement. The Healthcare facility will
receive three (3) duplicates, sponsor and
CRO shall receive one copy.

This Agreement is drawn up as bilinguoal
in both Czech and English. In case of
discrepancy between the English and
Czech versions, the Czech version shall
prevail.

Tato smlouva se fidi Ceskym pravem.
Mistem jurisdikce je soud prislusny
podle sidla Zdravotnického zafizend.

Smlouva je vyhotovena v 5 stejnopisech,
z nichz kazdy bude mit platnost originalu
a viechny spole¢né budou predstavovat
jedinou smlouvu. Zdravotnické zafizeni
obdrzi tH (3) stejnopisy, zadavatel a
CRO po jednom vytisku.

Tato smlouva je vyhotovena jako
dvojjazy¢nd v &eském, tak anglickém
jazyce.  V pfipadé rozporu mezi
anglickou a &eskou verzi, rozhodujici je
Ceskd verze textu.
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Signatures /Podpisy

For the SPONSOR / Za ZADAVATELE
Prof. Dr. Hendrik Jan Ankersmit

Vienna, 0} Jui 2024 1 ,
Town, Pate / Misto, datum B R

For the Healthcare facility / Za Zdravotnické za¥igeni:
prof. MUDr. Miroslav Zavoral, Ph.D.

Town, Date / Misto, datum

Taking note / Na védomi:
Signature of the Principal investigator / Podpis Hlavniho zkousejiciho:

60 2 g
Town, Date/ Misto, datum !

Taking note / Na védomi:
FGK Clinical Research GmbH (CRO) / (SVO) .
Martin Kraus

Son Ay T V024

fown, Date / Misto,’daﬂiﬁl
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Annex ia
Remuneration of Healthcare
facility/Investigator

Priloha 1a

Odména
Zdravotnického
zarizeni/ZkouSejiciho

If applicable, the Healthcare facility will
add VAT to the agreed remuneration.
The Healthcare facility shall be
responsible for the proper disclosure of
the value added tax.

If no value added tax is due, the
Healthcare facility will indicate it
accordingly on the invoice.

Zdravotnické  zafizeni pfipotte k
dohodnuté odmené pfipadnou DPH.
Zdravotnické zafizeni odpovida za Fadné
zvetejnéni dané z pfidané hodnoty.

Neni-li splatnd Zidnd dan z pfidane
hodnoty, Zdravotnické zafizeni to na
faktufe uvede pfislusnym zptsobem.

The total remuneration is divided per

Celkovéa odména za pacienta je rozd€lena

takto:

patient as follows:

Remuneration in Euro/

Visit/Navstéva o
Odména v euro

Visit/Navitéva 1
Visit/Navitéva 2
 Visit/Néavstdva 3
Visit/Navitéva 4
Visit/Navitéva 5
Visit/Navstéva 6
Visit/Navstgva 7
Visit/Navstéva 8
Visit/Navstéva 9
Visit/Navitéva 10
| Visit/Naviteéva 11
Visit/Navitéva 12
| Visit/Navitéva 13
Visit/Navstéva 14
Visit/Navstéva 15
Visit/Navstéva 16
Visit/Navitéva 17
| Total/Celkem

j The travel eXpéhées of a study patient are | Cestovni naklady pacienta v klinickém
reimbursed at a flat rate (}fh per hodnoceni jsou hrazeny pausédlni sazbou
attended visit. za vykonanou navstévu,

For the billing of patient visits or | Pro vyuctovani navitev pacienta nebo
reimbursement of travel expenses, the ! Ghradu cestovnich vydaji vystavuje

After previous Sponsor's call for Zdravotnické zafizeni nasledujicimu |
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invoicing the Healthcare facility issues a
separate invoice to the following invoice
recipient:
APOSCIENCE AG
Dresdner StraBe 87 / A 21
1200 Wien
Osterreich

The invoice is then subsequently sent to

the following address for further
| verification and initiation of the payment
| process:

FGK Clinical Research GmbH
z.H. Projekt 3446 MARSYAS 11
Heimeranstraie 35
80339 Miinchen
Deutschiand

The intended use must be stated on the

invoice:

- Healthcare facility remuneration
from MARSYAS 1II study by
Aposcience AG.

Or:

- Travel expenses reimbursement/

Patient reimbursement; MARSYAS
IT study by Aposcience AG.

Attachment of the invoice is the call of
payment sent by Sponsor, which shall list
the patient identification numbers and the
clinical trial visits. The reimbursement
will be transferred to the following
account number: Any
bank charges shall be borne by the

piijemeci faktury samostatnou fakturu po
pfedchozi vyzvé zadavatele k fakturaci:

APOSCIENCE AG
Dresdner Stralle 87/ A 21
1200 Wien
Rakousko

Faktura je poté zaslana na nasledujici
adresu pro dalsi ovéfeni a zahdjeni
platebniho procesu:

FGK Clinical Research GmbH
z.H. Projekt 3446 MARSYAS II
HeimeranstraBBe 35

80339 Miinchen
Némecko

Na Ja!ure musi byt uvedeno zamyslené
pouZziti:
- Odména Zdravotnickému zafizeni z
klinického hodnoceni MARSYAS I
spole¢nosti  Aposcience AG.
Nebo:
- Nahrada cestovnich vydaji /
nahrada pro pacienty; Klinické
hodnoceni MARSYAS I

spoleénosti Aposcience AG.

Piilohou faktury je vyzva k fakturaci
zasland zadavatelem, ve které budou
rozepsina identifikaéni &isla pacientd a
navitévy v rdmeci klinického hodnoceni.

Uhrada bude_pfevedena na nasledujici
cislo Gt m Pipada
bankovni poplatky hradi zadavatel.

Sponsor.

Account holder /| Ustiedni vojenskd nemocnice — Vojenska fakultni nemocnice
Majitel uétu: Praha

IBAN:

BIC: CNBACZPP

Bank / Banka: Ceské ndrodni banka

The VAT ID of the Healthcare facilitye  CZ61383082
is/

DIC Zdravotnického za¥{zeni je

The VAT 1D of Aposcience AG is/ ATU64127689
DIC spoleénosti Aposcience AG je
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Annex 1b
Remuneration of Pharmacy

Priloha 1b
Odména Lékarny

The Healthcare facility will issue
separate invoices for Pharmacy services,
after previous Sponsor's call for
| invoicing following the same process as
described above.

Zdravotnické zafizeni vystavi
samostatné faktury za sluzby lékdrny po
pfedchozi vyzvé zadavatele k fakturaci
stejnym zplisobem, jak popsano vyse.

The total remuneration is divided per
| patient as follows:

Celkova odmena za pacienta je rozdé€lena
takto:

Yisit/Nivstéva

Visit/Navitéva 2
Vigit/Navsteva 3
Visit/Navstéva 4
Visit/Navstéva 5
Visit/Navstéva 6
Visit/Ndvstéva 7
Visit/Nav§teva 8
Visit/Navstéva 9
Visit/Navstéva 10
Visit/Navstéva 11
Visit/Navstéva 12
Visit/Navstéva 13
Total/Celkem

Remuneration in Euro
Odmeéna v euro

For billing purposes, the Pharmacy
services reimbursement will be issued by
an invoice after previous Sponsor’s call
for invoicing to the following invoice
recipient:
APOSCIENCE AG
Dresdner Strafie 87 / A 21
1200 Wien
Osterreich

~ The invoice is then subsequently sent to
the following address for further
verification and initiation of the payment
- process: |

Pro ucely zuétovani budou nahrady za
sluzby Lékarny vystaveny na fakturu po
ptedchozi vyzvé zadavatele k fakturaci
na nasledujiciho p¥ijemce faktury:

APOSCIENCE AG
Dresdner Strafle 87/ A 21
1200 Wien
Rakousko

Faktura je poté zasldna na néasledujici
adresu pro dal$i ovéfeni a zahdjeni
platebniho procesu:
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FGK Clinical Research GmbH
z.H. Projekt 3446 MARSYAS II
Heimeranstralle 35
80339 Miinchen
Deutschland

The intended use must be stated on the
invoice:

Remuneration for Pharmacy services
from MARSYAS II study by
Aposcience AG.

Attachment of the invoice is the call of
payment sent by Sponsor, which shall list
the patient identification numbers and the
clinical trial visits, respectively the date
on which the investigational medicinal
product was prepared.

FGK Clinical Research GmbH
z.H. Projekt 3446 MARSYAS II
Heimeranstralle 35
80339 Miinchen

Na faktufe musi byt uvedeno zamyS§lené
pouZiti:

Odména za sluzby Lékarny z klinického
hodnoceni MARSYAS II spole¢nosti
Aposcience AG.

Piilohou faktury je vyzva k fakturaci
zaslana zadavatelem, ve které budou
rozepsana identifika¢ni Cisla pacientl a
navitévy v ramei studie, respektive data,
kdy byl pfipraven hodnoceny lé¢ivy
pripravek, .

The Pharmacy will never disclose the
medication actually prepared (APO-2 or
placebo) or the treatment arm assigned to
a patient on bills!

Lékarna ve vyaétovani nikdy neprozradi
skuteéné pfipraveny lék (APO-2 nebo
placebo) ani experimentdlni skupinu
piifazenou pacientovi!

The payment will be transferred to the
above-mentioned account number.

Uhrada bude pfevedena na vy3e uvedené
gislo uétu.
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Annex 2: Protocol | P¥iloha 2: Protokol |
| N |
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