. Biogen.

[CESKA REPUBLIKA]
SMLOUVA O PROVEDENI KLINICKEHO HODNOCENI

Tato smlouva (dale jen ,,smlouva®) je uzaviena v Den
ucinnosti (jak je definovan nize) mezi Biogen ldec
Research Limited, se sidlem na adrese Innovation
House, 70 Norden Road, Maidenhead, Berkshire, SL6
4AY, Spojené kralovstvi, (dale jen ,,Biogen®),

Fakultni nemocnici Brno, se sidlem na adrese Jihlavska
20, 625 00 Brno, Ceska republika, ICO: 652 69 705, DIC:
CZ652 69 705, zastoupena MUDr. Romanem Krausem,
MBA, teditelem (dale jen ,,Zdravotnické zaiizeni*),

sidlem na adrese

. se
(B

Quintiles Czech Republic, s.r.o., se sidlem Radlicka
714, 158 00 Praha 5 - Jinonice, Ceska republika, ICO:
247 68 651, DIC: CZ247 68 651, povéfena K jednani na
zakladé Plné moci ze dne 6. Cervence 2017 (dale jen
,»,CRO).

Biogen, CRO, Zdravotnické zafizeni a Zkous$ejici jsou
dale oznacovani spole¢né jako ,,strany* a jednotliveé jako
,.strana“.

VZHLEDEM K TOMU, ZE Biogen je zadavatelem
multicentrického  klinického hodnoceni U pacienti
uzivajicich ~ Opicinumab  (BIIB033) (dale jen
,,Produkt®) pod nazvem ,,Randomizované
multicentrické dvojité zaslepené placebem
kontrolované klinické hodnoceni hodnotici icinnost
a bezpe€nost pripravku BIIB033 jako dopliikové
U pacienti S relabujici roztrouSenou sklerézou®, éislo
protokolu 215MS202 (dale jen ,,Studie®);

VZHLEDEM K TOMU, ZE spole¢nost Biogen uzaviela
samostatnou smlouvu s CRO o0 provadéni nékterych
povinnosti ve spojeni S touto Studii, véetné provadeéni
plateb Zdravotnickému zatizeni a Zkousejicimu jménem
spole¢nosti Biogen, a smluvni strany souhlasi s tim, aby
byla CRO smluvni stranou této Smlouvy vylu¢né pro
ucely provadéni plateb podle této smlouvy V zastoupeni
spolecnosti Biogen, a ze CRO nebude mit zadna jina
prava ani povinnosti dle této Smlouvy;

VZHLEDEM K TOMU, ZE Zkousejici je zam&stnancem
Zdravotnického zafizeni a pfeje si podilet se jako
zkouSejici mna provadéni  klinického hodnoceni
ve Zdravotnickém zafizeni, které tvori soucast Studie
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[CzECH REPUBLIC]
CLINICAL TRIAL AGREEMENT

This Clinical Trial Agreement (the Agreement) is
made on the Effective Date (as defined below)
between Biogen Idec Research Limited, located at
Innovation House, 70 Norden Road, Maidenhead,
Berkshire, SL6 4AY, United Kingdom, (Biogen),

Fakultni nemocnice Brno, located at Jihlavska 20,
625 00 Brno, Czech Republic, Identification
Number: 652 69 705, Tax Identification Number:
CZ652 69 705, represented by MUDr. Roman
Kraus, MBA, Director (the Institution),

located at

Quintiles Czech Republic, s.r.o. with offices
located at Radlicka 714/113a, 158 00 Praha 5 -
Jinonice, Czech Republic Identification Number:
247 68 651, Tax ldentification Number: CZ247
68 651, acting on the basis of Power of Attorney
dated July 6, 2017 (the CRO).

Biogen, the CRO, the Institution and the Investigator
are hereinafter collectively referred to as “the
parties” and individually as “the party”.

WHEREAS, Biogen is sponsoring a multi-centre
clinical study involving patients on Opicinumab
(BI1IB033) (the Product) to be entitled
“A Multicenter, Randomized, Double-Blind,
Placebo-Controlled Study in Subjects with
Relapsing Multiple Sclerosis to Evaluate the
Efficacy and Safety of BIIB033 as an Add-On
Therapy to  Anti-Inflammatory  Disease-
Modifying  Therapies”,  Protocol  number
215MS202 (the Study);

WHEREAS, Biogen has entered into a separate
agreement with the CRO to perform certain duties in
connection with the Trial, including making
payments to the Institution and Investigator on
behalf of Biogen and the parties agree that the CRO
shall be aparty to this Agreement for the sole
purpose of making such payments hereunder on
behalf of Biogen, and the CRO shall have no other
rights or obligations under this Agreement;

WHEREAS, the Investigator is an employee of the
Institution and wishes to participate as a clinical
investigator in the conduct of a trial at the Institution
to form part of the Study (the Trial).



y

Biogen.

(dale jen ,,Klinické hodnoceni‘).

STRANY SE DOHODLY TAKTO:

1.
(@)

(b)

2.

Predmét smlouvy

Biogen povéiuje Zdravotnické zatizeni
a Zkousejiciho provadénim Klinického hodnoceni
svySe uvedenym nazvem jako soucasti Studie
v souladu s ustanovenimi uvedenymi V protokolu
Studie (ve znéni prilezitostné zménéném a pisemné
potvrzeném  spoleCnosti Biogen) (dale jen
,,Protokol*) a dale v této smlouve;

Ustanoveni protokolu, pfislusnych priloh, jakoz
i informac¢nich dokumentt, v&etné informovaného
souhlasu subjektll ucastnicich se Klinického
hodnoceni (dale jen ,,Subjekty*), jsou pro strany
zavazné, atudiz tvorfi nedilnou soucast této
smlouvy. To obdobné plati i pro jakékoliv dodatky
k Protokolu a vysledné nové verze protokolu.

Zavazky Biogen

Pti provadéni tohoto Klinického hodnoceni na sebe
spole¢nost Biogen pievezme mimo jiné nasledujici
zavazky, které pro ni jakozto zadavatele vyplyvaji
z ptislusnych zakonu a predpist (jak je tento pojem
definovan Vv ¢l. 3 (e) nize) nékteré z téchto zavazkl
mohou byt delegovany na Zkousejiciho:

(@)

(b)

(©)
(d)

uzavieni povinného pojisténi pro subjekty
Klinického hodnoceni, zadavatele (tj. Biogen)
a Zkousejiciho v souladu s ust. § 52 odst. 3 pism.
fzak. ¢. 378/2007 Sb., oléCivech (dale jen
~Zdkon 0 léCivech”, ave smyslu prislusnych
zakont a predpisi,;

vypracovani vzorové informacni dokumentace
0 Subjektech a formulaia obsahujicich
informovany souhlas ode vSech zucastnénych
Subjekti;

ziskani ¢isla EUDRACT;

ziskani souhlasu pfislusné etické komise pro
multicentrickd hodnoceni a souhlasu pfislusnych
mistnich etickych komisi a doru¢eni ozndmeni ¢i
ziskani povoleni, pokud bude vyzadovano, od
ptfislusného organu, tj. Statniho ustavu pro
kontrolu 1é¢iv, k provedeni Klinického hodnoceni
(dale jen ,,Prislusné orgdny*);
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IT IS THEREFORE AGREED AS FOLLOWS:

1. Subject matter of this Agreement

(@) Biogen entrusts the Institution and the
Investigator to conduct the Trial as part of the
Study with the above title in accordance with
the provisions as stipulated in the Study
protocol governing the Trial (as may be
amended from time to time and confirmed in
writing by Biogen) (the Protocol) and in this
Agreement below.

(b)  The provisions as stipulated in the Protocol,
the respective schedules and the information
documents, including the informed consent of
subjects participating in the Trial (the
Subject(s)), shall be binding on the parties and
thus constitute an integral part of this
Agreement. This shall apply accordingly to
any amendments of the Protocol and the
resulting new versions of the Protocol.

2. Obligations of Biogen

In its conduct of this Trial, Biogen shall assume,
among other things, the following obligations
incumbent on it as the sponsor under the Applicable
Laws and Regulations (as such term is defined in
Section 3(e) below) some of these can be delegated
to the Investigator:

(@) effecting the compulsory Trial subjects,
sponsor (i.e. Biogen) and Investigator
insurance according to Sec. 52(3) letter (f) of
Act No. 378/2007 Coll. on Pharmaceuticals,
as amended (the Pharmaceuticals Law) and
within the meaning of the relevant Applicable
Laws and Regulations;

(b) preparing the Subject template information
documents and informed consent forms for all
participating Subjects;

(c) obtaining an EUDRACT number;

(d) obtaining the consent of the competent ethics
committee for multi-centre studies and
relevant local ethics committees and
delivering notification to or, if applicable,
obtaining permit of the competent authority,
i.e. the State Institute for Drug Control (Statni
ustav pro kontrolu leciv), to perform the Trial



y

(€)

(f)

9

(h)

(i)

(@)

Biogen.

poskytnuti nezbytnych Produktii nebo ptipadné
placeba;

informovani Statniho ustavu pro kontrolu 1é¢iv
a etické komise pro multicentrickd hodnoceni
0 zahajeni Klinického hodnoceni nejpozdéji 60
dnd po jeho skute¢ném zahajeni v souladu s ust. §
55 odst. 8 Zakona o0 1éCivech, a § 15 Vyhlasky
¢. 226/2008 Sh., ospravné klinické praxi,
Vv platném znéni (dale jen ,, Vyhlaska o SKP),

predkladani  pribéznych  zprav 0 prubéhu
Klinického hodnoceni Prislusnym organtim, a to
kazdych 12 mésici po celou dobu trvani
Klinického hodnoceni, v souladu s ust. § 58 odst.
8 Zakona 0 1é¢ivech;

dodrzovani pravidel pro informovani Pfislusného
organu 0 vyskytu nezadoucich prihod
v souvislosti s pouZivanim  Produktu  pfi
Klinickém hodnoceni;

vyhodnocovani a aktualizovani souboru informaci
pro ZkousSejiciho, a to nejmén¢ jednou ro¢n¢.

Zavazky Zdravotnického zarizeni

a Zkousejiciho

DodrzZovani predpist. Zdravotnické zafizeni timto
prohlasuje, ze spliluje veSkeré pravni pozadavky
v souvislosti s provadénim Klinického hodnoceni
aze Zdravotnické zafizeni a/nebo Zkousejici
ziskal/o nebo ziska veskeré nezbytné souhlasy.
Zdravotnické zafizeni dale zarucuje, ze uzavieni
a plnéni této smlouvy budou v souladu s veskerymi
ptislusnymi zakony, pravnimi piedpisy i vnitinimi
predpisy Zdravotnického zafizeni a zejména Zze
obdrzena odména bude pobirana Vv souladu
S prislusnymi pravidly pro financovani tietich stran.
Zdravotnické zafizeni dale zarucuje, Ze plnéni
Smlouvy nebude zakladat poruSeni sluzebnich
povinnosti ze strany Zkousejiciho. Odména pro
Zkousejiciho bude vyplacena Zdravotnickym
zafizenim na zaklad¢ jeho wvnitinich ptedpist.
Zdravotnické zafizeni timto jako zaméstnavatel
Zkousejiciho ud€luje sviij vyslovny souhlas s ucasti
ZkouSejictho na Klinickém hodnoceni dle této
smlouvy.
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(€)

()

()]

(h)

(i)

@)

(the Competent Authorities);

provision of the required Products or, where
appropriate, placebo;

informing the State Institute for Drug Control
and the ethics committee for multi-centre
studies about the commencement of the Trial
no later than 60 days following the actual
commencement pursuant to Sec. 55(8) of the
Pharmaceuticals Law and Article 15 of
Regulation No. 226/2008 Coll. on Good
Clinical Practice, as amended (the GCP
Regulation);

providing the Competent Authorities with
interim reports on the course of the Trial each
12 months of the duration of the Trial
according to Sec. 58(8) of the
Pharmaceuticals Law;

complying with the rules for reporting adverse
events associated with the use of the Product
in the Trial to the Competent Authority;

evaluating and updating the Investigator’s
brochure at least once a year and informing
the Investigator accordingly.

Obligations of the Institution and the

Investigator

Compliance. The Institution hereby declares
that it complies with all legal requirements as
to the performance of the Trial and that it
and/or the Investigator has obtained or will
obtain all necessary approvals. The Institution
hereby furthermore assures that the conclusion
and performance of this Agreement shall be in
accordance with all Applicable Laws and
Regulations and internal provisions of the
Institution and that particularly the
remuneration received shall be collected in
accordance with the applicable rules on third-
party funding. The Institution furthermore
assures that the performance of this
Agreement shall not constitute a violation of
the Investigator’s official duties. The
remuneration for Investigator will be paid by
the Institution in accordance with its internal
rules. The Institution, as the Investigator’s
employer, hereby grants its express consent to
the Investigator’s participation in the Trial
according to this Agreement.




y

Biogen.

(b) Zucastnény personal. Zkousejici timto prohlasuje,

(©

ze prosel nezbytnym Skolenim a ma pozadované
zkuSenosti a prostiedky pro provadéni Klinického
hodnoceni. Zdravotnické zatizeni bere na védomi,
ze Zkousejici je povinen se zarucit, ze bude tuto
smlouvu fadn¢ plnit. Zdravotnické zatizeni nesmi
Zkousejictho nahradit jinym Zkousejicim bez
predchoziho pisemného souhlasu spolecnosti
Biogen. Zdravotnické zatizeni bude spole¢nosti
Biogen a jejim zastupciim poskytovat (a zajisti, aby
tak  Cinil iZkouSejici) informace ohledné
pracovnikt podilejicich se na Klinickém hodnoceni
(dale jen ,,Persondl). Aby se ptredeslo jakymkoliv
pochybnostem, bude Personal po dobu trvani této
smlouvy pod dozorem a kontrolou Zdravotnického
zafizeni a Zkous$ejiciho a Zdravotnické zatizeni
a Zkousejici ponesou neomezenou odpovédnost za
to, Ze Personal bude jednat v souladu s pfislusnymi
zakony apravnimi pfedpisy apodle pokyni
spole¢nosti Biogen ¢i jejich zastupci.

Zdravotnické zatizeni poveri prislusné
kvalifikovaného zaméstnance a ¢lena Personalu
v pozici farmaceuta k zajisténi fadného zachazeni
a nasledného vydeje Produktu dle pozadavka
Zkousejiciho, Vv souladu se Spravnou lékarenskou
praxi (vyhlaska ¢. 84/2008 Sb.), Platnymi zakony
a predpisy a ustanovenimi Protokolu.

Zahajeni Klinického hodnoceni. Zdravotnické
zafizeni a ZkousSejici se zavazuji, Ze nezahaji vyber
potencialnich ~ Subjektd  k Gcasti v Klinickém
hodnoceni, dokud (i) spole¢nost Biogen nebo jeji
zastupci pisemné nevyrozumi Zkousejiciho o tom,
ze byly ziskdny veSkeré souhlasy, povoleni
a dokumentace nezbytna pro provadeni Klinického
hodnoceni, (ii) ZkousSejici nepodepiSe Protokol,
¢imz se zavaze plnit vSechny povinnosti V ném
uvedené, a (iii) ZkousSejici nepodepise prohlaseni
zkousejiciho (ptfipojené jako Ptiloha B). Zkousejici
nebude provadét vyzkum na zaklade této smlouvy
ani podavat Zzadnému subjektu Produkt (nebo
poptipad¢ placebo), dokud pfislusny Subjekt
pisemn¢ nepotvrdi, ze obdrzel, prostudoval si
a souhlasi s udé¢lenim informovaného souhlasu
s Klinickym hodnocenim na zakladé formulare,
jehoz vzor poskytne Zdravotnickému zafizeni
spole¢nost Biogen.
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(b)

(©

Participating Staff. The Investigator hereby
declares that he/she has undergone the
necessary training and has the required
experience and means for conducting the
Trial. The Institution acknowledges that
Investigator shall guarantee that this
Agreement will be duly. The Institution shall
not be able to replace the Investigator with
another Investigator without the prior written
consent of Biogen. The Institution shall
provide, and shall cause the Investigator to
provide, Biogen and its representatives with
information regarding the staff participating in
the Trial (the Staff). For the avoidance of
doubt, the Staff shall throughout the term of
this Agreement be under the supervision and
control of the Institution and the Investigator,
and the Institution and Investigator shall
without limitation be responsible for ensuring
that the Staff act in accordance with the
Applicable Laws and Regulations and,
Biogen’s and its representatives’ reasonable
instructions.

The Institution will authorize an employee
and member of the Staff appropriately
qualified to act as the pharmacist to secure
proper handling and subsequent distribution
of the Product as requested by the
Investigator, and in accordance with Good
Pharmacy Practice (Regulation No. 84/2008
Coll.), Applicable Laws and Regulations and
the provisions of the Protocol.

Commencement of Trial. The Institution and
the Investigator undertake not to commence
recruitment of potential Subjects to participate
in the Trial unless and until the Investigator (i)
is notified by Biogen or its agents in writing
that all approvals, authorisations and
documentation necessary to conduct the Trial
have been obtained; (ii) has signed the
Protocol thereby agreeing to perform all
responsibilities detailed therein; and (iii) has
signed the investigator statement (attached as
Schedule B). The Investigator shall not
conduct research covered under this
Agreement, nor administer the Product (or,
where applicable, a placebo) to a Subject
unless and until the Subject has confirmed in
writing his receipt and review of and
agreement to an informed consent form for the
Trial, asample copy of which shall be
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Biogen.

(d) Oznamovani neZadoucich piihod. Zdravotnické

(€)

zafizeni a ZkouSejici jsou povinni fidit se
pozadavky tykajicimi se oznamovani jakychkoliv
nezadoucich ptihod v souladu s ptislusnymi zakony
a pravnimi predpisy, zejména ust. § 58 Zakona
0 l1é¢ivech, touto smlouvou a Protokolem.

Provadéni Klinického hodnoceni. Zdravotnické
zafizeni a Zkousejici budou Klinické hodnoceni
provadét vsouladu s Protokolem, stanoviskem
etické komise (komisi), touto  smlouvou
a jakymikoliv dal$imi odivodnénymi pozadavky,
které spole¢nost Biogen oznami ZkouSejicimu.
ZkousSejici a Zdravotnické zafizeni berou na
védomi, Ze spolecnost Biogen a jeji piidruzené
osoby museji dodrzovat ustanoveni (i) Zakona
Spojeného kralovstvi Velké Britanie a Severniho
Irska o uplatkarstvi z roku 2010 (dale jen ,,Zdkon
0 uplatkaistvi), (ii)) Zakona Spojenych statl
americkych 0 zahrani¢nich korupénich praktikach
zroku 1977 (dale jen ,,FCPA®) a (iii) jakékoliv
dalsi ptislusné protikorupcni legislativy (spole¢né
dale jen ,,PrisluSna protikorupcni legislativa‘).
Struény piehled zakladnich principl Zakona
0 tplatkatstvi a FCPA je uveden v Piiloze C.
Zdravotnické zatizeni a ZkousSejici nesméji umoznit
nebo nabadat zaméstnance, zprostiedkovatele,
konzultanty nebo jiné zéstupce, at’ jiz pfimo c¢i
neptimo, aby se podileli na jakékoliv ¢innosti, ktera
je dle Ptislusné protikorupcni legislativy zak4zéana,
vcetné poskytnuti uplatku, provize ¢i jakychkoliv
jinych korupénich praktik. Zdravotnické zatizeni

a ZkouSejici budou dale provadét Klinické
hodnoceni ~ vsouladu  sveSkerou  narodni
a nadnarodni legislativou, piedpisy a pravidly

platnymi pro pravni fad, ve které Klinické
hodnoceni probiha, a to zejména S nasledujicim:

(i)  Helsinskou deklaraci Svétové lékaiské
asociace, »EBtickymi zasadami pri
medicinském vyzkumu provadéném na
¢lovéku®;

(if)  veskerou narodni legislativou a smérnicemi
anafizenimi EU  (zejména  Natizeni
2001/20/ES ze dne 4. dubna 2001

0 aproximaci zakonu, ptedpisii a spravnich
ustanoveni Clenskych statt tykajicich se
spravné klinické praxe pfi provadéni
klinickych hodnoceni huménnich 1é€ivych
ptipravka a Nafizeni komise 2005/28/ES ze
dne 8. dubna 2005 stanovujici principy
a podrobné smérnice pro spravnou klinickou
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(d)

()

(i)

provided to the Institution by Biogen.

Adverse Event Reporting. The Institution
and the Investigator shall comply with all
adverse event reporting requirements under
relevant Applicable Laws and Regulations,
namely Sec. 58 of the Pharmaceuticals Law,
this Agreement and the Protocol.

Conduct of Trial. The Institution and the
Investigator shall conduct the Trial in
accordance with the Protocol, the opinion of
the ethics committee(s), this Agreement and
any additional reasonable requirements
notified by Biogen to the Investigator. The
Investigator and the Institution acknowledge
that Biogen, and its affiliates need to adhere to
the provisions of (i) the Bribery Act 2010 of
the United Kingdom (Bribery Act); (ii) the
Foreign Corrupt Practices Act 1977 of the
United States of America (FCPA) and (iii) any
other applicable anti-corruption legislation
(together the Applicable Anti-Corruption
Legislation). A summary of the key principles
underlying the Bribery Act and the FCPA is
set out in Schedule C. The Institution and the
Investigator shall not and shall not permit or
induce employees, agents, consultants or other
representatives, whether directly or indirectly,
to engage in any activity that is prohibited by
the Applicable Anti-Corruption Legislation
including bribery, kickbacks, payoffs or other
corrupt business practices. Furthermore, the
Institution and the Investigator shall conduct
the Trial in accordance with all national and
supranational legislation, regulations and
guidance notes relevant to the jurisdiction in
which the Trial is being conducted, including,
but not limited to:

the Declaration of Helsinki of the World
Medical Association, “Ethical Principles
for Medical Research Involving Human
Subjects”;

any and all national legislation and
ordinances and EU directives and
regulations (including in particular
Directive 2001/20/EC dated April 4,
2001 on the approximation of the laws,
regulations and administrative
provisions of the member states relating
to the implementation of good clinical
practice in the conduct of clinical trials
on medical products for human use and



. Biogen.

(iii)

(iv)

v)

praxi v souvislosti S humannimi 1é¢ivymi
ptipravky slouzicimi vyzkumu & podminky
ke schvaleni vyroby a dovozu takovych
produktd, ato vzdy Vplatném znéni
pribézn¢ implementovaném V dané zemi
a vyhlaskou  Ministerstva  zdravotnictvi
a Ministerstva zeméd¢€lstvi ¢. 86/2008 Sb.,
kterou se stanovi spravna laboratorni praxe
v oblasti 1éCiv, Vv platném znéni, zédkonem
¢. 372/2011 Sb., o0 zdravotnich sluzbach
a podminkach jejich poskytovani (dale jen
Zdkon 0 zdravotnich  slufbdach) nebo
ptipadnymi naslednymi novelami nebo
zakony, které v podstatném rozsahu nahradi
vySe uvedené piedpisy, jakoZ i dalSimi
prislusnymi smérnicemi, zakony a ptedpisy)
tykajicimi se uplatiovani spravné klinické
praxe pii provadéni klinickych hodnoceni
humannich 1é¢ivych pripravki;

smérnicemi a normami spravné klinické
praxe (napf. ICH a/nebo FDA) a pokyny
a instrukcemi Evropské Komise a Evropské
1ékové agentury (EMA);

veSkerou narodni legislativou, evropskymi
nafizenimi a piedpisy ohledné ochrany udajii
(zejména Nafizeni Evropského parlamentu
a Rady ¢. 95/46/ES ze dne 24. fijna 1995
0 ochrané osob pii zpracovani osobnich
udajti a o volném pohybu takovych udaji tak,
jak byly implementovany na narodni urovni
zakonem ¢. 101/2000 Sb., 0 ochrané
osobnich udaji, Vv platném znéni (dale jen
»Zakon 0 ochran¢ osobnich tdaji*), vCetné
pfipadnych tuprav), které se vztahuji na
Zdravotnické zafizeni jako spravce udaju,
zejména osobnich udaji Subjektl; a

a veSkerymi dal$imi pfisluSnymi smérnicemi,
zakony a pfedpisy a principy lékaiské etiky
upravujicimi provadéni klinického
hodnocent;

Commission Directive 2005/28/EC of 8
April 2005 laying down principles and
detailed guidelines for good clinical
practice as regards investigational
medicinal products for human use, as
well as the requirements for
authorization of the manufacturing or
importation of such products, in each
case as implemented nationally and as
amended from time to time, Regulation
of the Ministry of Health and Ministry of
Agriculture No. 86/2008 Coll. on Good
Laboratory Practice in the Area of
Pharmaceuticals, as amended, Act No.
372/2011 Coll. on Healthcare Services
and terms and conditions of performance
of such services (the Healthcare Act) or
any subsequent amendments or laws
substantially replacing any of the
foregoing and any other applicable
directive, law and regulation) regarding
good clinical practice in the conduct of
clinical trials on medicinal products for
human use;

(iii)  the guidelines and standards on good
clinical practice (e.g. ICH and/or FDA
rules) and specifications and instructions
of the European Commission and the
European Medicines Agency (EMA);

(iv) any and all national legislation and
European directives and regulations
concerning data protection (including in
particular Directive 95/46/EC of the
European Parliament and of the Council
of 24 October 1995 on the protection of
individuals with regard to the processing
of personal data and on the free
movement of such data as implemented
nationally in Act No. 101/2000 Coll. on
Protection of Personal Data, as amended
(the Data Protection Law) and as
amended from time to time) which apply
to the Institution in its role as data
controller including but not limited to
Subject personal data; and

(v) and any and all other applicable
directives, laws, regulations and
principles of medical ethics governing
the conduct of a clinical trial;

(dale spolecné jen ,,Platné zakony a piedpisy™). (together the Applicable Laws and Regulations).
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Biogen.

Dopliiovani Protokolu. Zdravotnické zatizeni neni
bez predchoziho pisemného souhlasu Biogen
opravnéno jakkoliv ménit ¢i dopliiovat Protokol, ani
to nesmi umoznit ZkouSejicimu ¢i kterémukoliv
jinému ¢lenu Personalu, s vyjimkou piipadd, kdy
tak vyzaduje zakon Vv zajmu ochrany bezpecnosti,
zdravi ¢i prav danych Subjektd. Zdravotnické
zafizeni a Zkousejici budou veSkeré udaje
zaznamenavat do  formulafe  poskytnutého
spole¢nosti Biogen nebo jejim jménem (Case
Report Form, dale jen ,,CRF*). Original CRF bude
uréen pro spole¢nost Biogen a kopii si ponecha ve
svych zaznamech ZkouSejici. Po doruceni
konecného CRF ZkouSejicim budou jakékoliv
zmény databaze provadény prostiednictvim
upiesiiujiciho formulate, ktery poskytne CRO.

Poskytnuti  Materialu.  Biogen  poskytne
Zdravotnickému zatizeni zdarma takové mnozstvi
Produktu nebo placeba ajiného materialu,

vybaveni Ci zbozi, jaké mize byt pro Klinické
hodnoceni nezbytné a jaké se spolecnost Biogen
rozhodne poskytnout (dale jen ,,Materidl).
Zdravotnické zafizeni nebude odpovédné za
jakékoliv nesplnéni zavazkt vzniklé v dasledku
nedostupnosti Materialu. Zdravotnické zatizeni
bude Material pouzivat vyhradné v souladu
S Protokolem.  Zdravotnické  zafizeni  bez
ptedchoziho pisemného souhlasu Biogen nepouzije
Material pro jakékoliv jiné ucely a ani to neumozni
Zkousejicimu. Podminky dodani Materialu, v¢etné
pfislusnych financnich ujednani, jsou uvedeny
v Piiloze A k této Smlouvé. Zdravotnické zatizeni
bude s Materidlem vzdy zachazet, manipulovat,
pouzivat ho a ptipadné udrzovat se stejnou mirou
péce, kterou vénuje svému vlastnimu majetku,
avsouladu s pokyny spolecnosti Biogen nebo
jejich zastupci. Po dokonceni ¢&i ukonceni
Klinického hodnoceni vykaze Zdravotnické
zafizeni veSkerd mnozstvi pouzitého Materidlu,
a nebude-li stranami pisemné dohodnuto jinak,
veSkery zbyvajici Material vrati nebo s nim jinak
nalozi v souladu s pokyny spole¢nosti Biogen nebo
jejich zastupcii.

Nabor. Nabor Vjednotlivych centrech, které se
ucastni Klinického hodnoceni, mé& kompetitivni
povahu a bude ukoncéen v okamziku, kdy celkovy
pocet hodnotitelnych Subjekti vybranych k Gi¢asti
Vv Klinickém hodnoceni dosahne , pokud
nebude tento poCet zménén na zakladé predchozi
pisemné dohody se spolecnosti Biogen. Poté, co
Biogen upozorni Zdravotnické zafizeni nebo
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Amendment of the Protocol. The Institution
shall not alter or amend, and shall not permit
the Investigator or any member of the Staff to
alter or amend, the Protocol in any way
without the prior written consent of Biogen,
unless required by law to protect the safety,
health or rights of the Subjects. The Institution
and the Investigator shall record all data on
a form provided by or on behalf of Biogen
(Case Report Form or CRF). The original
CRF shall be designated for Biogen and
a copy for retention in the Investigator’s files.
Following delivery of the final CRF by the
Investigator, any changes to the database shall
be via a clarification form provided by the
CRO.

Supply of Material. Biogen shall provide the
Institution, at no charge, with such quantities
of the Product or placebo and other material,
equipment or goods as may be required for
a Trial and as Biogen may elect to make
available (the Material). The Institution shall
have no liability for any failure to fulfill its
obligations as a result of the unavailability of
the Material. The Institution shall use the
Material only pursuant to and in accordance
with the Protocol. The Institution shall not
use, and shall not permit an Investigator to
use, the Material for any other purpose
without the prior written consent of Biogen.
The supply terms of the Material, including
the relevant financial terms, are included in
Schedule A hereto. The Institution shall treat,
handle, use and maintain, as applicable, the
Material with the degree of care used for its
own property and in accordance with the
instructions of Biogen or its agents at any
time. At the conclusion or termination of the
Trial, the Institution shall account for all
guantities used of the Material and, unless
otherwise agreed in writing by the parties,
shall return or otherwise dispose of all
remaining Material in accordance with the
instructions of Biogen or its agents.

Recruitment. Recruitment at the different
centres participating in the Study is
competitive and shall terminate when the total
number of JJl] evaluable Subjects have
been recruited to the Trial, unless this number
is modified by prior written agreement with
Biogen. Upon Biogen giving notice to the
Institution or the Investigator that the Subjects



y

(i)
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(b)

(©)

Biogen.

Zkousejiciho, ze bylo dosazeno dostatecného poctu
Subjektt  hodnoceni v Klinickém hodnoceni,
nebudou dalsi Subjekty hodnoceni zpisobilé
k naboru pro Klinické hodnoceni a Biogen miize
pozadat Zdravotnické zafizeni a Zkousejiciho
0 zastaveni naboru do tohoto Klinického hodnoceni
bez jakékoliv kompenzace ze strany Biogen nebo
postihu vii¢i Biogen.

Pokud vramci daného terminu nebude i pfes
usilovnou snahu Zdravotnického zatizeni dosazeno
pozadovaného poctu vybranych subjektd z divodu
neptfedvidatelnych udalosti nebo pokud nebude
Biogen Zdravotnickému zafizeni schopna dodat
Material v dostate¢ném mnozstvi tak, aby mohl
probéhnout nabor subjektd, milze spole¢nost
Biogen na zaklad¢ vlastniho uvazeni bud’ prodlouzit
dobu pro vybér Subjektti Klinického hodnoceni,
nebo jinak upravit cilovy pocet téchto Subjekti.

Integrita dat. Zdravotnické zatizeni i pfislusny
Zkousejici musi mit vzdy K dispozici dikazy, které
mohou dolozit existenci vhodnych systémi fizeni
a kontroly jakosti, jez maji zajistit spolehlivost,
kvalitu a integritu v§ech dat.

Zvlastni zavazky Zkousejiciho
Zkousejici se dale zavazuje:

nakladat s Produktem podle Protokolu ive vSech
ostatnich ohledech postupovat plné Vv souladu
s Protokolem a jakymikoliv dal$imi pokyny, které
muze vydat spole¢nost Biogen, a neprodlené
spole¢nost Biogen pisemn¢ informovat
0 jakychkoliv odchylkach od Protokolu;

nezahajit anebo  nepokraovat  V provadéni
Klinického hodnoceni, dokud nebudou splnény
veskeré podminky uvedené v ¢l. 3 (c¢) vyse a dokud
nebyla ucinéna veskera podani, predlozeny veskeré
dokumenty a dokud etické komise nevydaly
souhlasné stanovisko ¢i stanoviska, nebyla ziskana
veskera povoleni dle Platnych zdkont a ptedpist
vyzadovana pro provadéni Studie a nebyla u€inéna
veskera oznameni;

predtim, nez potencidlni Subjekt zatadi do
Klinického hodnoceni, ftadné¢ dany Subjekt
informovat o charakteru, vyznamu a dopadech
Klinického hodnoceni pfinejmensim Vv rozsahu
Prilohy 2 Vyhlasky o SKP a také o ucelu a rozsahu
shromazd’ovani a uziti osobnich udaji, zejména
zdravotnich, a ziskat zdkonem pozadovany pisemny
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numbers have been achieved in the study, no
more Subjects shall be eligible for further
recruited into this Trial and Biogen may tell
the Institution/Investigator to stop recruiting
for this Trial without any compensation or
penalty on the part of Biogen.

If the Subject enrollment goal is not met
within the specified time period due to
unforeseeable  circumstances, and the
Institution has been diligent in its efforts or
Biogen has been unable to supply the
Institution with the Material in sufficient
guantities to support Subject recruiting, then
Biogen may at its sole discretion either extend
the Trial recruitment period or otherwise
modify the recruitment goal for the Trial.

Data Integrity. The Institution shall, and
shall cause the Investigator to, at all times
maintain evidence to demonstrate that
adequate quality management systems and
controls are in place to ensure reliability,
quality and integrity of all data.

Special obligations of the Investigator

The Investigator further undertakes:

to treat the Product according to the Protocol
and also otherwise fully comply with the
Protocol and any further instructions as may
be given by Biogen and immediately give
written notice of any deviations from the
Protocol to Biogen;

not to commence and/or continue to conduct
the Trial unless and until all conditions
described in Section 3(c) above have been met
and all required filings have been made and all
documents have been deposited and the
assenting ethics vote or the ethics votes,
respectively, as well as all relevant permits
under the Applicable Laws and Regulations
required for conducting the Trial have been
obtained and/or notifications made;

prior to the potential Subject’s involvement in
the Trial, to thoroughly counsel any Subject
regarding the character, relevance and
consequences of the Trial at least in the scope
of Annex 2 to the GCP Regulation and to
inform him on the purpose and scope of the
collection and wuse of personal data,
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Biogen.

informovany souhlas Subjektu, jak je uvedeno v ¢l.
8 Vyhlasky o0SKP acl. 3(c) vyse, Sucasti
v Klinickém  hodnoceni ase  sdélovanim,
predavanim a zpracovanim udaji shromazdénych
v souladu s Protokolem, ptic¢emz bude brat v potaz
ustanoveni 0 ochrané udaji, zejména Zakon
0 ochrang osobnich tdaju;

vyplnit cely formulait CRF, ktery obdrzi od
spole¢nosti Biogen, u kazdého Subjektu tcastniciho
se Klinického hodnoceni, doplnit CRF nebo jinou
zpravu ¢i opravit pripadné chyby co nejdiive poté,
co jejich existenci zjisti, v souladu s pozadavky
uvedenymi Vv Protokolu ave Vyhlasce o0 SKP,
a vyplnéné formulafe CRF ptedat spolecnosti
Biogen;

okamzité pisemné uvédomit oddéleni bezpecnosti
1é¢iv spole¢nosti Biogen (a piipadné i Ptislusné
organy) 0 jakychkoliv nezadoucich piihodach
souvisejicich s pouzivanim Produktu bez ohledu na
to, zda ma ZkouSejici za to, ze dané ptihody
souviseji S Produktem ¢&i nikoliv, ato v souladu
S podminkami Protokolu a prislusnymi
ustanovenimi Vyhlasky o SKP, zejména ¢l. 10
Vyhlasky o SKP;

oteviit obalky pro ptfipad nouze U dvojité
zaslepenych studii vyhradné V pfipadé vyskytu
mimotadnych okolnosti, dany ptipad
zdokumentovat a informovat spolecnost Biogen
o datu adtvodu vzniku takovych mimotfadnych
okolnosti;

fadné vést zaznamy Investigator Site File (dale jen
»ISF*“) azejména do nich pribézné doplnovat
originaly v§ech dokumentt tykajicich se Klinického
hodnocent;

nepfijimat zadné dal§i pacienty do Klinického
hodnoceni poté, co obdrzi od spole¢nosti Biogen
oznameni 0 tom, ze jiz bylo dosazeno celkového
poctu Subjektt, ktefi méli byt vybrani pro ucast
v Klinickém hodnoceni dle Protokolu;

dodrzovat ¢asové terminy stanovené v Protokolu;

spolupracovat s monitory, které spole¢nost Biogen
poverila  vedenim  Klinického  hodnoceni,
a dodrzovat jimi vydané pokyny;
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particularly of health data, and to obtain the
legally required written informed consent of
the Subject described in Article 8 of the GCP
Regulation and in Section 3(c) above and
regarding the participation in the Trial and the
disclosure, transfer and processing of the data
collected in accordance with the Protocol,
taking the applicable data protection
provisions into account, namely the Data
Protection Law;

to entirely complete the CRFs provided by
Biogen for each Subject to be used in the Trial,
amend any CRF or other report or correct any
errors possibly made as soon as such errors are
discovered, in accordance with the
requirements as specified in the Protocol and
the GCP Regulation, and submit the
completed CRFs to Biogen;

to give immediate written notice to Biogen’s
drug safety group (and the Competent
Authorities, if applicable) of any and all
adverse events occurred and associated with
the use of the Product, whether or not the
events are considered by the Investigator to be
related to the Product, according to the terms
of the Protocol and applicable provisions of
the GCP Regulation, namely Article 10 of the
GCP Regulation;

to open emergency envelopes in the event of
double-blind studies in cases of emergency
only, to document and notify Biogen of the
date and reason for the emergency situation;

to duly keep the Investigator Site File (the
ISF) and, in particular, to continuously file all
relevant Trial-related original documents in
the ISF;

not to recruit any more Subjects for the Trial
after Biogen has given notice that the total
number of Subjects stipulated in the Protocol
has already been enrolled in the Trial;

to comply with the time limits set in the
Protocol;

to cooperate with the monitors entrusted with
the conduct of the Trial by Biogen and to
observe the instructions given by them;
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Biogen.

spolupracovat pii auditech nebo oficidlnich
kontrolach a podporovat provadéni takovych auditl
¢i oficialnich kontrol;

ziskat pfipadny pozadovany souhlas Subjekti
s vyuzitim vzorkt ziskanych v pribéhu Klinického
hodnoceni spolecnosti Biogen;

poskytnout spole¢nosti Biogen podepsanou aktualni
verzi svého zivotopisu;

ucinit pisemné prohlaseni 0 tom, zda Zkousejici ma
jakékoliv potencidlni ekonomické ¢i jiné zajmy
v souvislosti s provadénim  Studie  a latkami
testovanymi  vramci Klinického hodnoceni,
a pokud ano, o jaké zajmy se jedna.

Platby Zdravotnickému zarizeni

Platby. Za provadéni Klinického hodnoceni
Zdravotnickym zafizenim a Zkousejicim se CRO
zavazuje provadét platby Zdravotnickému zatizeni
po obdrzeni piislusné faktury a spravné vyplnénych
zaznami CRF, ato vsouladu s podminkami
stanovenymi V Ptiloze A.

Odhadovand vySe financniho plnéni podle této
Smlouvy bude pfiblizné 2.783.210,00 K¢.

Finanéni zavazky Zdravotnického zafizeni.
Platby uvedené v ¢l. 5(a) vySe budou predstavovat
jedinou odménu nalezejici Zdravotnickému zatizeni
v souvislosti s Klinickym hodnocenim. V ptipadé,
ze spole¢nost Biogen ptedem vyslovné a pisemnou
formou neschvalila jakékoliv naklady a vydaje,
bude Zdravotnické zatizeni odpovédné za uhradu
veskerych  ndkladi  avydaji  vyplyvajicich
z provadéni Klinického hodnoceni, zejména za
vyplatu odmény clenim Personalu, lékarenské
poplatky, radiologické poplatky a laboratorni testy.
Spole¢nost Biogen uzavie s nckterymi cCleny
Persondlu samostatné smlouvy ve véci tohoto
Klinického hodnoceni na c¢innnosti nad rémec
¢innosti, za které odpovida Zdravotnické zatizeni
podle této smlouvy. Smlouvy mj. stanovi odménu
¢lent Personalu za provadéni téchto ¢innosti.

Kazda smluvni strana prohlasuje a zarucuje
ostatnim, Zze platba poplatki souvisejicich
s provadénim klinického hodnoceni (véetné plateb
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to cooperate in the event of audits or official
inspections and support the carrying out of
such audits or official inspections;

to obtain, if applicable, the required consent of
Subjects to the use of samples generated in the
Trial by Biogen;

to provide Biogen with an up-to-date signed
Cv,

to make awritten declaration revealing
whether or not the Investigator has any
possible economic or other interests in
connection with the conduct of the Trial and
the Trial substances and — if so — what his
interests are.

Payments to the Institution

Payments. In consideration of the conduct of
the Trial by the Institution and the
Investigator, the CRO agrees to make
payments to the Institution upon receipt of
a respective invoice and correctly completed
CRFs, in accordance with the terms stipulated
in Schedule A.

The estimated value of financial payment
under this Agreement shall be approximately
CZK 2,783,210.00.

Financial obligations of the Institution. The
payments specified in Section 5(a) above shall
constitute the Institution’s sole remuneration
in connection with the Trial. In the event that
Biogen has not given its prior express written
approval regarding any costs or expenses, the
Institution shall be responsible for all costs
and expenses arising from the conduct of the
Trial, including but not limited to, the
remuneration of all Staff members, pharmacy
fees, radiology fees and laboratory tests.
Biogen shall enter into separate agreements
with some members of Staff regarding
activities required for this Trial beyond the
scope of activities performed by the
Institution hereunder. Such agreements shall,
among  other  things, provide for
compensations for the performance of
abovementioned activities.

Each party represents and warrants to the
others that the payment of the fees related to
the conduct of the Trial (including payments
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(b)

Biogen.

subdodavateliim, konzultantim a jinym zastupctim

pracujicim jménem zdravotnického
zatizeni/zkouSejictho nebo jako soucast sluzeb
zdravotnického zatizeni/zkousejiciho pro

spole¢nost Biogen, dle situace) (i) piedstavuje
spravedlivou trzni hodnotu za provadéni klinického
hodnoceni, (i) nebyla stanovena Zadnym
zpusobem, ktery bere v ivahu objem nebo hodnotu
jakychkoliv doporuc¢eni, thrad nebo obchodti mezi
zdravotnickym zafizenim a/nebo zkouSejicim
a spolecnosti Biogen a/mebo CRO a(iii) neni
nabizena ¢i poskytovana zcela nebo zcasti
S umyslem pfimo ¢i nepiimo, implicitné ¢i vyslovné
ovlivnit ¢i vést piijemce k nakupu, predepisovani,
doporucovani, prodeji, sjednavani nakupu ¢i
prodeje nebo doporucCovani piiznivého zafazeni
pripravki Biogen do seznamu nebo jako odména za
chovani v minulosti.

Vysledky Klinického hodnoceni, zaznamy
a kontroly

Vyuziti  vysledki  Klinického  hodnoceni.
Spole¢nost Biogen ajeji zastupci budou mit
neomezeny pristup Kk veSkerym  informacim

ziskanym na zakladé Klinického hodnoceni a pravo
uzivat je k jakymkoliv Gi¢elim, které jsou v souladu
se zakonem.

Kontrola ze strany spole¢nosti Biogen
a zaznamy. Ve vzajemné dohodnutém Case vV rdmci
bézné pracovni doby umozni Zdravotnické zatizeni
spole¢nosti Biogen a jejim zastupcum provést
kontrolu, audit, okopirovani anebo potizeni vynatku

ze zaznamu a zprav shromazdénych
a vypracovanych Zdravotnickym zafizenim
a ZkouSejicim Vv prubéhu provadéni Klinického
hodnoceni, jakoz idalsi dokumentace, udaji

a informaci tykajicich se Klinického hodnoceni
a dale prohlidku zatizeni, kde je Klinické hodnoceni
provadéno, K ovéfeni plnéni podminek smlouvy,
Protokolu a Platnych zakont a piedpist i pfesnosti
informaci poskytovanych v souvislosti s Klinickym
hodnocenim.  Zdravotnické zafizeni umozni
spole¢nosti Biogen ajejim zastupcim, aby se
setkali se Zkousejicim a dalSimi pracovniky, ktefi
plni pokyny Zkousejiciho, aby mohli dané zaznamy
a zpravy projednat a vyfeSit jakékoliv otdzky
tykajici se téchto zdznamii a zprav. Na Zadost
spolecnosti Biogen nebo jejich zastupci pak
Zdravotnické  zafizeni a ZkouSejici Vv téchto
zaznamech a zpravach neprodlené opravi jakékoliv
chyby ¢i opomenuti. Zdravotnické zatizeni bude
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to subcontractors, consultants, or other agents
working on behalf of the Institution/the
Investigator or as part of the Institution’s
and/or Investigator’s services to Biogen, as
applicable) (i) represents the fair market value
for the conduct of the Trial, (ii) has not been
determined in any manner that takes into
account the volume or value of any referrals,
reimbursements or business between the
Institution and/or the Investigator and Biogen
and/or CRO, and (iii) is not offered or
provided, in whole or in part, with the intent
of, directly or indirectly, implicitly or
explicitly, influencing or encouraging the
recipient to purchase, prescribe, refer, sell,
arrange for the purchase or sale, or
recommend favorable formulary placement of
a Biogen product or as areward for past
behavior.

Trial Results, Records and Audits

Use of Trial Results. Biogen and its agents
shall have the unrestricted access and rights to
use all information resulting from the Trial for
any and all lawful purposes.

Audit by Biogen and Records. The
Institution shall permit Biogen and its agents
during normal business hours and at mutually
agreeable times, to inspect, audit, duplicate
and/or make abstracts of records and reports
collected and generated by the Institution and
the Investigator in the course of conducting
the Trial, as well any other documentation,
data and information relating to the Trial, and
to inspect the facilities at which the Trial is
conducted to verify compliance with this
Agreement, the Protocol and the Applicable
Laws and Regulations and the accuracy of
information provided in connection with the
Trial. The Institution shall make the
Investigator and other personnel following the
instructions of the Investigator available to
Biogen and its agents in order to discuss such
records and reports and to resolve any
questions relating to such records and reports.
At the request of Biogen or its agents, the
Institution and the Investigator shall
immediately correct any errors or omissions
in such records and reports. The Institution



y

(©)

(d)

(€)

Biogen.

uchovavat veskeré zaznamy tykajici se Klinického
hodnoceni a Subjekti, které se ho ti¢astni, v souladu
S Protokolem, Platnymi zakony a predpisy a ¢l. 6(e)
nize, a predtim, nez tyto zdznamy znici nebo je bude
likvidovat, je povinné je pisemné nabidnout
spole¢nosti Biogen.

Soucinnost pri kontrole provadéné spolecnosti
Biogen. Zdravotnické zafizeni a ZkousSejici
poskytnou a zajisti, aby iPersondl poskytl
soucinnost spole¢nosti Biogen a jejim dodavatelim
a zastupcim Vv ptipadé jakychkoliv internich
kontrol ¢i auditd, a to v ramci bézné pracovni doby
apoté, co na to byli vdostatetném predstihu
upozornéni. Kde to bude vhodné, budou dany
k dispozici zdravotni zdznamy subjektd pro ucely
ovéreni zdrojového dokumentu v ramei kontroly ¢i
auditu. Zdravotnické zafizeni také spolecnosti
Biogen a jejim dodavatelim a zastupcim umozni,
aby se setkala se Zkousejicim a ¢leny Personalu za
ucelem  vysvétleni  aprojednani  takovych
dokumentd, idaji a informaci.

Kontrola provadéna prisluSnym organem. Pokud
si PrisluSny organ (narodni nebo zahrani¢ni) picje
provést kontrolu ve Zdravotnickém zatizeni nebo ve
vztahu ke ZkouSejicimu v souvislosti s jejich ti¢asti
v Klinickém hodnoceni, jsou Zdravotnické zafizeni,
Zkousejici a Persondl Vv davodné pozadovaném
rozsahu povinni (i) okamzit¢ 0tom vyrozumeét
spole¢nost Biogen a vynalozit veSkeré usili, aby
zajistili, ze spole¢nost Biogen nebo jeji zastupci
mohou byt pti kontrole ptitomni, a (ii) poskytnout
PtisluSnym organiim soucinnost a splnit opravnéné
pozadavky kontroly. To zahrnuje zptistupnéni (pro
ucely prostudovani a okopirovani) dokumentace,
udaji  ainformaci tykajicich se Klinického
hodnoceni. V ptipadech, kdy to bude nutné
k ovéteni zdrojového dokumentu v ramci kontroly,
budou dany Kk dispozici také zdravotni zaznamy

subjektu.  Zdravotnické zafizeni zajisti, Ze
Zkousejici adalsi clenové Personalu budou
Piislusnému  organu K dispozici pro ucely

vysvétleni a projednani takové dokumentace, tidaja
a informact.

Uchovavani
a Zkousejici

udaji. Zdravotnické  zafizeni
se zavazuji, ze budou ukladat
a uchovavat veskeré dokumenty tykajici se
Klinického  hodnoceni, zejména  formulare
obsahujici informovany souhlas Subjektl se Studii,
CRF, ptivodni tdaje a ISF po dobu nejméné 15 let
po dokonceni Klinického hodnoceni, zplsobem
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(©

(d)

(€)

shall preserve all records relating to the Trial
and the Subjects participating therein as
required by the Protocol, the Applicable Laws
and Regulations and Section 6(¢) below, and
shall, in writing, offer such records to Biogen
before destroying or disposing thereof.

Cooperation during Audit by Biogen. The
Institution and the Investigator shall
cooperate, and shall cause the Staff to
cooperate, with Biogen and its contractors and
agents in the event of any internal inspections
or audits, upon reasonable notice and during
normal business hours. Subject medical
records will be made available where
appropriate for the purpose of source
document verification procedures as part of
the inspection or audit. The Institution also
shall make the Investigator and Staff available
to Biogen and its contractors and agents to
explain and discuss such documentation, data
and information.

Inspection by Competent Authority. If
a Competent Authority (national or foreign)
wishes to inspect the Institution or the
Investigator in  connection with their
participation in the Trial, then the Institution,
the Investigator and Staff shall, to the extent
reasonably practicable, (i) immediately notify
Biogen thereof and use their best efforts to
obtain approval for Biogen or its agents to be
present at the inspection and (ii) cooperate
with the relevant Competent Authorities and
comply with the legitimate requirements of an
inspection. This also includes the making
available (for examination and duplication) of
documentation, data and information relating
to the Trial. Subject medical records shall be
made available where required for source
document verification procedures as part of
the inspection. The Institution also shall make
the Investigator and other Staff available to
the relevant Competent Authority to explain
and discuss such documentation, data and
information.

Retention of Data. The Institution and the
Investigator undertake to keep and store all
Trial-related documents including, without
limitation, the Subjects’ informed consent
forms regarding the Study, CRFs, original
data and ISF, at least for a minimum period of
fifteen (15) years from the completion of the



y

7.1
(@)

(b)

(©)

Biogen.

pozadovanym  Platnymi  zakony a pfedpisy
a zajiStujicim ochranu osobnich tudaji Subjektt
Klinického hodnoceni Vv souladu s piislusnymi
zakony na ochranu osobnich 1udaji, zejména
Zakonem na ochranu osobnich udaju.

Duvérné informace

Zavazek Zdravotnického zatizeni zachovavat
divérnost informaci. Zdravotnické zafizeni
a Zkousejici jsou povinni zachovavat ml¢enlivost
ohledné Divérnych informaci (jak jsou definovany
nize) a omezi pristup Kk nim na spoleénost Biogen
a 0soby, u nichz je to nutné z divodi zamyslenych
touto smlouvou. Zdravotnické zatizeni a Zkousejici
podniknou veskeré kroky, aby zajistili, ze tyto
osoby se budou fidit tymiz zavazky zachovani
divérnosti, jaké se vztahuji na Zdravotnické
zatizeni a Zkousejiciho dle této smlouvy. Diivérné
informace zahrnuji:

(i) veSkeré informace atdaje poskytnuté
spole¢nosti Biogen nebo jejim jménem,
zejména brozuru ZkousSejiciho spoleCnosti
Biogen pro Klinické hodnoceni;

(if) ustanoveni této smlouvy a Protokolu; a

(iif) veSkeré  informace  a udaje
v souvislosti s Klinickym
zejména zaznamy CRF
obsazené.

vytvorené
hodnocenim,
audaje Vv nich

Dtvérné informace jsou, stanou se a zdstanou ve
vlastnictvi spole¢nosti Biogen.

Vyjimky a sdéleni informaci. Ustanoveni ¢l. 7(a)
vyse se nebudou vztahovat na informace, které se
pozd€ji stanou vefejné znadmymi jinak nez
zavinénim ZkousSejiciho, Zdravotnického zatizeni
nebo Persondlu nebo které budou pozdéji obdrzeny
od treti strany majici opravnéni takové informace
sdélovat. Divérné informace mohou byt sdélovany
v rozsahu pozadovaném zakonem (poté, co 0 tom
byla informovana spole¢nost Biogen aco méla
moznost vznést proti takto pozadovanému sdéleni
ptipadné namitky). Totéz plati pro lécbu Subjektt
ucastnicich se Klinického hodnoceni.

Diivérné informace azverejnéni. Duverné
informace uvedené v ¢l. 7(a) (iii) vySe mohou byt
dale zvefejnény pro ucely interniho vyzkumu
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7.1
(@)

(b)

(©

Trial, in a manner required by the Applicable
Laws and Regulations and securing protection
of the Trial Subjects’ personal data according
to applicable personal data protection laws,
namely the Data Protection Law.

Confidentialit

The Institution’s Obligations of
Confidentiality. The Institution and the
Investigator shall keep confidential all
Confidential Information (as defined below)
and shall limit access to the Confidential
Information to Biogen and to those persons
who require it for purposes contemplated
hereby. The Institution and the Investigator
shall take all practicable steps to ensure that
such persons abide by the same obligations of
confidentiality as apply to the Institution and
the Investigator under this Agreement.
Confidential Information includes:

(i) all information and data provided by or
on behalf of Biogen, including but not
limited to the Biogen investigator’s
brochure for the Trial;

(ii) the provisions of this Agreement and
the Protocol; and

(iii) all information and data generated in
connection with the Trial, including
but not limited to the CRFs and the
data contained therein.

Confidential Information is, shall become
and shall remain the property of Biogen.

Exclusions and Disclosure. The provisions
in Section 7(a) above shall cease to apply to
information that later becomes part of the
public domain through no fault of the
Investigator, the Institution or Staff or is later
received from a third party having a right of
disclosure. Confidential Information may be
disclosed to the extent required by law (after
giving Biogen notice and an opportunity to
contest the required disclosure, if possible).
The same shall apply to the treatment of the
Subjects participating in the Trial.

Confidential Information and Publication.
In addition, the Confidential Information
referred to in Section 7 (a)(iii) above may be



y

(d)

7.2

Biogen.

a vzdélavani v pfisném souladu s¢l. 8 a9 nize
a s dalsimi ustanovenimi této smlouvy. Takové
sdéleni nesmi obsahovat jiné Divérné informace
nez ty, které jsou uvedeny Vv ¢L. 7(a) (iii) vyse.

Diivérné informace a nezavislé etické komise.
Zdravotnické zafizeni a ZkouSejici vynalozi
veskeré Usili, aby zajistili souhlas ¢lenti Etické
Komise stim, ze budou vazani tymiz zavazky
mlcenlivosti, jaké se vztahuji na Zdravotnické
zatizeni a Zkousejiciho dle této smlouvy.

Bez ohledu na vys$e uvedené berou timto spole¢nost
Biogen a CRO na védomi, ze Zdravotnické zafizeni je
povinno zvetejnit tuto smlouvu podle zakona ¢.
340/2015 Sb, o registru smluv. Jakékoli informace,
které tvori obchodni tajemstvi obou stran, jsou od
takového zvefejnéni osvobozeny. Pro ucely této
Smlouvy takova obchodni tajemstvi zahrnuji napf.
Piilohu A, minimalni cil naboru, ofekavany pocet
zafazenych pacientl a ocekdvané trvani studie
a jakékoli dal§i podrobnosti tykajici se protokolu.
Kromé toho jsou od takového zvefejnéni rovnéz
osvobozeny osobni tdaje jednotlivel, pokud nebyly
diive publikovany V jiném vefejném registru.

Jak je dohodnuto mezi smluvnimi stranami,
Zdravotnické zatizeni souhlasi, Ze zvefejni smlouvu
na zakladé¢ vyse uvedeného. Verze této smlouvy
urcena ke zvetejnéni bude odsouhlasena neprodlené
po uzavieni této smlouvy mezi Zdravotnickym
zafizenim a CRO a spolecnosti Biogen pisemn¢, ale
musi Z ni byt v kazdém ptipad€¢ odstranéna vSechna
obchodni tajemstvi a osobni udaje. V ptipadé, ze
Zdravotnické zatizeni nezverejni podminky smlouvy
vV pozadované lhité triceti (30) dntt pfed zdkonem
pozadovanym terminem zvefejnéni, jak je uvedeno
ve vySe odkazovaném zdkoné€, mohou byt podminky
této smlouvy zvetfejnény CRO nebo spolecnosti
Biogen. Zdravotnické zafizeni zvefejni Smlouvu
vsouladu s timto ¢lankem smlouvy. O zvefejnéni
Smlouvy v registru smluv bude informovat CRO tak,
ze jako e-mailovou adresu, na kterou ma byt zaslano
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(d)

7.2

disclosed in connection with publications for
its own internal research and educational
purposes strictly subject to Sections 8 and 9
below and the other provisions of this
Agreement. Such disclosure shall not contain
any Confidential Information other than that
referred to in Section 7 (a)(iii) above.

Confidential Information and Independent
Ethics Committees. The Institution and the
Investigator shall use their best efforts to
ensure that the members of the Ethics
Committee agree to abide by the same
obligations of confidentiality as apply to the
Institution and the Investigator under this
Agreement.

Notwithstanding the foregoing, Biogen and
CRO hereby acknowledge that the Institution
is obliged to publish this Agreement pursuant
to Act No. 340/2015 Coll., on Agreements
Register. Any information which constitutes
trade secret of either Party is exempted from
such publication. For the purposes of this
Agreement such trade secrets include, but are
not limited to Schedule A - Budget and
Payment Schedule, the minimum enrolment
goal, expected number of Trial Subjects
enrolled and the expected duration of the Trial
and any other details related to the Protocol.
Furthermore, personal data of individuals are
also exempt from such publication, unless
they have been previously published in
another public register.

As and between the Parties, Institution agrees
to publish the Agreement pursuant to the
foregoing. The version of this Agreement
intended for publication shall be agreed upon,
promptly upon execution of this contract, by
the Institution and CRO and Biogen in
writing, but shall, in any event, exclude all
trade secrets and personal data. In the event
the Institution fails to publish the Agreement
terms as required thirty (30) days prior to the
legally required publication deadline as
specified in the above referenced law, the
terms of this Agreement may be published by
the CRO or Biogen. The Institution is obliged
to publish this Agreement in accordance with
the article herein above. The Institution will
inform CRO of publishing the Agreement in
the Agreements Register by designating the



y

(@)

Biogen.

oznameni 0 zvefejnéni Vv registru smluv, uvede e-
mailovou adresu .

Publikovani

Postup pri publikovani. Po dokonc¢eni Klinického
hodnoceni a vyhodnoceni vysledki nebo po
upuSténi  od  Klinického hodnoceni mohou
Zdravotnické zafizeni nebo Zkousejici publikovat
nebo jinak zvefejnit vysledky Klinického
hodnoceni nebo 1é¢by kteréhokoliv Subjektu
zapojené¢ho do Klinického hodnoceni pro ucely
interniho vyzkumu a vzdélavani, nicméné musi pii
tom byt dodrZzeny nasledujici podminky
a pozadavky ¢l. 7(c) vyse:

(i) Kopie takto zvefejnovanych materiali musi
byt s odkazem na tento odstavec predlozena ke
kontrole spole¢nosti Biogen nejméné Sedesat
(60) dnti pred jejich doruc¢enim jakékoliv jiné
strané.

(i) Pokud spole¢nost Biogen zasle béhem této
doby oznameni, Z¢ ma ve vztahu
k zalezitostem obsazenym v takovych
materialech vumyslu podat piihlasky na
registraci patentli, bude zvetejnéni odlozeno
az 0 dalSich devadesat (90) dnti od takového
oznameni, aby mohly byt podany ptislusné
prihlasky.

(iii) Jelikoz Klinické hodnoceni tvofi soucasti
Studie, nesmi byt zddné informace zvefejnény,
dokud nebudou k dispozici vysledky ze vSech
zatizeni a nebude provedena jejich analyza
nebo dokud nedojde k upusténi od Studie ve
vSech zafizenich. Pokud bude vytvofena
komise zkousSejicich pro ucely publikovani
vysledki Studie, bude jakékoliv samostatné
publikovani Zdravotnickym zatizenim nebo
Zkousejicim odloZeno do doby, az materialy
publikuje komise nebo az komise rozhodne
0 nepublikovani takovych materiali. Pokud
komise nezvefejni prvni publikaci do dvanacti
(12) meésici poté, co byly shromazdény
a analyzovany vysledky ze vSech zafizeni,
a komise neuvédomi Zkousejiciho 0 tom, Ze
ma vV umyslu tyto materialy publikovat, mohou
Zdravotnické zafizeni a Zkousejici vysledky
Klinického hodnoceni (ov§em nikoliv obecné
celé Studie) publikovat ¢i jinak zvefejnit pro
ucely interntho vyzkumu a vzdélavani,
nicméné S tim, Ze musi byt dodrzeny i ostatni
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(@)

followin email address:
h as the email address
to which a notification of publication in the
Agreements register shall be sent.

Publications

Publication Procedure. On completion of
the Trial and evaluation of the results, or
abandonment of the Trial, respectively, the
Institution or an Investigator may publish or
otherwise publicly disclose the results of the
Trial or the treatment of any Subject
participating in the Trial for internal research
and educational purposes, subject, however,
to the following conditions and compliance
with Section 7(c) above:

(i) A copy of such disclosure shall be
given to Biogen for review, with
reference to this paragraph, at least
sixty (60) days prior to delivery to any
other party.

(i) If Biogen gives notice during such
period that it intends to file patent
applications  relating to  matters
contained in such disclosure, disclosure
shall be delayed for up to an additional
ninety (90) days from such notice to
permit such filings.

(iii)  As the Trial is part of the Study, no
disclosure shall be made until results
from all centres have been received and
analysed, or the Study has been
abandoned at all centres. If a committee
of investigators is formed for
publication of results of the Study, any
separate publication by the Institution
or the Investigator shall be delayed
until the initial publication by the
committee or a determination is made
by the committee not to make such
publication. If the committee does not
produce an initial publication within
twelve (12) months after the results
from all of the centres have been
received and analysed, and the
committee does not notify the
Investigator that the committee intends
to produce a publication, then the
Institution and the Investigator may
publish or otherwise disclose the results



. Biogen.

podminky uvedené v tomto ¢l. 8.

(iv) Spolecnost Biogen si je védoma existujicich
tlaki ohledn¢ terminti a miize se na pozadani
pokusit vy$e uvedené ¢asové lhlity zkratit.

(b) Obsah publikaci. Jakakoliv takova publikace musi
byt v souladu s Platnymi zakony a piedpisy a musi
se omezovat na védecka zjisténi. Publikace nebo
zvefejnéné materialy zejména nesmi predstavovat
propagaci dle ptislusnych predpist.

9. Vynilezy
Neni-li vtéto smlouvé vyslovné uvedeno jinak,

spole¢nost Biogen si ponechava veskera prava, ktera jsou
udélena ¢i uznana na zaklad¢ jakékoliv legislativy
tykajici se patentt, autorskych prav, ochrannych znamek
nebo prumyslovych vzori a jakychkoliv jinych zakont
vztahujicich se na dusevni a primyslové vlastnictvi, at’
jiz registrované ¢i nikoliv, a to véetné prav K jakémukoliv
vyuziti vySe uvedeného (dale jen ,,Prdva z duSevniho
vlastnictvi), ve vztahu Kvysledkim Klinického
hodnoceni, Produktu,  kterémukoliv  Materialu,
Davérnym informacim a Protokolu i k ¢emukoliv od
nich odvozenému nebo K jejich vylepseni ¢i uziti, jakoz
i kjakémukoliv dalsimu dilu, objevu, vynalezu
(patentovatelnému ¢i nikoliv), ochranné znamce,
pramyslovému vzoru nebo jakékoliv jiné zalezitosti
zpusobilé k tomu, aby pozivala jakoukoliv ochranu na
zaklade Prav z dusevniho vlastnictvi (dale jen ,,DusSevni
vilastnictvi*‘), sdélené ¢i jinak poskytnuté spolecnosti
Biogen Zdravotnickému zafizeni anebo Zkousejicimu na
zakladé¢ této smlouvy. Veskera Prava z dusSevniho
vlastnictvi se fidi zakony pravniho fadu, dle kterého
takové pravo vzniklo.

Prava z duSevniho vlastnictvi K jakémukoliv Dusevnimu
vlastnictvi objevenému ¢i vytvorenému Zkousejicim, at
jiz samostatné nebo spolecné se tfeti stranou, V ramci
plnéni této smlouvy, vcetné¢ DusSevniho vlastnictvi
tykajictho se Produktu, Klinick¢ho hodnoceni,
Protokolu, vysledkti zaznamenanych béhem Klinického
hodnoceni anebo jakychkoliv udajii, informaci ¢i
vysledkii dosaZzenych samostatnou nebo spolecnou praci
stran na Klinickém hodnoceni (dale jen ,,Vyndlezy™),
budou povazovéana za vyhradni a nezcizitelné vlastnictvi
spole¢nosti Biogen.
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of the Trial (but not the Study in
general) for internal research and

educational purposes, subject,
however, to the other conditions of this
Section 8.

(iv) Biogen is sensitive to deadline
pressures and may be able to accelerate
the above timelines upon request.

(b) Content of Publications. Any such
publication or disclosure must comply with all
Applicable Laws and Regulations and must be
limited to scientific findings. Such
publications or disclosures must, in particular,
not constitute promotion under the applicable
regulations.

9. Inventions

Unless otherwise expressly provided hereunder,
Biogen retains any rights that are or may be granted
or recognized under any legislation regarding
patents, copyrights, trademarks, industrial designs,
and any other law regarding intellectual and
industrial ~ property, whether  registered or
unregistered, and including rights in any application
for any of the foregoing (the Intellectual Property
Rights) in the results of the Trial, the Product, any
Material, the Confidential Information and the
Protocol or any derivative or any improvement or
use thereof, as well as in any other work, discovery,
invention (whether or not patentable), trade-mark,
industrial design, or any other matter capable of
protection by Intellectual Property Rights in any way
(the Intellectual Property) disclosed or otherwise
provided by Biogen to the Institution and/or
Investigator under this Agreement, if any. All
Intellectual Property Rights shall be governed by the
jurisdiction in which any such Right has been
conceived.

Intellectual Property Rights in any Intellectual
Property discovered or created by the Investigator,
alone or with any third party, in the performance of
this Agreement, including Intellectual Property
related to the Product, the Trial, the Protocol, the
results recorded during the Trial, and/or any data,
information or results achieved by the parties’ own
or joint work with the Trial (the Inventions) shall be
deemed to be the exclusive property of, and shall
exclusively be vested with Biogen.



. Biogen.

Pokud by na zaklad¢ prislusnych zakonl a piedpist
pripadlo vlastnictvi Prav z duSevniho vlastnictvi
k Vynalezim  Zdravotnickému  zafizeni  anebo
ZkousSejicimu, prevadi timto ZkousSejici jako autor anebo
pfipadné¢ Zdravotnické zafizeni jako zaméstnavatel
Zkousejiciho vykonavajici majetkova autorskd prava
ZkousSejiciho jakozto autora, veSkera prevoditelna Prava
z dusevniho  vlastnictvi K jakymkoliv ~ Vynalezim
(zejména pravo Zdravotnického zafizeni vykonavat
majetkovd prava K autorskym dilim) na spole¢nost
Biogen. V ptipadé, ze charakter Prav z dusevniho
vlastnictvi znemoznuje vSechna ¢i néktera tato prava
vySe uvedenym zplsobem pievést, udéluje timto
Zkousejici anebo pfipadné¢ Zdravotnické zafizeni
spole¢nosti Biogen vyslovnou, vyhradni, neodvolatelnou
a bezplatnou licenci na uziti aVvrozsahu povoleném
prislusnymi zakony vykon jakychkoliv Prav z dusevniho
vlastnictvi K Vynaleziim. Bez ohledu na vySe uvedené
timto Zkousejici a Zdravotnické zatizeni souhlasi S tim,
ze spole¢nost Biogen ma pravo udélit sublicenci nebo
prevést licenci udélenou ji dle tohoto ¢lanku na tieti
stranu. Zdravotnické zafizeni a ZkouSejici budou
spole¢nost Biogen neprodlené pisemné informovat
0 jakychkoliv Vynalezech a poskytnou ji informace
a soucinnost, kterou mize spole¢nost Biogen diavodné
pozadovat k vykonu svych prav dle této smlouvy, véetné,
avSak nikoliv pouze, ziskani kone¢ného vlastnictvi
takovych Vynalezt spole¢nosti Biogen, piipravy, podani
a vytizeni patentovych ptihlasek tykajicich se takovych
Vynalezli, avymahani patentovych ajinych prav
k pfedmétnym Vynalezim. Pro ptipad, Ze by zavazna
ustanoveni pfisluSnych zdkonii dané jurisdikce
opraviiovala Zdravotnické zatizeni anebo ZkousSejiciho
anebo Persondl pozadovat kompenzaci za poskytnuti
licence anebo za jakékoliv komercni vyuziti takovych
Vynalezi spolecnosti Biogen, se strany dohodnou na
obchodné pfimérené vysi kompenzace, a to na zaklade
pfispéni kazdé strany ke vzniku daného Vyndlezu
a s ohledem na zavedené postupy, které jsou Vv daném
odvétvi v takovych zalezitostech bézné.

Aby se predeslo pochybnostem, shromazdovani
a zpracovani  vysledki ~ Klinického  hodnoceni
Zdravotnickym zafizenim anebo ZkouSejicim V rdmci
bézného plnéni této smlouvy nepfedstavuje Vynalez, na
zaklade které¢ho by kterémukoliv z nich vznikal narok na
kompenzaci dle tohoto ¢lanku nad rdamec castek jiz
poskytnutych dle Ptilohy A.
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To the extent that the Applicable Laws and
Regulations would attribute ownership of the
Intellectual Property Rights to the Inventions to the
Institution and/or the Investigator, the Investigator as
the author and/or the Institution, as the employer of
the Investigator exercising economic copyrights of
the Investigator as the author (whichever
applicable), hereby assigns all transferable
Intellectual Property Rights in any Inventions
(namely the Institution’s right to exercise economic
rights to copyrighted works) to Biogen. In the event
that the nature of Intellectual Property Rights
prohibits the assignment of all or any of such Rights
as set forth above, the Investigator and/or the
Institution (whichever applicable) hereby grants to
Biogen an express, exclusive, irrevocable and
royalty-free license for use and exercise, to the
extent permitted by applicable law, of any and all
Intellectual Property Rights in and to the Inventions.
Notwithstanding the foregoing, the Investigator and
the Institution hereby agree that Biogen has the right
to grant a sub-license, or transfer the license granted
to it under this Article, to athird party. The
Institution and the Investigator shall notify Biogen
immediately of any Inventions in writing and shall
provide such information and cooperation as Biogen
may reasonably request from time to time to enable
Biogen to exercise its rights hereunder, including but
not limited to perfecting Biogen’s ownership of such
Inventions, the preparation, filing and prosecution of
patent applications related to such Inventions, and
the enforcement of patent and other rights to said
Inventions. To the extent that the applicable
mandatory provisions of law in the jurisdiction
would entitle the Institution and/or Investigator
and/or the Staff the right to compensation for
granting the license and/or for any commercial
exploitation of such Inventions by Biogen, the
parties shall agree to a commercially reasonable
level of compensation, based on the parties’
respective contributions to the Invention in question
and having regard to standard industry practice in
such matters.

For the avoidance of doubt, the collection and
processing of Trial results by the Institution and/or
the Investigator in the normal course of performance
of this Agreement does not constitute an Invention
which would entitle either to any compensation
under this Section in addition to the sums already
provided in Schedule A.



y

10.
(@)

(b)

(©)

(d)

()

Biogen.

Doba trvani a ukonceni smlouvy

Doba trvani. Tato smlouva nabyva u¢innosti dnem
jejiho podpisu posledni ze stran této Smlouvy (dale
jen ,,Datum ucdinnosti*) a ziistava v ucinnosti az do
fadného ukonceni Klinického hodnoceni, pokud
nebude ukonéena diive pisemnou dohodou stran
nebo podle ostatnich ustanoveni tohoto ¢l. 10.
Predpokladany  termin  fadného  ukonceni
Klinického hodnoceni je

Ukonc¢eni smlouvy ze strany spole¢nosti Biogen.
Biogen ma pravo kdykoliv dle vlastniho uvazeni
ukoncit S okamzitou ucinnosti Klinické hodnoceni
a toto oznamit  Zdravotnickému  zafizeni
a ZkouSejicimu. Poté, co Zdravotnické zafizeni
a ZkouSejici  obdrzi  oznameni 0 ukonceni
Klinického hodnoceni, podniknou s okamzitou
ucinnosti veSkeré piiméfené kroky Kk zastaveni
Klinického hodnoceni V nejbliz§im  mozném
terminu a k ochrané zdravi Subjektti Gi¢astnicich se
Klinického hodnoceni.

Ukonceni smlouvy ze strany Zdravotnického
zarizeni. Zdravotnické zafizeni ma pravo ukondit
provadéni Klinického hodnoceni, pokud je to nutné
k ochrané zdravi Subjekta.

Ukonceni smlouvy Vv piipadé absence
ZkouSejiciho. Zdravotnické zatizeni a spole¢nost
Biogen mohou také ukoncit tuto smlouvu
S okamzitou tc€innosti na zakladé pisemné vypovedi
druhé strané, pokud Zkousejici odstoupi od této
smlouvy, piestane byt k dispozici nebo ukon¢i sviij

vztah se Zdravotnickym zafizenim, ai pres
vynaloZzeni  maximalnitho Gsili ze  strany
Zdravotnického zafizeni neni mozno nalézt

odpovidajici nahradu, ktera by byla pfijatelna i pro
spole¢nost Biogen.

Ukonceni z divodu poruSeni zavazku apod.
Kterdkoliv ze stran muize ukonCit tuto smlouvu
S okamzitou uc¢innosti na zaklade pisemné vypovedi
druhé strané, pokud (i) se druha strana dopusti
zavazného poruseni této Smlouvy, které (pokud jej
lze napravit) nebylo napraveno do tficeti (30) dnil
od podani pisemného oznameni stranou, ktera
zavazek neporuSila, nebo (ii) se druha strana

dostane do platebni neschopnosti. Jakékoliv
poruseni spravné klinické praxe, Pfislusné
protikorupcéni legislativy nebo ustanoveni na

ochranu osobnich udaji dle Platnych zékonu
a predpist bude povazovano za hrubé poruseni této
smlouvy.
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10.

(@)

(b)

(©

(d)

()

Term and Termination

Term. This Agreement enters into force at the
date of signature by the last party to this
Agreement (the Effective Date) and shall
continue until the due completion of the Trial
unless terminated earlier by the written
agreement of the parties or under the other

provisions of this Section 10. Approximate
date of Trial finalization is &

Termination by Biogen. Biogen, in its sole
discretion, shall have the right to terminate
with immediate effect the conduct of the Trial
at any time and give notice to the Institution
and the Investigator accordingly. Upon
receipt of the notice to terminate the Trial, the
Institution and the Investigator shall
immediately take all reasonable steps to cease
conduct of the Trial at the Institution as soon

as reasonably possible and to protect the
welfare of Subjects participating in the Trial.

Termination by the Institution. The
Institution shall have the right to terminate the
conduct of the Trial if necessary to protect the
welfare of Subjects.

Termination due to Unavailability of the
Investigator. In addition, The Institution and
Biogen may terminate this Agreement with
immediate effect by written notice to the
respective other party if the Investigator
withdraws from this Agreement or is no
longer available or terminates his or her
relationship with the Institution, and a suitable
replacement cannot, after reasonable efforts
by the Institution, be found that is agreeable to
Biogen.

Termination for Breach etc. Either party
may terminate this Agreement with
immediate effect by written notice to the other
in the event that (i) the other party commits
a material breach of this Agreement which (if
remediable) is not remedied within thirty (30)
days of awritten notice from the non-
defaulting party; or (ii) the other party
becomes insolvent. Any violation of the good
clinical practices, the Applicable Anti-
Corruption Legislation, or data protection
provisions under the Applicable Laws and
Regulations shall be deemed to be a material
breach of this Agreement.



y

(f)

(@)

(h)

@)

11.

(@)

Biogen.

CRO jakozto zastupce spolecnosti Biogen, ktery je
stranou této Smlouvy pouze pro ucely uvedené
V jeji preambuli, timto bere na védomi, Ze nesmi
zasahovat do rozhodnuti 0 tom, zda ukoncit nebo
neukon¢it tuto Smlouvu.

Zavazky v pripadé piredcasného ukonceni.
Pokud bude provadéni Klinického hodnoceni ve
Zdravotnickém zafizeni ukonceno pied jeho
dokoncenim jinak nez spolecnosti Biogen dle ¢l.
10(e), zaplati CRO Zdravotnickému zafizeni
odmeénu uvedenou V této smlouve za mezniky, které
byly dosazeny Kkdatu ukonCeni, a veskeré
nezru$itelné vydaje, Kjejichz vynaloZeni dala
predtim spole¢nost Biogen sviij souhlas. V pfipadé
predéasného ukonceni z jakéhokoliv  divodu
poskytne Zdravotnické zafizeni spole¢nosti Biogen
souCinnost tak, jak bude spole¢nost Biogen
divodné vyzadovat za ucelem zajiSténi predani
provadéni Klinického hodnoceni tfeti osobé, as
ohledem na zachovani zdravi Subjekti Klinického
hodnoceni.

Vraceni dokumenti a materiali. Po ukonceni
této smlouvy zjakéhokoliv divodu vrati
Zdravotnické zafizeni a zajisti, aby i ZkouSejici
vratil spole¢nosti Biogen veSkeré dokumenty,
vysledky Klinického hodnoceni a Materialy, které
byly v pribéhu Klinického hodnoceni uzivany nebo
vytvoreny nebo na které bylo v ramci Klinického
hodnoceni odkazovano. Zdravotnické zafizeni
a ZkouSejici se timto neodvolateln¢ vzdavaji prava
na jakykoliv majetkovy podil nebo duSevni pravo
vyplyvajici z kterékoliv vySe uvedené polozky,
které ma narok na ochranu.

Setrvani v platnosti. CL. 6, 7, 8, 9, 10, 11, 13(b),
13(c) a 13(i) této smlouvy zlstavaji v platnosti po
dobu patnacti (15) let po uplynuti platnosti ¢i
ukonceni Klinického hodnoceni a této smlouvy.

Zpisoby ukonceni smlouvy. Tato smlouva musi
byt ukonCena pisemné; ozndmeni 0 ukonceni mize
byt zaslano faxem, pfi¢emz original vypovedi bude
zaslan druhé strané béznou postou K okamzitému
potvrzeni. Ukonceni platnosti smlouvy e-mailovou
zpravou se vylucuje.

Odskodnéni

Odskodnéni ze strany spole¢nosti Biogen.

Spole¢nost  Biogen odSkodni  Zkousejiciho,
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()

(@)

(h)

()

11.

(@)

The CRO, as representative of Biogen and
party to this Agreement only for the purposes
stated in the preamble, acknowledges that it
shall not intervene in the decision to terminate
or not to terminate the Agreement.

Respective Obligations in the Event of
Early Termination. In the event that the
conduct of the Trial at the Institution is
terminated prior to its completion other than
by Biogen under Section 10(e), the CRO shall
pay to the Institution the remuneration
detailed in this Agreement for the milestones
which have been duly achieved to the date of
termination and all non-cancellable expenses
previously approved by Biogen. In the event
of early termination for any reason, the
Institution shall provide all such assistance as
Biogen shall reasonably require in order to
ensure an efficient handover of the conduct of
the Trial to a third party and with due regard
for the welfare of the Subjects.

Return of Documents and Material. Upon
termination of this Agreement for any reason
the Institution shall and shall procure that the
Investigator shall return to Biogen all
documents, Trial results and Material used,
generated or referred to in the course of the
Trial, and the Institution and the Investigator
hereby irrevocably waive any ownership
interest or intellectual rights worthy of
protection of any of the above.

Survival. Sections 6, 7, 8, 9, 10, 11, 13(b),
13(c) and 13(i) of this Agreement shall
survive the expiration or termination of the
Trial and this Agreement for aperiod of
fifteen (15) years.

Methods of Termination. The Agreement
shall be terminated in writing; the termination
can be effected by sending atelefax letter
whereby the original termination letter shall
be sent to the other party by ordinary mail for
confirmation without undue delay. The
termination of this Agreement by e-mail
communication shall be excluded.

Indemnification

Indemnification by Biogen. Biogen shall
indemnify the Investigator, the Institution and



. Biogen.

Zdravotnické zatizeni a jeho Cleny predstavenstva,
spravce, povétené zastupce a zaméstnance, véetné
Personalu (dale spole¢né ,,Odskodiiované osoby)
za jakoukoliv ztratu, odpovédnost nebo naklady
vzniklé v souvislosti s narokem, pozadavkem,
zalobou nebo fizenim (dale jen ,,Ndrok®)
vyplyvajicim z Gcasti Odskodnovanych osob na
Klinickém hodnoceni, S vyjimkou pfipadu, kdy
Narok je disledkem (a) nedodrzeni této smlouvy,
Protokolu nebo jakéhokoliv jiného pisemného
pokynu doruceného spole¢nosti Biogen ¢i jejim
jménem nebo Platnych zakond a piedpist ze strany
Odskodnované osoby nebo (b) nedbalosti,
opomenuti nebo umysIného jednani Odskodinované
osoby.

(b) Podminky odSkodnéni ze strany spole¢nosti
Biogen. Zavazek spole¢nosti Biogen poskytnout
odskodnéni podléha nasledujicim podminkam:

(i)  spole¢nost Biogen obdrzi  ozndmeni
0 Naroku nebo udalostech, v jejichz disledku
pravdépodobné neprodlen¢ dojde ke
vzneseni Naroku (vzdy vsak do deseti dni
poté, co Zdravotnické zafizeni nebo
Odskodnované osoby Zadajici 0 odskodnéni
obdrzi prislu§né oznameni);

(if)  spole¢nosti Biogen bude vzdy umoznéno
h4jit se proti Naroku, a to ve spolupraci a za
pomoci Zdravotnického zafizeni
a Odskodniovanych ~ osob  pozadujicich
odSkodnéni. Zdravotnické zatizeni v zadném
piipadé nebude realizovat ani se nepokusi
realizovat zadné vyporadani ani jinak neuzna
Nérok bez predchoziho pisemného souhlasu
spole¢nosti Biogen.

(iif)  Odskodnovana osoba pozadujici odSkodnéni
podnikne veSkeré odiivodnéné kroky, aby
snizila vy$i jakéhokoliv Naroku na
odskodnéni.

Toto odskodnéni nebude vyplaceno ve prospéch
pojistitele Odskodnované osoby, regresem ani
jinak. Ustanoveni tohoto ¢l. 11 zaklada v souvislosti
se vSemi Naroky vyhradni a jediné opravnéni
Odskodnovanych osob proti spolecnosti Biogen.

12. Oznameni

Jakékoliv  ozndmeni vyZzadované mnebo podané
kteroukoliv ze stran dle této smlouvy musi byt v pisemné
podobé. Oznameni bude povazovano za ptijaté v den,
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its directors, trustees, authorized
representatives and employees including the
Staff (collectively, the Indemnitees) against
any loss, liability or costs incurred in
connection with a claim, demand, action, suit
or proceeding (a Claim) arising out of the
participation of the Indemnitees in the Trial,
except to the extent that the Claim results
from (a) the failure of an Indemnitee to
comply with this Agreement, the Protocol or
with any written instructions delivered by or
on behalf of Biogen or with the Applicable
Laws and Regulations or (b) any negligent act
or omission of or wilful misconduct by an
Indemnitee.

(b) Conditions on the Indemnification by
Biogen. Biogen’s indemnification obligations
are subject to the following conditions:

(i) Biogen shall have received notice of
a Claim or events likely to give rise to
a Claim without undue delay (but in any
case within ten days after the Institution
or the Indemnitees seeking
indemnification shall have received
notice thereof).

(ii) Biogen shall be given the opportunity at
all times to manage the defence of the
Claim, with the cooperation and
assistance of the Institution and the
Indemnitees seeking indemnification. In
no event shall the Institution make or
attempt to make any settlement or make
any admission with respect to the Claim
without the prior written consent of
Biogen.

(iii) An Indemnitee seeking indemnification
shall take all reasonable steps to mitigate
the amount of any Claim for
indemnification.

This indemnity will not inure to the benefit of any
Indemnitee’s insurer, by subrogation or otherwise.
The provisions of this Section 11 constitute the
Indemnitees’ sole and exclusive remedy against
Biogen in respect of all Claims.

12. Notices

Any notice required or given by either party
hereunder shall be in writing. Such notices shall be
deemed received on the date delivered personally or



y

Biogen.

kdy bylo doruceno osobn¢ nebo faxem nebo pét (5) dnt
od data podani, pokud se jednad 0 doporucenou postu

nebo

0 doruceni s dorucenkou s pfedplacenym

postovnym na adresu uvedenou V zahlavi této smlouvy
nebo na jakoukoliv adresu sdélenou pozdéji dle tohoto ¢l.

12.
13.

(@)

(b)

Rizné

Postoupeni. Zavazky dle této smlouvy nalezeji
ZkouSejicimu, ktery byl pro toto Klinické
hodnoceni jmenovan, a tento Zkousejici nesmi tuto
smlouvu ani jakékoliv pravo ¢i povinnost prevést na
jakoukoliv tfeti stranu. Spolenost Biogen si
vyhrazuje pravo prevést nektera nebo vSechna sva
prava apovinnosti dle této smlouvy na své
Sptiznéné spolecnosti nebo zajistit plnéni této
smlouvy kteroukoliv ze svych Spiiznénych

spoleCnosti, ato vcetné platby nebo vybéru
penéznich prosttedkd splatnych dle této smlouvy.
Spole¢nost Biogen bude Vvplném rozsahu
odpovédnd za ukony aopomenuti svych

Sptiznénych spolecnosti, které nejsou stranami této
smlouvy. Pojem Spiiznénd spole¢nost znamena
jakoukoliv fyzickou nebo pravnickou osobu, ktera
primo ¢i nepfimo nebo prostifednictvim jedné ¢i vice
fyzickych nebo pravnickych osob ovlada nebo fidi
spoleénost Biogen, je ovladana nebo fizena
spole¢nosti Biogen nebo je spolu se spole¢nosti
Biogen pod spole¢nou kontrolou nebo fizenim, at’
jiz jako soucast holdingu nebo jinak. Pro ucely vyse
uvedené definice znamena pojem Ovildddini
v souvislosti s jakoukoliv osobou (i) vlastnit, pfimo
¢i nepfimo, nejméné padesat procent (50 %)
akciového kapitdlu nebo hlasovacich prav
pravnické osoby nebo (ii) byt dle ptislusSného prava
nebo jako povéirend osoba zplsobily ptimo c¢i
nepfimo vyznamné ovliviiovat fizeni nebo provoz
podniku takové osoby, at’ jiz prostiednictvim
hlasovaciho préva vyplyvajiciho z icasti na takové
osobé nebo zvlastnictvi cennych papiri
S hlasovacim pravem, at’ jiz na zakladé¢ smlouvy
nebo jinak, nebo (iii)) byt schopen prosadit
jmenovani, zvoleni nebo odvolani vétSiny osob,
které predstavuji statutarni organ nebo jsou ¢lenem
takového organu, nebo vétSiny osob, které jsou
¢leny dozorci rady subjektu, ve kterém je takova
osoba partnerem. Osoba, ktera neni osobou
S povéfenim podepsat tuto smlouvu, nesmi
prosazovat zadnou Z jejich podminek.

Pravni vztahy stran. Tato smlouva nezaklada
zadny pracovnépravni vztah mezi spolecnosti
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by telecopy, or five (5) days after the date
postmarked if sent by registered mail or recorded
delivery, return receipt requested, postage prepaid to
the address stated on top of this Agreement or to any
address as may be communicated at a later date
under this Section 12.

13. Miscellaneous

(@) Assignment. The obligations under this
Agreement are personal to the Investigator
designated for the Trial and neither this
Agreement, nor any right or obligation
hereunder may be assigned by the Investigator
to any third party. Biogen reserves the right to
assign to its Affiliates or to procure the
performance by its Affiliates of some or all of
its rights and obligations under this
Agreement, including the payment or
collection of monies due hereunder. Biogen
shall be entirely liable for the acts and
omissions of its Affiliates, which are not
parties to this Agreement. The term Affiliate
shall mean any person or legal entity that,
either directly or indirectly, through one or
more persons or legal entities, controls or
manages Biogen, is controlled or managed by
Biogen, or is, along with Biogen, under joint
control or management, whether as part of
a holding or otherwise. For purposes of the
above definition, the term Control shall mean
with respect to any person (i) the possession,
directly or indirectly, of at least fifty percent
(50 %) of the share capital or voting rights of
a legal entity, or (ii) to have, under relevant
law or as an authorized person, capacity, either
directly or indirectly, major influence on the
management or operations of the enterprise of
such person, whether by votes arising from
participation in such person or holding of
other securities with voting rights, either
contractually or otherwise, or (iii) to be able to
enforce an appointment or election, or recall
of majority of persons who are a statutory
body or amember thereof, or majority of
persons who are a member of the Supervisory
Board of an entity in which such person is
a partner. A person who is not a signatory to
this Agreement may not enforce any of its
terms.

(b) Legal position of the parties. This
Agreement shall not create any relationship of



y

(©)

(d)

(€)

(f)

(¢))

(h)

Biogen.

Biogen a Zkousejicim nebo Personalem ani vztah
obchodniho zastoupeni ¢i spolecny podnik mezi
Biogen a Zdravotnickym zatizenim
a nezplnomocnuje zadnou stranu, aby zavazovala
ptislusnou druhou stranu. Biogen ani Zdravotnické
zafizeni nesméji uzivat nazev druhé strany
v souvislosti s jakymkoliv oznamenim nebo jinym
vefejnym prohlaSenim, aniz by Ktomu ziskaly
souhlas ptislusné druhé strany.

Rozhodné pravo. Tato smlouva se fidi a bude
vykladana vsouladu spravnim fadem Ceské
republiky.

Neplatnost a oddélitelnost. Pokud kterakoliv ¢ast
této smlouvy je nebo se stane neplatnou Ci
nevynutitelnou, nebudou timto ovlivnéna zbyvajici
ustanoveni této smlouvy a tato ustanoveni ziistavaji
V plné platnosti a ucinnosti.

Dodatky. Jakykoliv dodatek nebo zména této
smlouvy bude provedena pisemné; pisemné musi
byt proveden i dodatek ¢i zména tohoto ¢l. 13 (e).

Uplna dohoda. Tato smlouva a jakékoliv jeji
prilohy, Protokol a dokumenty, na které se tato
smlouva odkazuje, zakladaji uplnou dohodu mezi
stranami ohledné provadéni Klinického hodnoceni.
Strany osveédcuji, Ze pifi uzavieni této smlouvy se
neopiraly 0zadny jiny slib, zaruku nebo jiné
ustanoveni S vyjimkou pfipadd vyslovné uvedenych
Vtéto smlouvé aze vSechny podminky, zaruky
a ostatni ujednani implikované zakonem jsou timto
vylou¢eny  VnejSir§im  rozsahu  povoleném
zakonem.

Vyhotoveni. Tato smlouva bude podepsana ve
Ctyfech  (4) vyhotovenich v ¢eském  jazyce
a anglickém jazyce, pticemz kazda strana obdrzi po
jednom vyhotoveni v kazdé jazykové verzi. Pokud
dojde Kk jakékoliv nesrovnalosti mezi Ceskou
a anglickou verzi, je ceskd jazykova verze
rozhodujici.

ZAdné vzdani se prav. Neuplatnéni nebo prodleni
Vuplatnéni kteroukoli stranou pii vykonu préva
nebo opravného prostfedku  poskytovanych
zakonem nebo touto smlouvou neoslabi takové
pravo nebo opravny prostfedek, nebude vykladano
jako vzdani se jich, a ani nevylou¢i jejich vykon
kdykoli nasledné. Zadny jednotlivy ¢&i Gasteény
vykon takového préva nebo opravného prosttedku
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(©

(d)

()

()

()]

(h)

employment between Biogen and the
Investigator or Staff or an agency or
partnership, respectively, between Biogen and
the Institution and shall not give either party
any authority to bind the respective other
party. Neither Biogen nor the Institution may
use the other party’s name in connection with
any notification or other publication without
the respective other party’s consent.

Applicable Law. This Agreement shall be
governed by and construed in accordance with
the laws of the Czech Republic.

Invalidity and Severance. In the event that
any part of this Agreement is held to be
invalid or unenforceable, the remainder of this
Agreement shall not be affected thereby and
shall remain in full force and effect.

Amendment. Any amendment or change of
this Agreement shall be made in writing; the
written from clause shall also apply to the
amendment or change of this Section 13(e).

Entire Agreement. This Agreement and any
Schedule, Protocol and documents referred to
in this Agreement, shall constitute the entire
agreement between the parties in relation to
the conduct of the Trial. Each party
acknowledges that in entering into this
Agreement, it does not rely on any other
promise, warranty, or other provision except
as expressly provided for in this Agreement
and that all conditions, warranties and other
terms implied by statute or implicitly are
hereby excluded to the fullest extent permitted
by law.

Counterparts. This Agreement shall be
executed in four (4) counterparts in the Czech
and English languages, with each party
receiving one counterpart in both language
versions. In case of any discrepancy between
the Czech and the English versions, the Czech
version shall prevail.

No waiver. No failure or delay by a party in
exercising any right or remedy provided by
law or pursuant to this Agreement shall impair
such right or remedy, be construed as
a waiver, or preclude its exercise at any
subsequent time. No single or partial exercise
of any such right or remedy shall preclude any
other or further exercise of it or the exercise



. Biogen.

nevylouci jakykoli jiny ¢i dalsi jejich vykon ani
vykon jiného prava nebo opravného prostiedku.

(i) Neexistence prav tietich stran. S vyjimkou
pfipadd vyslovné uvedenych vtéto Smlouve
neudéluje nic v této Smlouve zadna prava jakékoliv
osobg, kterd neni stranou této Smlouvy.

14. Transparentnost

Jako ¢len EFPIA bude spole¢nost Biogen dodrZzovat
kodexy schvalené ze strany EFPIA, véetné Kodexu EFPIA
upravujiciho zvefejnovani pfevodi hodnot, ptijatého dne
24. cervna 2013, aodpovidajici platné narodni kodexy
zvefejnovani (dale jen ,,Platné Kkodexy zveiejniovani
EFPIA®).

Aby dodrzela své =zavazky dle Platnych kodexu
zvetejnovani  EFPIA, bude spoleCnost  Biogen
shromazd’ovat, zaznamenavat a zvei'ejnovat Informace (jak
jsou definovany nize) ohledné Pievodi hodnot (jak jsou
definovany nize) provedenych od 1. ledna 2015.

Informace ohledné¢ Pievodu hodnot budou sd€leny
nejpozdéji do 30. cCervna nasledujiciho po konci
kalendainiho roku, béhem kterého k danému Pievodu
hodnot doslo. Informace ohledné Pfevodd hodnot budou
zptistupnény verejnosti a zistanou vefejné dostupné po
dobu nejméné 3 let od okamziku, kdy byly tyto Informace
poprvé zverejnény.

Pro ucely tohoto ustanoveni znamena pojem ,,Prevod
hodnot* jakykoliv pfimy ¢i nepfimy ptevod hodnot, at’ jiz
V penézité nebo nepenczité podobé ¢i jinak, ktery se tyka
nasledujicich kategorii, jak je definovano podle Platnych
kodext zvetejiiovani EFPIA: dary a granty, nepenézité
vyhody Vv souvislosti s ucasti na lékatrskych konferencich
V ramci dalsiho vzdélavani, véetné
konferen¢nich/registracnich poplatku, sponzorské
smlouvy, jakoz i cestovni vylohy a naklady na ubytovani,
poplatky za sluzby a konzultace a jiné nepenézité vyhody.

Pro ucely tohoto clanku zahrnuje pojem ,,Informace*
zejména Castky predstavujici Prevody hodnot, jméno
a obchodni adresu, typ obdrzenych nepenézitych vyhod,
prislusné oznamovaci obdobi pro dany Pfevod hodnoty
ajeho tucel, jak je dale podrobné¢ uvedeno Vv Platnych
kodexech zverejiiovani EFPIA.

Zdravotnické zafizeni a zkouSejici berou na védomi
a souhlasi stim, Ze spoleCnost Biogen a jeji dcefiné
a sesterské spole¢nosti mohou v ramci Studie na zakladé
Platnych kodext EFPIA upravujicich zvefejiovani mit
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of any other right or remedy.

()  No Third-Party Rights. Unless expressly set
forth in this Agreement, nothing in this
Agreement shall confer any rights on any
person who is not a party to this Agreement.

14. Transparency

As a member of EFPIA, Biogen shall comply with the
codes enacted by EFPIA, including the EFPIA Code
on Disclosure of Transfers of Value adopted on 24
June 2013 and the corresponding applicable national
disclosure codes (the Applicable EFPIA Disclosure
Codes).

In order to comply with its obligations under the
Applicable EFPIA Disclosure Codes, Biogen will
collect, record and publish Information (as defined
below) regarding any Transfer of Value (as defined
below) made as from 1st January 2015.

Disclosure of Information made for a Transfer of
Value will take place no later than on 30 June
following the end of the calendar year during which
the concerned Transfer of Value occurred. Information
on Transfers of Value will be made publicly available
and will remain in the public domain for a minimum
of 3 years after the time such Information is first
disclosed.

For the purpose of this clause, “Transfer of Value”
means any direct or indirect transfer of value, in cash
or in kind or otherwise, which relates to the following
categories, as defined under the Applicable EFPIA
Disclosure Codes: donations and grants, non-monetary
benefits in connection with attending continuing
medical education conferences, including
conference/registration fees, sponsorship agreements,
as well as travel and accommodation expenses, service
and consultancy fees, as well as other benefits in kind.

For the purpose of this clause, “Information” includes,
without limitation, and as further detailed under the
Applicable EFPIA Disclosure Codes, the amounts
attributable to Transfers of Value, the name and
business address, types of non-monetary benefits
received, the relevant reporting period for a Transfer
of Value and the purpose of the Transfer of Value.

Institution and Investigator acknowledge and agree
that Biogen and its affiliates and subsidiaries may have
certain disclosure and reporting obligations in relation
to this Trial pursuant to the Applicable EFPIA



. Biogen.

uréité povinnosti tykajici se poskytovani udaji a hlaSeni, Disclosure Codes, including, without limitation, the
zejména poskytovani udaja / hlaseni poplatkd a plateb disclosure/reporting of fees and amounts payable
splatnych na zaklad¢ této Smlouvy. pursuant to this Agreement.

Spole¢nost Biogen bude predavat veskeré nutné  Biogen will report all necessary Information regarding
informace tykajici se plateb ajingch plnéni  Transfer of Value made from 1st January 2015 to all
uskuteénénych od 1. ledna 2015 piislusnym uradim  relevant Financial Transparency reporting authorities.
zodpoveédnym za transparentnost finan¢nich plnéni.
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NA DUKAZ CEHOZ Biogen, Zdravotnické zafizeni
a Zkousejici podepsali tuto smlouvu (v ptipade
spoleCnosti  Biogen a Zdravotnického  zafizeni)
prostfednictvim svych povéfenych zastupc

BIOGEN IDEC RESERACH LIMITED

Podepsano spolecnosti Quintiles Czech Republic s.r.0.,
na zakladé plné moci v zastoupeni BIOGEN

Podpis:

Jméno:
Funkce: Opravnéna podepisujici osoba

Datum:

Na zakladé plné moci Quintiles Czech Republic, s.r.o.

ZKOUSEJICi

Podpis:

Jméno: [N

Funkce: Zkousejici

Datum:

ZDRAVOTNICKE ZARIZEN]

Podpis:

Jméno: MUDr. Roman Kraus, MBA
Funkce: feditel

Datum:

Smluvni strana této Smlouvy vyhradné za ucelem uhrady

plateb dle této Smlouvy
CRO — QUINTILES CZECH REPUBLIC, S.R.O.

Podpis:

Jméno:
Funkce: Opravnéna podepisujici osoba

Datum:
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IN WITNESS WHEREOF, Biogen, the Institution and
the Investigator have executed this Agreement (in the
case of Biogen and the Institution) through their duly
authorized representatives.

BIOGEN IDEC RESERACH LIMITED

Signed by Quintiles Czech Republic s.r.o., under
a Power of Attorney, for and on behalf of BIOGEN

By:

Name:
Title: Authorized Signatory

Date:

Under a Power of Attorney Quintiles Czech Republic,
S.r.0.

INVESTIGATOR

By:
Name: | ENEEEE
Title: Investigator

Date:

INSTITUTION

By:

Name: MUDr. Roman Kraus, MBA
Title: Director

Date:

Party to the Agreement for payment purposes only
CRO - QUINTILES CZECH REPUBLIC, S.R.O.

By:

Name:
Title: Authorized Signatory

Date:




" Biogen
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Piiloha B
Prohlaseni Zkousejiciho

Studie ¢.: 215MS202 ,,Randomizované multicentrické
dvojité zaslepené placebem Kkontrolované Kklinické
hodnoceni hodnotici icinnost a bezpecnost piipravku
BIIB033 jako dopliikkové terapie izané
chorobu modifikujici 1é¢bé u pacient s relabujici
roztrousenou sklerézou*

o7

Ja, Zkousejici vramci Klinického hodnoceni (jak je
popsano ve Smlouvé 0 provedeni klinického hodnoceni, ke
které je pripojena tato Pfiloha) (dale jen ,,Smlouva
0 provedeni klinického hodnoceni*), timto zarucuji
a ujist'uji spole¢nost Biogen 0 nasledujicim:

() Neomezenost pro  provadéni  Klinického
hodnoceni. Jsem schopen tucastnit se Klinického
hodnoceni a nemam zadné zavazky vuci jakékoliv
tieti strang, které by mi mohly branit ¢i mé omezovat
pfi plnéni povinnosti uvedenych Vtéto Smlouvé

0 provedeni klinického hodnoceni.

(b) ZkuSenosti s klinickym hodnocenim. Nejsem
stranou zadného soudniho fizeni ani vySetfovani ze
strany jakéhokoliv Pfislusného organu nebo jinych
regulatornich organt. Zadné udaje, které byly
vysledkem mych piedchazejicich  klinickych
hodnoceni, nebyly zamitnuty z dvodu nepiesnosti
nebo proto, Ze jsem K nim dospél podvodem.

(c) Personal podilejici se na Klinickém hodnoceni.
K provadéni Klinického hodnoceni budu vyuzivat
pouze  tadné  kvalifikovanych  a zkuSenych

pracovniki, na které budu dohlizet a kontrolovat je.

(d) Pojisténi. Zdravotnické zafizeni ma uzavieno
vSeobecné pojisténi odpovédnosti, které se tyka mé
osoby Vv souvislosti s poskytovanim zdravotnickych
sluzeb vsouladu s§ 45 ust. 45 bod n) zakona ¢.
372/2011 Sb., o0 zdravotnich sluzbach, ve znéni
pozdéjsich predpisi, které pokryva vSeobecnou
zdravotni odpovédnost za poskytovani
zdravotnickych sluzeb Zdravotnickym zafizenim.
Certifikdt tohoto pojiSténi musi byt predlozen
spole¢nosti Biogen na jeji pisemnou Zadost.

(e) Finan¢ni zajmy. OsvédCuji, Ze jsem ja ani muj
partner/moje partnerka ani mnou vyzivované déti
neuzavieli zadné finanéni ujednani se spoleCnosti
Biogen, ani na spole¢nosti nemam zadné financni
podily, které by musely byt sdéleny podle bodu 21
CFR cast 54, zejména: (i) vySe ptfipadné odmeény,
kterou ja amoje partnerka/mlj partner amnou
vyzivované déti obdrzime nebude ovlivnéna

vysledkem Klinického hodnoceni (jak je definovano
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Schedule B
Investigator Statement

Study No.: 215MS202 “A Multicenter, Randomized,
Double-Blind, Placebo-Controlled Study in Subjects
with Relapsing Multiple Sclerosis to Evaluate the
Efficacy and Safety of BI1B033 as an Add-On Therapy
to Anti-Inflammatory Disease-Modifying Therapies”

I, the Investigator in the Trial (as described in the clinical
trial agreement to which this Schedule is attached (the
Clinical Trial Agreement)) hereby ensure and warrant to
Biogen as follows:

Freedom to Perform the Trial. lam free to
participate in the Trial and owe no obligations to any
third party that might prevent or restrict my
performance of the obligations specified in this
Clinical Trial Agreement.

@)

(b) Clinical Research History. | am not involved in any
regulatory litigation or investigation by any
Competent Authority or other regulatory authorities.
No data produced by me in any previous clinical
study has been rejected because of concerns as to its

accuracy or because it was generated by fraud.

(¢c) Trial Personnel. I shall use only properly qualified
and experienced personnel to carry out the Trial, and
such personnel shall work under my supervision and

control.

Insurance. The Institution maintains insurance of
general medical liability covering me with regard to
provision of medical services in accordance with par.
45 prov. 45, section n) Act no. 372/2011 Coll., on
Medical Services, as amended, covering general
medical liability at provision of medical services by
Institution. Certificate of this insurance shall be
submitted to Biogen upon its written request.

(d)

(e) Financial Interests. | certify that neither I, nor my
spouse or any dependent children, have entered into
and I will not enter into any financial arrangements
with Biogen, nor do | hold financial interests in
Biogen that are required to be disclosed pursuant to
21 CFR Part 54, namely: (i) the value of
compensation, if any, which Iand my spouse and
dependent children receive could not be affected by

the outcome of the Trial (as defined in 21 CFR



(f)

9

. Biogen.

vbodu 21 CFR c&ast 54.2 (a)), (ii)) ja amoje
partnerka/mtj partner amnou vyzivované déti
nemame zadné majetkové zajmy chranéné autorskym
pravem na jakychkoliv testovanych produktech (jak
je definovano v bodu 21 CFR ¢ast 54.2 (c)), (iii) nebo
vyznamny kapitalovy podil na spole¢nosti Biogen
(jak je definovano v bodu 21 CFR ¢ast 54.2 (b)) a (iv)
moje partnerka/mtj partner @ mnou vyzivované déti
ani ja nejsme piijemci vyznamnych plateb od
spole¢nosti Biogen (jak je definovano v bodu 21 CFR
¢ast 54.2 (f)). S ohledem na body (iii) a (iv) jsem si
védom, ze tyto zakazy se vztahuji na dobu, po kterou
povedu Klinické hodnoceni, ana dobu 1 roku od
ukonCeni Klinického hodnoceni. Zavazuji se
uvédomit neprodlené spole¢nost Biogen, jakmile se
dozvim 0 jakémkoliv takovém finan¢nim ujednani ¢i
Zajmu.

Vsechna pfislusna ustanoveni 21 CFR 54 uvedena
vySe jsou K dispozici na webovych strankach FDA
(www.fda.gov).

Dal8i zajmy. Spole¢nosti Biogen jsem sdélil veskeré
své osobni pifimé nebo nepiimé obchodni ¢i jiné
zajmy tykajici se Produktu, jakéhokoliv Materialu
nebo vedeni Klinického hodnoceni, které mohu mit ja
nebo ¢lenové mé rodiny nebo jiné, na mné zavislé
osoby.

Souhlas se zpracovanim osobnich udaji. Je mi
znamo, Ze spolecnost Biogen miize chtit zpracovavat
mé osobni udaje  poskytnuté v souvislosti
s Klinickym hodnocenim pro tucely legitimniho
fizeni, ovérovani a administrativni ucely
v souvislosti s cili smlouvy 0 provedeni Klinického
hodnoceni a jeho provadénim. Tyto osobni udaje
budou obsahovat kontaktni udaje, odbornost,
vzdélani a Skoleni, pfedchozi odborné cinnosti
a odborné aktivity nebo licencni podrobnosti. Budou
také ziskany informace 0 mém finan¢nim uctu, a to
pouze za ucelem kompenzace nebo thrady. Dale je
mi znamo a souhlasim, Ze tyto osobni tidaje mohou
byt, pokud to bude nutné pro vySe uvedené ucely,
predany tfetim strandm, vcetné jinych spolecnosti
spojenych se spolecnosti Biogen ve formé skupiny
a jejich poradct a poskytovateld sluzeb tietich stran,
jakoz iregulaénim organim (vCetné, bez omezeni,
prislusnym organim a danovym ufadim), jak je
pozadovano platnymi pravnimi pfedpisy ¢i
pfisluSnymi  burzovnimi  pravidly.  Potvrzuji
a souhlasim, ze Vvrozsahu povoleném pfislusnymi
zakony na ochranu osobnich daji mohou byt mé
osobni udaje odesilany a zpracovany mimo Evropsky
hospodatsky prostor (EEA), véetné zemi, kde jsou
osobni udaje chranény jinak nez v mé vlastni zemi.
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()

@)

54.2(a)), (ii) I and my spouse and dependent children
do not have a proprietary interest protected by
copyright in the products being tested (as defined in
21 CFR 54.2(c)), (iii) or a significant equity interest
in Biogen (as defined in 21 CFR 54.2(b)) and (iv)
I have not, and my spouse or dependent children
have not, been the recipient of significant payments
from Biogen (as defined in 21 CFR 54.2(f)). As
regards subparagraphs (iii) and (iv) I understand that
such prohibitions relate to the period in the course of
which I carry out the Trial and for 1 year following
completion of the Trial. | undertake to inform Biogen
immediately upon learning of the existence of any
such financial arrangements or interests.

All relevant provisions of the 21 CFR 54 stated above
are available on the FDA website (www.fda.gov)

Other Interests. | have disclosed to Biogen any
personal direct or indirect commercial or other
interests with respect to the Product, any Material or
relating to the conduct of the Trial | myself or
members of my family or any other persons
depending on me may have.

Consent to Processing of Personal Data.
| understand that Biogen may wish to process my
personal data provided in connection with the Study
for legitimate management, verification and
administrative purposes in connection with the
objectives of the Clinical Trial Agreement and the
conduct of this Trial. Such personal data will include
contact details, specialty, education and training,
previous professional activities and professional
practicing or licensing details. My financial account
details will also be collected only for compensation
or reimbursement purposes. | further understand and
agree that this personal data may, if necessary for the
above-mentioned purposes, be transferred to third
parties, including other companies related to Biogen
in the form of a group and their advisors and third-
party service providers, as well as to regulatory
authorities (including, without limitation, Competent
Authorities and tax authorities), as required by
applicable law or relevant stock exchange rules.
| accept and agree that to the extent allowable by
applicable data protection law, my personal data may
be transferred and processed outside the Economic
European Area (EEA), including countries where
personal data is protected differently than in my own
country.


http://www.fda.gov/
http://www.fda.gov/
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Zajistim, ze vSechny osobni udaje zaméstnanci
budou moci byt sdileny pouze Vv souladu
S ptislusnymi zakony na ochranu osobnich udaju.

Je mi znamo, Ze mam pravo piistupu ke svym
osobnim udajim, které ma spole¢nost Biogen za
ucelem opravy nebo upravy, nebo Vrozsahu
povoleném platnymi pravnimi ptredpisy mohu
pozadovat odstranéni nebo zablokovani dalSiho
zpracovani mych osobnich udaji, coz mohu kdykoli
provést kontaktovanim spole¢nosti Biogen. Corporate

Compliance, 225 Binney Street, Cambridge, MA
I
I

. Mam narok se odvolat
k Utadu pro ochranu osobnich idajii a prosadit dalsi
prava stanovena v § 11, 12 a21 zakona ¢ 101/2000
Sh., 0 ochrané osobnich udaju.

V budoucnu Vam spolecnost Biogen a ptidruzené
spole¢nosti v ramci skupiny Biogen, samy nebo
prostiednictvim zpracovateld dat, ktefi jednaji
jménem spole¢nosti Biogen, mohou chtit poskytnout
informace o sluzbach nebo programech, které
spole¢nost Biogen nabizi nebo sponzoruje, nebo
0 jinych tématech zajmu, které mohou byt pro Vas
zajimavé (,,Reklamni sd€leni®). Spole¢nost Biogen
nebude prodavat ani odesilat Vase osobni udaje zadné
nesouvisejici tieti strané K propaga¢nim ucelim bez
Vaseho vyslovného svoleni.

Timto souhlasim, Ze spolec¢nost Biogen a spole¢nosti
spolupracujici se spolecnosti Biogen me pro takové
propagaéni komunika¢ni ucely mohou kontaktovat
postou, e-mailem a/nebo telefonicky.

Tuto Pfilohu Ba Smlouvu o0 provedeni klinického
hodnoceni, ke které je Ptiloha B ptipojena, jsem si piecetl
031N a souhlasim s tim, Ze podminky
této Ptilohy a prislusnd ustanoveni Smlouvy 0 provedeni
klinického hodnoceni budou pro mé zavazné, zejména
zavazky vyplyvajici z ustanoveni Smlouvy 0 provedeni
klinického hodnoceni 0 nesdélovani tudajd, vlastnictvi
Vynalezl a publikovani udaju.

Podpis
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I will ensure that any Staff personal data may only be
shared in compliance with the applicable data
protection laws.

I understand that | have the right to access my
personal data held by Biogen for the purposes of
correction or modification, or to the extent allowed
by applicable law, to request the deletion or blocking
of further processing of my personal data, at any time
by contacting Biogen. Corporate Compliance, 225
Binnei Street, Cambridie, MA 02142, tel.
I am entitled to appeal to the Office for Personal Data
Protection and enforce other rights specified in
Sections 11, 12 and 21 of Act No. 101/2000 Coll., on
the Protection of Personal Data.

From time to time Biogen and affiliates within the
Biogen group of companies, by themselves or
through data processors acting on behalf of Biogen,
may wish to provide you with information about
services or programs that Biogen offers or sponsors,
or other topics of interest that may be of interest to
you (“Promotional Communications™). Biogen will
not sell or transfer your personal data to any
unrelated third party for promotional purposes
without your express permission.

| hereby authorize Biogen, and companies working
with Biogen, to contact me by mail, email, and/or
telephone for such promotional communication
purposes.

| have read this Schedule Band the Clinical Trial
Agreement to  which it is  attached on
........................... , and agree to be bound by the terms
and conditions of this Schedule and the relevant provisions
of the Clinical Trial Agreement, including but not limited
to the obligations of nondisclosure, ownership of
Inventions and publications set out in the Clinical Trial
Agreement.

Signature



. Biogen.

Priloha C
Uplatka¥stvi a korupce

Zdravotnické zafizeni, ZkousSejici, Personal a jakakoliv
jina osoba podilejici se na Klinickém hodnoceni (dale jen
»Strany Klinického hodnoceni®) jsou pii provadéni
klinického hodnoceni povinni vzdy dodrzovat ustanoveni
Zakona Spojeného kralovstvi Velké Britanie a Severniho
Irska o uplatkaistvi zroku 2010 (dale jen ,.Zdkon
0 uplatkaistvi), Zakona Spojenych statd americkych
0 zahrani¢nich korup¢nich praktikach z roku 1977 (dale
jen ,,FCPA®) a jakékoliv dalsi ptislusné protitplatkaiské
a protikorup¢ni legislativy (spole¢né dale jen ,,Piislusna
protikorupéni legislativa‘).

Strany Klinického hodnoceni odpovidaji za obeznameni
se s ustanovenimi Piislusné protikorupéni legislativy a za
jejich dodrzovani. Nize je nicméné uvedeno shrnuti
klicovych zasad Zakona 0 uplatkatstvi a FCPA.

(A) Strany Klinického hodnoceni musi vzdy jednat
Cestné a poctivé a dodrZovat nejpiisnéjsi etické zasady.

(B) Strany Klinického hodnoceni nesmi Zadné osobé
zaplatit, poskytnout nebo nabidnout jakoukoliv platbu,
dar nebo jiny prospéch ¢i vyhodu za ucelem:
M ziskani jakékoliv neopravnéné vyhody; nebo
(i) nabadani pfijemce nebo jiné osoby, aby uéinila
nebo neucinila jakykoliv tkon Vrozporu se
svymi povinnostmi nebo odpovédnosti (nebo za
ucelem odmeénéni takového jednani).
Toto omezeni plati vzdy a za vSech okolnosti. Aby se
predeslo pochybnostem, vztahuje se jak na spolupraci
S ,,ufednimi osobami®, tak na spolupraci se zaméstnanci
a zastupci komercnich podnik.
© Zvlastni pozornost vSak musi byt vénovana
spolupraci S ufednimi osobami. Strany Klinického
hodnoceni nesméji zaplatit, poskytnout nebo nabidnout
jakoukoliv platbu, dar nebo jiny prospéch ¢i vyhodu za
ucelem ovlivnéni ukonti nebo rozhodovani ufedni osoby
(ani takovou osobu nabadat, aby vyuzila svého vlivu na
jinou osobu, subjekt nebo statni organ nebo aby
zapusobila nebo ovlivnila jakykoliv ukon nebo
rozhodnuti takové jiné osoby, subjektu nebo statniho
organu).
(D) Pojem ,,ufedni osoba“ zahrnuje jakoukoliv osobu
jednajici jménem jakéhokoliv ministerstva, statniho
ufadu nebo organu nebo jakéhokoliv staitem vlastnéného
nebo ovladaného podniku. Jednd se mnapftiklad
0 zdravotnické pracovniky zaméstnané statni nemocnici
¢i klinikou nebo nemocnici ¢i klinikou spravovanou
mistni samosprdvou ao predstavitele vefejnych
mezinarodnich organizaci.
(E) Strany Klinického hodnoceni nesméji zaplatit,
poskytnout nebo nabidnout jakoukoliv platbu, dar nebo
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Schedule C

Bribery and Corruption
The Institution, the Investigator, the Staff and any other
person contributing to the Trial (the Trial Parties) shall at
all times in the conduct of the Trial comply with the
Bribery Act 2010 of the United Kingdom (Bribery Act),
the Foreign Corrupt Practices Act 1977 of the United
States of America (FCPA), and any other applicable anti-
bribery and anti-corruption legislation (together the
Applicable Anti-Corruption Legislation).

It is the responsibility of the Trial Parties to ensure that
they are familiar with, and comply with, the provisions of
the Applicable Anti-Corruption Legislation.
Nevertheless, the following is intended as a summary of
the key principles underlying the Bribery Act and the
FCPA.
(A) The Trial Parties must at all times act with
integrity and honesty and comply with the highest ethical
standards.
(B) The Trial Parties must not make, give, or offer
any payment, gift or other benefit or advantage to any
person or the purposes of:
) securing any improper advantage; or
(i) inducing the recipient or another person to do or
omit to do any act in violation of their duties or
responsibilities (or for the purposes of rewarding
such conduct).
This restriction applies at all times and in all contexts. For
the avoidance of any doubt, it applies both to dealings
with “public officials” and to dealings with employees
and agents of commercial enterprises.
© Nevertheless, particular care must be exercised
with dealings with public officials. The Trial Parties must
not make, give or offer any payment, gift or other benefit
or advantage for the purposes of influencing any act or
decision of a public official (or inducing such official to
use their influence with another person, entity or
government instrumentality or to affect or influence any
act or decision of such other person, entity or government
instrumentality).

(D) The term "public official" includes any person
acting on behalf of any government department, agency
or instrumentality or any state-owned or controlled
enterprise. By way of example, this includes health care
professionals employed by a state- or local municipality-
run hospital or clinic, and representatives of public
international organizations.

(E) The Trial Parties must not make, give or offer any
payment, gift or other benefit or advantage to any person



- Biogen.

jiny prospech ¢i vyhodu jakékoliv osob€, pokud je jim

znamo nebo pokud maji podezieni, Ze veskeré tyto

penize, dar, prospéch nebo vyhoda nebo jejich ¢ast budou

piimo ¢i nepiimo pouzity v rozporu s body (B) nebo (C)

vyse.

(F) Strany Klinického hodnoceni jsou povinny vést

audrzovat ucetni knihy, zaznamy a vykazy, které

pfiméfené podrobng, presné aspravné zachycuji

transakce a nakladani s majetkem Stran Klinického

hodnocenti;

(G) Strany Klinického hodnoceni jsou povinny

vytvaret a udrZzovat systém kontrol interniho ucetnictvi,

které dostatecné zajisti, Ze:

M transakce jsou provadény Vv souladu s obecnym

i zvlastnim povéfenim vedeni;

(i) transakce jsou dle potieby zaznamenavany

() ke zpracovani finanénich vykazt v souladu
S obecné platnymi Géetnimi principy nebo
jakymikoliv jinymi podminkami platnymi
pro takové vykazy; a

(1) kzaucétovani aktiv;

piistup k aktivim je povolen pouze Vv souladu

S obecnym a zvlastnim povétenim vedeni;

(iii)

(iv) zauftovana  aktiva  jsou  V pfiméfenych
intervalech porovnavana s existujicimi aktivy a v
souvislosti s jakoukoliv nesrovnalosti budou

podniknuty pifimétené kroky.
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whilst knowing or suspecting that all or a portion of such
money, gift, benefit or advantage will be used, whether
directly or indirectly, in breach of (B) or (C) above.

(F) The Trial Parties shall make and keep books,
records, and accounts, which, in reasonable detail,
accurately and fairly reflect the transactions and
dispositions of the assets of the Trial Parties;

(G) The Trial Parties shall devise and maintain

a system of internal accounting controls sufficient to

provide reasonable assurances that —

(i transactions are executed in accordance with

management’s general or specific authorization;

(i) transactions are recorded as necessary

() to permit preparation of financial statements
in conformity with generally accepted
accounting principles or any other criteria
applicable to such statements, and

(I to maintain accountability for assets;

access to assets is permitted only in accordance

with management’s general or specific

authorization; and

the recorded accountability for assets is

compared with the existing assets at reasonable

intervals and appropriate action is taken with

respect to any differences.

(iii)

(iv)



