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CLINICAL TRIAL AGREEMENT

This Agreement (“Agreement”) is concluded
on the date of signature by both Parties
(hereinafter the “Validity Date”) and comes into
effect on the date of its publication in the
Contract Registry (hereinafter the “Effective
Date”), by and between

ICON Clinical Research Limited (hereinafter
called “ICON”) with a VAT number IE
8201978R and a place of business at South
County Business Park, Leopardstown. Dublin

18 _Ireland, represented by —

-Sr. Study Start-up Manager
and

Ustredni vojenska nemocnice — Vojenska
fakultni nemocnice Praha, /Central Military
Hospital PRAGUE, allowance organization of
the Ministry of Defence/

with the registered office at: U Vojenské
nemocnice 1200, Prague 6, Czech Republic,
Identification number: 61383082, Tax ID
number: CZ 61383082,

bank details: CNB Praha 1, account number:
2123881/0710,

represented by: director, prof. MUDr. Miroslav

Zavoral, Ph.D., (hereinafter called the
‘Institution”)
The Trial will be conducted under the

immediate supervision of
(the “Investigator

Investigator ”).

The Institution and the Investigator are

hereinafter called ‘Institution/Investigator”

when it is intended that they be referred to

jointly.

ICON, Institution shall also each be referred to
individually as a “Party” and collectively as the
“Parties”.

BACKGROUND

ICON is a clinical research organization
principally engaged in the design, set-up and
management of human clinical trials, and other
related services, on behalf of the producers of
pharmaceutical products.

ICON'S client, Diamyd Medical AB (hereinafter
known as the “Sponsor”) is developing an
investigational product called Diamyd®
(hereinafter called the “Investigational
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SMLOUVA O PROVEDENI KLINICKEHO

HODNOCENI

TATO SMLOUVA (dale jen ,smlouva“) se uzavira
dnem podpisu ob&ma smluvnimi stranami (dale
jen ,den platnosti‘) a nabyva ucinnosti dnem
zverfejnéni smlouvy v registru smluv (dale jen ,den
ucinnosti“) mezi spole¢nosti

ICON Clinical Research Limited (dale jen
JCON"), DIC IE 8201978R, se sidlem South
County Business Park, Leopardstown. Dublin 18,
Irsko, zastoupena h Sr.

Study Start-up Manager
a

Ustfedni vojenska nemocnice — Vojenska
fakultni nemocnice Praha,

se sidlem: U Vojenské nemocnice 1200, Praha 6,
Ceska republika

IC: 61383082,

DIC: CZ 61383082,

bankovni spojeni: CNB Praha 1, ¢&islo ugtu:
32123881/0710,

zastoupena: feditelem prof. MUDr. Miroslavem
Zavoralem, Ph.D.

(dale jen ,zdravotnické zarizeni)

hodnoceni  bude
dohledem

Klinické provadéno pod

bezprostiednim ]
or "Principa *(déle jen ,zkouSejici“ nebo ,hlavni

zkousejici).

Zdravotnické zafizeni a zkousejici jsou dale
uvadéni jako ,zdravotnickeé zarizeni /
zkousejici‘, a to v pfipadech, kdy jsou ve smlouvée
zminovani spolecné.

ICON, zdravotnické zarizeni budou téz uvadéni
jednotlivé jako ,smluvni strana“ a spolecné jako
,Ssmluvni strany*.

PREDMET A UGEL SMLOUVY

ICON je smluvni vyzkumna organizace, jejiz hlavni
¢innosti je navrhovani, zahajeni a fizeni klinickych
hodnoceni u lidskych subjektli a poskytovani
dalSich  souvisejicich sluzeb pro vyrobce
farmaceutickych pripravki.

Klient spolec¢nosti ICON, Diamyd Medical AB,
(dale jen ,zadavatel®) vyviji hodnocené IéCivo
s nazvem Diamyd® (dle jen ,hodnocené lé¢ivo”)
za u€elem aplikace u pacientl s indikaci diabetes
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Product®) for use in patients with type 1
diabetes mellitus in patients with residual beta
cell function carrying the genetic HLA DR3-
DQ2 haplotype (hereinafter called the “Study
Indication”) and the Sponsor has retained
ICON to conduct certain services in relation to
the Study as below defined under separate
contract including without limitation contracting
with clinical research sites.

The Institution and its staff, including without
limitation the Investigator, are experienced in
the evaluation and treatment of patients with
Study Indication.

ICON wishes to engage the Investigator to
conduct a clinical study to evaluate the
Investigational Product, and the
Institution/Investigator wishes to conduct such
a clinical study.

The Institution has agreed to the participation
of the Investigator in carrying out the said
clinical study on its behalf.

The Parties agree that the Institution shall
enter into agreements with employees of the
Institution or with  sub-contractors, in
connection with the performance of the Study,
with terms and conditions at least as restrictive
as the terms and conditions contained herein.
Institution undertakes to be solely responsible
for the remuneration of the Investigator and/or
Study Personnel (as below defined) for their
performance of the Study.

ICON hereby declares that it shall neither
conclude separate agreements with the
Investigator or the Study Personnel (as defined
below) for the performance of the Study nor will
make any payments to the Investigator or the
Study Personnel in relation to the Study. The
sole payee in connection with the conduct of
the Study at the Site shall be the Institution.

The fulfilment of the obligations of the Principal
Investigator and investigators (collectively
referred to as the ,Investigators®) established
herein shall be provided by the Institution, as
their employer within employment-legal
relations. The Institution is responsible for the
fulfiling of the Investigators’ duties. The
Institution undertakes, within 14 days from the
date this Agreement is entered into, to enter
into a “Contract of Work/Work Agreement” that
shall bind Investigators to fulfill the obligations

mellitus 1. typu u pacient( s rezidudlni funkci beta
bunék, ktefi jsou nositeli haplotypu HLA DR3-DQ2
(dale jen ,indikace, ktera je predmétem
klinického hodnoceni*), a zadavatel vyuziva
spole€nost ICON k poskytovani nékterych sluzeb
v souvislosti s klinickym hodnocenim, jak je
definovano nize, v ramci samostatné smlouvy, a to
mimo jiné pro uzavirani smluv s klinickymi
vyzkumnymi pracovisti.

Zdravotnické zarizeni a jeho zaméstnanci, mimo
jiné vEetné zkoudejiciho, maji zkuSenosti
s hodnocenim a lé¢bou pacientl s indikaci, ktera
je pfedmétem klinického hodnoceni.

Spole¢nost ICON si pfeje vyuzivat sluzby
zkousejiciho k provedeni klinického hodnoceni za
ucelem vyhodnoceni hodnoceného IéCiva a
zdravotnické zafizeni/ zkou$ejici si preje toto
klinické hodnoceni provést.

Zdravotnické zafizeni souhlasi s Ucasti
zkousSejictho na provadéni vy$e uvedeného
klinického hodnoceni jménem zdravotnického
zafizeni.

Smluvni strany se dohodly, Ze zdravotnické
zarizeni uzavre v souvislosti s provadénim studie
dohody se  svymi  zaméstnanci nebo
subdodavateli, jejichz podminky budou alespon
tak restriktivni, jako jsou podminky této smlouvy.
Zdravotnické zafizeni se zavazuje, Ze ponese
vyhradni odpovédnost za odmeénu zkous$ejiciho
a/nebo pracovniki studie (jak jsou definovani nize)
za provedeni studie.

Spole€nost ICON timto prohlasuje, Zze neuzavie
samostatné dohody se zkouSejicim ani pracovniky
studie (ktefi jsou definovani déle) pro provedeni
studie ani v souvislosti se studii neprovede zadné
platby ve prospéch zkousejiciho nebo pracovnikd
studie. Jedinym pfijemcem plateb v souvislosti
s provedenim studie na pracovisti bude
zdravotnické zafizeni.

PInéni  povinnosti hlavniho zkou$ejiciho a
zkousejicich  (spole¢né  jako  “zkouSejici”)
stanovenych touto smlouvou zajisti zdravotnicke
zafizeni jako jejich zaméstnavatel vramci
pracovnépravnich vztah(l. Zdravotnické zafizeni
odpovidda za pInéni povinnosti zkousejicich.
Zdravotnické zafizeni se zavazuje do 14 dnl ode
dne uzavieni této smlouvy uzaviit s Hlavnim
zkousSejicim a se  zkouSejicimi  «Dohodu
o provedeni prace/dohodu o pracovni €innosti»,
kterd zkousejici zavaze kplnéni povinnosti
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especially under the regulations referred to in
Article 2.11. herein.

IT IS HEREBY AGREED AS FOLLOWS:

DEFINITIONS

As used in this Agreement, the following
underlined terms shall have the meanings set
out after each of them below:

Case Report Form (CRF)

Means a report in a format prepared by the
Sponsor and/or ICON and completed by the
Investigator documenting the administration of
the Investigational Product to Qualified
Participants (as hereinafter defined), as well as
all tests and observations related to the Study
(as hereinafter defined).

Clinical Investigator Brochure

Means a brochure provided by the Sponsor
that contains summary information of all
studies carried out during the development of
the Investigational Product.

FDA

Means the Food and Drug Administration of
the United States Department of Health and
Human Services.

Global Trade Laws

"Global Trade Control Laws" include the U.S.
Export Administration Regulations (Title 15 of
the U.S. Code of Federal Regulations Part 730
et seq.); the International Traffic in Arms
Regulations (Title 22 of the U.S. Code of
Federal Regulations Parts 120-130); EU
export controls on dual-use goods and
technology (Council Regulation (EC) No.
428/2009); Financial Sanctions Laws and
Restrictive Measures imposed within the
framework of the Common Foreign and
Security Policy (CFSP) in pursuit of the specific
CFSP objectives set out in the Treaty on
European Union (2012/C 326/01); and the
economic sanctions rules and regulations
implemented under statutory authority and/or

zejména dle pravnich predpist
v Clanku 2.11. této smlouvy.

uvedenych

SMLUVNi STRANY SE TiMTO DOHODLY NA
NASLEDUJICIM:

DEFINICE

Nasledujici podtrzené pojmy pouzite v této
smlouvé budou mit vyznam, ktery je uveden za
kazdym z nich:

Zaznam subjektu hodnoceni (CRF)

Jednd se o zaznam ve formatu pfipravenem

zadavatelem  a/nebo  spole¢nosti ICON,
zpracovany zkousejicim, ktery dokumentuje
podavani  hodnoceného IéCiva  zpUsobilym

ucastnikim hodnoceni (viz nasledujici definice), a
rovnéz vsechna vysSetfeni a zjisténi souvisejici
s klinickym hodnocenim (jak je definovano nize).

Soubor informaci pro zkousejiciho

Jednd se o brozuru poskytnutou zadavatelem,
ktera obsahuje souhrnné informace o vSech
klinickych hodnocenich uskute¢nénych béhem
vyvoje hodnoceného [é€iva.

FDA

Jedna se o Ufad pro kontrolu potravin a légiv
(FDA) Ministerstva zdravotnictvi USA.

Globalni obchodni pravo

Pojem ,Globalni obchodni pravo" zahrnuje pravni
predpisy o sprave exportu USA (US Export
Administration Regulations) (Zakon 15 kodexu
federalnich pravnich predpisl, ¢ast 730 a dale);
mezinarodni pravni predpisy o obchodovani se
zbranémi  (International  Traffic in  Arms
Regulations) (Zakon 22 kodexu federalnich
pravnich predpisi, ¢€asti 120-130); kontrolu
vyvozu zbozi a technologii dvojiho uziti
EU (Nafizeni Rady (ES) ¢. 428/2009); zakony o
financnich sankcich a omezujici opatieni uvalena
vramci Spole¢né zahraniéni a bezpeénostni
politiky (CFSP) pfi usilovani o konkrétni cile CFSP
stanovené ve Smlouvé o fungovani Evropské unie
(2012/C 326/01); a pravidla a pravni piedpisy o
hospodarskych sankcich uplatnéné z nafizeni
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President's Executive Orders and
administered by the U.S. Treasury
Department's Office of Foreign Assets Control
(Title 31 of the U.S. Code of Federal
Regulations Part 500 et seq

Informed Consent Form

Means the form prepared by ICON or the
Sponsor in conformance with the Regulations
(as hereinafter defined), particularly by Decree
No. 226/2008 Coll. on the Good Clinical
Practice and Detailed Conditions for Clinical
Studies of Pharmaceuticals, as amended, in
consultation with the Sponsor or ICON as the
case may be, and the IEC/ SUKL (as
hereinafter defined), and subsequently
approved by the IEC/ SUKL and signed and
dated by all participants or their legal
representative(s) before they begin to
participate in the Study.

Investigational Product

Means the Investigational Product(s) which
is/are the subject matter of the Protocol.

1EC (Independent Ethics Committee)

Means the board, committee or other group
formally instituted to review and approve the
initiation of, and conduct reviews of,
biomedical research involving human subjects.

SUKL
State Institute for Control of Drugs

Protocol

Means the details of the Study contained in
PROTOCOL NUMBER DIAGNODE-3
(D/P3/21/7), dated 29 June 2021 (Version 2.0),
and together with any amendments (as agreed
by the Parties) made thereto is incorporated
herein by reference as part of this Agreement.

Qualified Participant

Means any potential participant who upon
entrance into the treatment phases of the
Study, meets all of the inclusion criteria and
none of the exclusion criteria set forth in the
Protocol and has signed a valid IEC/SUKL
approved Informed Consent Form.

zakonného organu nebo prezidenta a vykonavané
oddélenim kontroly zahrani¢nich aktiv Ministerstva
financi USA (Zakon 31 kodexu federalnich
pravnich pfedpis(, ¢ast 500 a dale).

Formular informovaného souhlasu

Jednd se o formular pfipraveny spole¢nosti ICON
¢i zadavatelem v souladu s pravnimi predpisy
(které jsou definovany nize), a to zejména
vyhlaskou &. 226/2008 Sb., o spravné klinické
praxi a bliz§ich podminkach klinického hodnoceni
IéCivych pripravk( ve znéni pozdéjSich predpisd,
po poradé se zadavatelem, pfipadné spole¢nosti
ICON a NEK/SUKL (které jsou definovany nize),
jenz byl nasledné schvalen NEK/SUKL a
podepsan vSemi Ucastniky nebo jejich zakonnymi
zastupci pred zahajenim ucasti v klinickém
hodnoceni.

Hodnocené lécivo

Jedna se o hodnocené |écivo / hodnocena IéCiva,
které je / ktera jsou pfedmétem protokolu.

NEK (nezavisla eticka komise)

Jedna se o vybor, komisi nebo jinou skupinu
formalné vytvorenou za ucelem kontroly, schvaleni
zahajeni a provadéni kontroly biomedicinského
vyzkumu, jehoz se ucastni lidské subjekty.

SUKL
Statni ustav pro kontrolu 1é€iv

Protokol

Jedna se o podrobné udaje o klinickém hodnoceni
obsazené vPROTOKOLU ¢&. DIAGNODE-3
(D/P3/21/7) ze dne 29. Cervna 2021 (verze 2.0),
ktery je spole¢né se v3emi dodatky (jez byly
smluvnimi stranami uzavfeny) zapracovan do této
smlouvy jako jeji soucast.

Zpusobily ucastnik hodnoceni

Jedna se o jakéhokoli potencialniho u&astnika,
ktery pfi vstupu do léCebnych fazi klinického
hodnoceni spliiuje véechna kritéria pro zafazeni a
nesplfiuje zadné z kritérii pro vylougeni, jeZ jsou
stanovena v protokolu, a podepsal platny formulaf
informovaného souhlasu schvaleny NEK/SUKL.

European Tripartite Master CTA 1 October 2017 (GDPR_ 20180ct)
4515/0012- DIAGNODE-3 (D/P3/21/7) Diamyd Medical_ site 203201 P! [Jj 09-un2022
Page/ strana 4 of/z 67

3



2.12

European Master— Czech CTA / Evropska vzorova smlouva o provedeni klinického hodnoceni, éestina

Regulations

Means Global Trade Laws, any applicable
regulations and any relevant legislation,
particularly Act No. 378/2007 Coll., on Drugs,
as amended, Decree No. 226/2008 Coll., on
good clinical practice and closer conditions of
clinical research of medicinal products, as
amended, codes or guidelines directly or
indirectly governing the relationship between
Sponsor, ICON and the Institution and the
services provided under the Agreement and/or
related to the conduct of the Study including
but not limited to (as applicable) the Clinical
Trials  Directive  2001/20/EC, Directive
2005/28/EC , and their transforming legislation
in the relevant countries of the European
Union, and when effective Regulation
536/2014 of 16 April 2014 on clinical trials on
medicinal products for human use, which will
repeal Directive 2001/20/EC when effected,
the ICH GCP Guideline (January 1997)
(“GCP"), The International Conference on
Harmonisation of Good Clinical Practice, (ICH
GCP) R2 E6 addendum, the 1964 Declaration
of Helsinki as most recently amended
Regulation (EU) 2016/679 of the European
Parliament and of the Council of 27 April 2016
on the protection of natural persons with
regard to the processing of personal data and
on the free movement of such data (“General
Data Protection Regulation” or “GDPR”")
and/or any other relevant applicable
legislation, regulations codes or guidelines
(including without limitation the (US) Federal
Food, Drug and Cosmetic Act or other
requirements of the FDA) issued by any
Regulatory Authority. For the avoidance of
doubt, such legislation, codes or guidance
shall include those related to the protection
and privacy of the personal data of individuals,
anti-corruption, anti-kickback, patient safety,
safety reporting, financial disclosure and
conflict of interests.

Requlatory Authority

Means any governmental agency,
administrative agency or professional body
having authority under applicable law to
regulate, and/or apply Regulations to the
conduct of clinical trials and all ancillary
matters related thereto, and/or the national or
multinational authority responsible for granting
regulatory approval in a particular country or
multinational group of countries including

Pravni predpisy

Jednd se o globalni obchodni zakony, jakékoli
platné pravni predpisy, zvlasté zakon ¢. 378/2007
Sb., o léCivech, ve znéni pozdé&jsich predpisl,
vyhlasku €. 226/2008 Sb., o spravné klinické praxi
a blizSich podminkach klinického hodnoceni
|éCivych piipravkd ve znéni pozdéjSich predpis,
kodexy nebo pokyny pfimo i neprimo upravujici
vztah mezi zadavatelem, spolecCnosti ICON a
zdravotnickym zafizenim a sluzby poskytované
podle této  smlouvy, a/nebo  souvisejici
s provadénim klinického hodnoceni, mimo jiné
v€etné (v pfisludsnych pripadech) smeérnice
2001/20/ES o klinickych hodnocenich, smérnice
2005/28/ES a jejich transformované legislativy
v pfislusnych zemich Evropské unie, a nafizeni
536/2014 ze dne 16. dubna 2014 o klinickych
hodnocenich humannich Iécgivych pfipravkll a o
zrudeni smérnice  2001/20/ES (po nabyti
Gcinnosti), pokynt ICH pro spravnou klinickou
praxi (leden 1997) (dale jen ,SKP”), dodatku R2 E6
Mezinarodni konference o harmonizaci spravné
klinické praxe (International Conference on
Harmonisation of Good Clinical Practice, SKP
ICH), Helsinské deklarace z roku 1964 v platném
znéni, nafizeni Evropského parlamentu a rady
(EU) 2016/679 ze dne 27. dubna 2016 o ochrané
fyzickych osob v souvislosti se
zpracovanim osobnich udaji a o volném pohybu
téchto Udaju ( dale jen ,Obecné narizeni o
ochrané osobnich udaji“ nebo ,GDPR"), a/nebo
jiné relevantni platné pravni pfedpisy, kodexy &i
pokyny (mimo jiné v€etné federainiho zakona USA
o potravinach, [é€ivech a kosmetickych
pripravcich ¢i dalSich pozadavkt FDA) vydanych
kontrolnim dfadem. Za ucelem vylouceni
pochybnosti tyto pravni predpisy, kodexy a pokyny
zahrnuji pravni predpisy souvisejici s ochranou a

divérnosti osobnich udaji  jednotlive(,
protikorupénimi  opatfenimi, opatfenimi proti
poskytovani  provizi, bezpecnosti pacient(,

bezpe&nostnimi  hlaSenimi, prohladenimi o
finanénich zajmech a stretem zajma.

Kontrolni arad

Jedna se o jakykoli vladni, spravni nebo profesni
orgadn majici podle platnych z&kon( opravnéni
regulovat a/nebo uplathovat pravni pfepisy na
provadéni klinickych hodnoceni a v3echny dalsi
zalezitosti stim souvisejici a/nebo narodni &i
nadnarodni organ odpovédny za udéleni
regulaéniho souhlasu v pfislusné zemi nebo
skupin& zemi, mimo jiné v€etn& Evropské komise,
Evropské agentury pro léCivé pripravky (European
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without limitation the European Commission,
the European Medicines Agency (“EMA”) the
FDA, the SUKL the Czech Office for Personal
Data Protection and any applicable
supervisory authorities in relation to data
protection under the General Data Protection
Regulations.

Serious Adverse Event

In addition to any definition in the Study
Protocol, means any untoward medical
occurrence that at any dose according to the
§3 clauses 3 — 6 Act No. 378/2007 Coll., on
Drugs, as amended :

A) results in death,

B) is life-threatening,

C) requires inpatient hospitalisation or
prolongation of existing hospitalisation,

D) results in persistent or significant disability /
incapacity,

E) is a congenital anomaly / birth defect.

Important medical events that may not result in
death, be life-threatening, or require
hospitalisation may be considered a serious
adverse events when, based upon appropriate
medical judgment, they may jeopardize the
Qualified Participant and may require medical
or surgical intervention to prevent one of the
outcomes listed in this definition. Examples of
such medical events include allergic
bronchospasm requiring intensive treatment in
an emergency room or at home, blood
dyscrasias or convulsions that do not result in
inpatient hospitalisation.

Site

Means any location or locations where in
accordance with this Agreement, the
Investigator carries out the Study.

Study

Means the clinical study known as A “Phase /ll,
Randomized, Double-blind, Placebo-
controlled, Multicenter Trial to Evaluate the
Efficacy and Safety of Diamyd® to Preserve
Endogenous  Beta  Cell  Function in
Adolescents and Adults with Recently
Diagnosed Type 1 Diabetes, Carrying the

Medicines Agency) (dale jen ,EMA”), FDA,
Statniho ustavu pro kontrolu lé&iv (SUKL),
geského Ufadu pro ochranu osobnich Gdaji a
jakychkoli  pfislusnych  kontrolnich  organ
v souvislosti s ochranou osobnich udaji podle
obecného nafizeni o ochrané osobnich tdajl.

Zavazna nezadouci prihoda

Nad ramec jakékoli definice v protokolu studie se
jedna o jakykoli neo¢ekavany Iékarsky nalez, ktery
pfi jakékoli davce (podle §3 odstavcl 3—6 zakona
¢. 378/2007 Sb., o IéCivech, ve znéni pozdéjsich
predpis):

A) vede ke smrti,

B) je Zivot ohrozujici,

C) vyzZaduje hospitalizaci pacienta
prodlouzeni stavajici hospitalizace,

D) vede k trvalému &i vyznamnému zdravotnimu
postizeni &i pracovni neschopnosti,

nebo

E) predstavuje vrozenou anomadlii €i vrozenou
vadu.

Zavazné zdravotni pfihody, které nemusi vést ke
smrti, byt Zivot ohrozujici & vyzadovat
hospitalizaci, mohou byt povaZzovany za zavaznou
nezadouci pfihodu, pokud na zakladé pfislusného
lékarského posouzeni mohou ohrozit zpisobilého
ucastnika a vyzadovat lékarsky ¢&i chirurgicky
zakrok, jehoz ucelem je odvraceni nasledki
uvedenych vtéto definici. Mezi pfiklady téchto
zdravotnich pfihod patfi alergicky
bronchospazmus, ktery vyzaduje intenzivni
oSetfeni na pohotovosti ¢i doma, dale krevni
dyskrazie nebo kfeCe, které nemaji za nasledek
hospitalizaci pacienta.

Pracovisté
Jedna se o jakékoli misto ¢i mista, kde zkousejici
provadi klinické hodnoceni v souladu s touto

smlouvou.

Klinické hodnoceni

Jedna se o klinickou studii, jez se nazyva
“Randomizované, dvojité zaslepené, placebem
kontrolované, multicentrické klinické hodnoceni
faze Il k posouzeni ucinnosti a bezpecnosti
pripravku Diamyd® podéavaného pro zachovéni
funkce endogennich beta bunék u dospivajicich a
dospélych, kteri jsou nositeli haplotypu HLA DR3-
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Genetic HLA DR3-DQ2 Haplotype” to be
conducted according to the Protocol.

Study Data
Means all records, data and documentation

including but not limited to the Case Report
Forms relating to the Study.

Study Personnel

Means all employees, agents, contractors and
other personnel who are engaged by the
Institution or the Investigator as the case may
be, in conducting the Study including but not
limited to sub-investigators, nurses, study
coordinators and technicians.

Term
Means the term of this Agreement as defined
in Section 8.1.1.

CONDUCT OF STUDY

Compliance

The Institution shall ensure the Study
Personnel shall, conduct the Study, according
to the Protocol, the Regulations, this
Agreement . written instructions of
ICON/Sponsor, the terms of the approval for
the Study from the IEC and conditions stated
in permission of SUKL or, where permission is
not required, conditions determined in the
respective announcement, the SUKL /IEC and
International Conference on Harmonization
Good Clinical Practice (ICH GCP) guidelines.
Investigator and Institution shall ensure all
Study Personnel comply with the terms of this
Agreement, as applicable, including all
confidentiality and regulatory obligations,
Sponsor inspection and audit rights, and
Sponsor ownership rights.

The Study will be conducted on the basis of the
approval issued by the State Institute for Drug
Control (SUKL) on 8.December 2021 of the
Approval No. sukls267689/2021, approval of
the Etic Committee for Multicentric Trials of
Fakultni nemocnice v Motole, issued on the
22nd of Septemeber 2021 of the Approval No.
EK-1144/21 and the approval of the EC of the
Institution, issued on 180ctober 2021 of the
Reference No.108/16 -74/2021.

DQ2 a kterym byl v nedavné dobé diagnostikovan
diabetes 1. typu* a provadi se podle protokolu.

Udaje klinického hodnoceni

Jedna se o vesSkeré zaznamy, UuUdaje a
dokumentaci, mimo jiné véetné zaznamui subjektu
hodnoceni, souvisejici s klinickym hodnocenim.

Pracovnici klinického hodnoceni

Jedna se o vSechny zaméstnance, zastupce,
dodavatele a dalSi pracovniky, jejichz sluzeb
zdravotnické zafizeni nebo zkouS$ejici vyuziva pfi
provadéni klinického hodnoceni, mimo jiné véetné
spoluzkousejicich, zdravotnich sester,
koordinatord studie a technik(l.

Doba trvani smlouvy
Jedna se o dobu trvani této smlouvy tak, jak je
definovana ve ¢lanku 8.1.1.

PROVADENI KLINICKEHO HODNOCENi

DodrZeni pifedpisli a stanovenych poZzadavki

Zdravotnické zafizeni zajisti, Ze pracovnici
klinického hodnoceni budou, klinické hodnoceni
provadét v souladu s protokolem, pravnimi
pfedpisy, touto smlouvou, pisemnymi pokyny
spolecnosti ICON/zadavatele a podminkami
souhlasu s provedenim klinického hodnoceni
udéleného NEK a podminkami souhlasu SUKL,
nebo pokud souhlas neni vyZadovan, podminkami
pfislusného vyjadieni, SUKL/NEK a pokyny pro
spravnou klinickou praxi Mezinarodni konference
pro harmonizaci (SKP ICH). Zkou$ejici a
zdravotnické zafizeni zajisti, Ze vSichni pracovnici
klinického hodnoceni  budou v pfislusnych
pfipadech dodrzovat podminky této smlouvy, a to
véetné vSech zavazkul tykajicich se micenlivosti a
pozadavki kontrolnich organd, prav zadavatele na
provadéni inspekci a auditi a vlastnickych prav
zadavatele.

Klinické hodnoceni bude provedeno na zakladé
povoleni vydaného Statniho ustavu pro kontrolu
légiv (dale jen SUKL) dne 8.12.2021 pod &. j.
sukls267689/2021, souhlasného  stanoviska
Multicentrické Etické komise Fakultni nemocnice v
Motole, vydaného dne 22.zafi 2021, pod ¢&. j. EK-
1144/21 a souhlasného stanoviska EK
zdravotnického zafizeni, vydaného dne
18.10.2021, pod €. j. 108/16 -74/2021.
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The Protocol shall be considered final following
approval by the designated IEC and when
SUKL issues the respective permission, or
where applicable, does not refuse the clinical
trial.

The Protocol may only subsequently be
amended with the prior written agreement of
theSponsor. In the event that the Investigator
wishes to deviate from the Protocol the
Investigator shall give at least ten (10) working
days’ notice containing full details and
rationale of the planned deviation to ICON and
the IEC and/or SUKL (or as may be otherwise
required by IEC and/or SUKL stipulations or
Regulations). The Investigator may only
otherwise deviate from the Protocol in the
event that the Investigator reasonably
considers that such deviation is necessary to
deal with a patient emergency and in the event
of such deviation the Investigator shall
immediately notify Sponsor, ICON and the IEC
and/or SUKL in writing thereof.

Serious Adverse Event Reporting

The Investigator shall fully comply with
adverse event provisions of the Protocol. In the
event of any omission of or in such provisions
or in the event of the conflict of such provisions
with the Regulations, then the Regulations
shall apply in relation thereto. The Investigator
and the Institution shall promptly respond to all
requests for follow up information from
Sponsor and/or ICON.

The Investigator shall also notify the IEC
and/or SUKL immediately of any Serious
Adverse Events during the Study in
accordance with the Regulations.

Clinical Study Site File

Creation of Clinical Study Site File

Before commencement of the Study, the
Investigator, with the assistance of ICON, shall
set up a file, which shall include the documents
below (hereinafter called the “Clinical Study
Site File”) a copy of which initial Clinical Study
Site File shall be promptly sent to ICON:

Protokol bude povaZovan za finalni, jakmile dojde
k udéleni souhlasu ze strany pfislusné NEK a
udéleni pfislusného povoleni SUKL nebo,
v pfisludnych pripadech, pokud neni klinické
hodnoceni SUKL zamitnuto.

Protokol mlze byt nasledné ménén pouze na
zakladé predchozi pisemné dohody se
zadavatelem. V pfipadé, Ze si zkouSejici preje
odklonit se od protokolu, oznami to spole€nosti
ICON a NEK a/nebo SUKL, alespofi (10)
pracovnich dni pfedem (nebo jak poZaduji
predpisy NEK a/nebo SUKL nebo pravni predpisy)
a toto oznameni bude obsahovat kompletni udaje
a odlvodnéni planovaného odchyleni. Zkous$ejici
se jinak mlze od protokolu odchylit pouze tehdy,
pokud se bude odlGvodnéné domnivat, Ze je
takové odchyleni nezbytné pro feSeni naléhavého
pfipadu pacienta, a v pfipadé takového odchyleni
bude zkousejici neprodlené pisemné informovat
zadavatele, spole¢nost ICON a NEK a/nebo
SUKL.

Hla$eni zavazné nezadouci prihody

Zkou$ejici bude jednat plné v souladu s
ustanovenimi protokolu o nezadoucich pfihodach.
V pfipadé opomenuti téchto ustanoveni, jejich

neuplnosti nebo v pfipadé rozporu téchto
ustanoveni s pravnimi predpisy plati v této
souvislosti  pravni predpisy. ZkouSejici a

zdravotnické  zafizeni budou bezodkladné
reagovat na vSechny Zadosti zadavatele a/nebo
ICON o informace tykajici se nasledného
sledovani.

Zkous$ejici bude rovnéz v souladu s pravnimi
predpisy okamzité informovat NEK a/nebo SUKL o
kazdé zavazné nezadouci piihodé, k niz doslo v
prtbéhu klinického hodnoceni.

Dokumentace klinického hodnoceni na pracovisti

Vytvoreni dokumentace klinického hodnoceni na
pracovisti

Pred zahajenim klinického hodnoceni zkousejici
ve spolupraci se spole¢nosti ICON vytvofi
dokumentaci, ktera bude zahrnovat niZze uvedené
dokumenty (dale jen ,dokumentace klinického
hodnoceni na pracovisti). Kopie udvodni
dokumentace klinického hodnoceni na pracovisti
bude neprodlené zaslana spoleé¢nosti ICON:
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A) A list of the names, titles and occupations of
each member of the IEC; and

B) Written IEC/ SUKL approval of the Protocol
and the Informed Consent Form; and

C)The IEC/ SUKL
Consent Form; and

D) The current curriculum vitae of the
Investigator and all other Study Personnel
listed performing a Study-related function; and

approved Informed

E) The financial disclosure documentation as
defined in Section 3.9 below.

F) Permission of SUKL or notification on
announcement made to SUKL

G) Other documents and  information
according to Regulations, particularly in
compliance with Act No0.378/2007 Coll., as
amended, and its enclosures

Maintenance of the Clinical Study Site File

During the Study, the Investigator shall in
accordance with the terms of this Agreement,
maintain the Clinical Study Site File and
update the Clinical Study Site File by including
therein, and promptly providing to ICON, the
following:

A) All amendments to the Protocol and a
record of any proposed deviation therefrom
(such deviation to always be in accordance
with  clause 3.1.3), including Protocol
amendments and reports.

B) All correspondence with the IEC/ SUKL,
including periodic reports and approvals, and

C) An up-to-date log of all Site visits, and

D) General correspondence relating to the
Study, and

E) Investigational ~ Product  accountability
forms, and
F) Such other documents, materials or

information as ICON and/or ICON on behalf of
the Sponsor may from time to time require or
provide.

G) Permission of SUKL or notification on
announcement made to SUKL

A) seznam jmen, titulll a povolani kazdého ¢&lena
NEK; a

B) pisemné schvaleni protokolu a formulare
informovaného souhlasu NEK a SUKL: a

C) formuldr informovaného souhlasu schvaleny
NEK a SUKL; a

D) aktualni zivotopis zkous$ejiciho a véech dalSich
pracovnik( klinického hodnoceni, ktefi vykonavaji
jakoukoli funkci souvisejici s klinickym
hodnocenim; a

E) dokumentace tykajici se prohlaseni o
finan€nich zajmech, ktera je definovana v &lanku
3.9 nize;

F) povoleni SUKL nebo sdé&leni o oznameni
klinického hodnoceni zaslaném SUKL;

G) dalSi dokumenty a informace v souladu s
pravnimi pfedpisy, zejména zakonem €. 378/2007
Sb., o léCivech, ve znéni pozdé&jSich predpist, a
jeho prilohami.

Vedeni dokumentace klinického hodnoceni na
pracovisti

V prib&hu klinického hodnoceni bude zkous$ejici
vést dokumentaci klinického hodnoceni na
pracovisti v souladu s podminkami této smlouvy a
aktualizovat ji tim, ze do ni zaradi nasledujici
dokumenty, které bez prodleni poskytne
spole€nosti ICON:

A) v8echny dodatky k protokolu a zaznam tykajici
se jakychkoli navrhovanych odchylek od protokolu
(takové odchylky budou vzdy v souladu
s odstavcem 3.1.3), véetné dodatkd k protokolu a
zprav,

B) veskerou korespondenci s NEK/SUKL, véetné
pravidelnych zprav a schvaleni; a

C) aktualizovanou knihu v8ech navstév na
pracovisti; a

D) vSeobecnou korespondenci
klinickym hodnocenim; a
E) doklady o]
hodnoceného léCiva; a

F) dal$i dokumenty, materidly Ci informace, ktere
bude spole¢nost ICON svym jménem a/nebo
jménem zadavatele prilezitostné pozadovat Ci
poskytovat;

G) povoleni SUKL nebo sdéleni o oznameni
zaslaném SUKL;

souvisejici s

dopoditatelnosti/evidenci

European Tripartite Master CTA 1 October 2017 (GDPR_ 20180ct)
4515/0012- DIAGNODE-3 (D/P3/21/7) Diamyd Medical _site 203201 P [l 020un2022
Page/ strana 9 of/z 67



3.3.3

3:3.3:1

3.3.3.2

34

3.41

342

343

35

3.51

European Master— Czech CTA / Evropska vzorova smlouva o provedeni klinického hodnoceni, ¢estina

H) Other documents and information according
to Regulations, particularly in compliance with
Act No. 378/2007 Coll., as amended.

Retention/Transfer of Clinical Study Site File

The Institution/Investigator  shall  retain
factually correct records and documents
pertaining to the conduct of the Study and the
distribution of the Investigational Product for
twenty-five (25) years (“Retention Period”)
following  completion, abandonment or
termination of the Study unless longer period
is required by the Regulations. The
Institution/Investigator shall ensure source
Study Data is attributable, legible,
contemporaneous, original, accurate, and
complete. In no event will Institution or
Investigator dispose of any such records
without first giving Sponsor or ICON sixty (60)
business days' prior written notice of its intent
to do so and an opportunity to transfer the
records to Sponsor or ICON, at Sponsor's
reasonable expense.

Should the Investigator leave his or her
practice at the Institution before the Retention
Period has expired, the Institution shall
nominate another person in writing to ICON to
be responsible for maintenance of Study
records. ICON on its own behalf or that of the
Sponsor shall have the right to approve or
reject the nominated replacement person.

Study Participants

The Investigator/Institution shall ensure that:

The Investigator shall include only Qualified
Participants in the Study.

The Investigator shall only use the most recent
Informed Consent Form approved by the
Sponsor, ICON, IEC and SUKL.

Prior to Qualified Participants entering the
Study, the Investigator shall review all details
and requirements of the Protocol and the
Informed Consent Form with the Qualified
Participants.

Pre-Screening/Patient Identification

The Parties recognize that pre-screening
activities to identify suitable Qualified

H) dalsi dokumenty a informace v souladu s
pravnimi podpisy, zejména zakonem &. 378/2007
Sb., o IéCivech, ve znéni pozdéjsich predpisd.
Archivace/predani dokumentace klinického
hodnoceni na pracovisti

Zdravotnické zafizeni / zkou$ejici bude uchovavat
fakticky spravné zaznamy a dokumenty vztahujici
se k provadéni klinického hodnoceni a distribuci
hodnoceného |é¢iva po dobu 25 let (,obdobi
archivace®) po dokonceni, zastaveni ¢i ukonceni
klinického hodnoceni, pokud pravni pfedpisy
nevyzaduji delSi obdobi. Zdravotnické zafizeni/
zkou$ejici zajisti, Ze zdrojové udaje klinického
hodnoceni budou dohledatelné, Citelné, aktualni,
plvodni, presné a kompletni. Zdravotnické
zafizeni ani zkou$ejici v zadném pripadé
nezlikviduji zadné takové zaznamy, aniz by
nejdrive svlj zamér pisemné oznamili zadavateli
¢i spolec¢nosti ICON Sedesat (60) dnt pfedem a
poskytli jim pfilezitost pfevzit zaznamy na
pfiméfené naklady zadavatele.

Jestlize zkou$ejici ukon&i své plsobeni ve
zdravotnickém zafizeni pfed uplynutim obdobi
archivace, zdravotnické zafizeni ur¢i pisemné pro
spole€¢nost ICON jinou osobu, ktera bude
odpovédna za vedeni zaznami klinického
hodnoceni. Spole¢nost ICON bude svym vlastnim
jménem nebo jménem zadavatele opravnéna
navrhovanou osobu schvalit i zamitnout.

Ugastnici klinického hodnoceni

ZkouSejici / zdravotnické zafizeni zajisti, Ze:

zkousejici zaradi do klinického hodnoceni pouze
zpUsobilé ucastniky hodnoceni;

zkouSejici pouzije pouze nejnoveéjSi formular
informovaného souhlasu schvaleny zadavatelem,
spolecnosti ICON, NEK a SUKL,

zkousejici pfed zarfazenim zpUsobilych ucastniki
do klinického hodnaceni se zplsobilymi uc¢astniky
hodnoceni projedna v3echny podrobné udaje a
pozadavky protokolu a formulafe informovaného
souhlasu.

Predbézny screening/identifikace pacient

Smiuvni strany jsou si védomy, Ze pro uspésné
zafazovani do klinického hodnoceni jsou dllezité
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