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PRVNi DODATEK

SMLOUVY O KLINICKEM HODNOCENI
C. 08/0VZ/13/039-P

Tento PRVNi DODATEK setyka téchto smluvnich
stran:

Chiltern International, s.r.o., Business Centrum
Zalesi, budova A2, Pod Visfiovkou 31/1661, 140 00
Praha 4, Ceska republika, IC: 281 78 777, zastupovana
jednatelem spoleénosti MUDr. Dariuszem Walachem,
(dale jen ,Chiltern®);

a

Fakultni nemocnice Ostrava

17. listopadu 1790/5, 708 52 Ostrava-Poruba

IC: 00843989, DIC: CZ00843989

Zfizovaci listina MZ CR ze dne 25. listopadu 1990 &.j.
OP-054-25.11.90

Zastoupena feditelem

(dale jen ,Zdravotnické zafizeni*)

a

MUDr. Jaroslav Hajek, Klinika onkologicka, Fakultni
nemocnice Ostrava, 17. listopadu 1790, 708 52
Ostrava-Poruba (déle jen ,Zkousejici®)

JELIKOZ spoleénost Chiltern, Zdravotnické zafizeni
a zkousejici uzavreli smlouvu o provedeni klinického
hodnoceni s datem ucinnosti 27. bfezna 2014, tykajici
se poskytnuti sluzeb vramci klinického hodnoceni
(»smlouva®) v souvislosti s hodnocenim spole¢nosti
SOTIO a.s., Jankovcova 1518/2, Praha 7, Ceska
republika, 170 00, IC 24662623, zapsané v obchodnim
rejstiiku Méstského soudu v Praze, oddil B, vloZka
€. 16136  (,zadavatel), snazvem ,Faze |llI
randomizované dvojité  zaslepené  multicentrické
paralelni studie k posouzeni ucinnosti a bezpecénosti
pfipravku DCVAC/PCa oproti placebu u muzli s
metastatickym kastracné rezistentnim karcinomem
prostaty, ktefi jsou vhodni pro chemoterapii prvni linie
(»Klinické hodnoceni®) provadénym podle protokolu
zadavatele Cislo SP005 znamého jako ,Viable®
a zaclenéného zde formou odkazu (,protokol‘) a

JELIKOZ si smluvni strany preji tuto smlouvu upravit
tak, aby odraZela zmény provedené v Pfiloze B
(Rozpodet), k nimz doslo v disledku navySeni Castky
uréené na odmeény, jak je podrobnéji popsano nize,

VDUSLEDKU TOHO asohledem na vzajemné
dohody nize podepsanych stran aza fadné
a pfiméfené protipinéni se smluvni strany timto
zavazuji upravit znéni smlouvy nasledovné:

FIRST AMENDMENT
TO
CLINICAL TRIAL AGREEMENT
No. 08/0VZ/13/039-P

This FIRST AMENDMENT by and between:

Chiltern International, s.r.o., Business Centrum
Zalesi, Building A2, Pod Visnovkou 31/1661, 140 00
Praha 4, Czech Republic, Company No.: 281 78 777,
represented by the Executive Manager of the company
MUDr. Dariusz Walach, (hereinafter referred to as
“Chiltern”); and

University Hospital Ostrava

17. listopadu 1790/5, 708 52 Ostrava-Poruba
Company No.: 00843989, VAT No.: CZ00843989
Foundation document of Minister of Health (MZ CR)
dated 25November1990 Reg. No. OP-054-25.11.90
Represented by director

(hereinafter referred to as “Institution”)

and

MUDr. Jaroslav Hajek, Clinic of Oncology, University
Hospital Ostrava Poruba, 17. listopadu 1790, 708 52
Ostrava, (hereinafter referred to as “Investigator”)

WHEREAS, Chiltern, Institution and Investigator
entered into the Clinical Trial Agreement with an
effective date of 27 March 2014 relating to clinical trial
services (the “Agreement”) in connection with SOTIO
a.s., Jankovcova 1518/2, Prague 7, Czech Republic,
17000, registration number 24662623, registered by
Municipal Court in Prague, Part B, Insert No. 16136
(“Sponsor”) clinical trial entitled, “A Randomized,
Double Blind, Multicenter, Parallel-group, Phase IlI
study to evaluate efficacy and safety of DCV AC/PCa
versus Placebo in Men with metastatic Castration
Resistant Prostate Cancer eligible for " line
chemotherapy” (“Study”) according to Sponsor's
protocol number SP005 known as “Viable” incorporated
herein by reference (“Protocol’); and

WHEREAS, the parties desire to amend the Agreement
to reflect changes in the Exhibit B Budget due to
increase of Remuneration fee as further described
herein.

NOW, THEREFORE, in consideration of the mutual
agreements of the undersigned and for good and
valuable consideration, the parties hereto agree to
amend the Agreement as follows:
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S Ucinnosti od 16. Cervna 2016 je ¢ast zvana
Rozpocet, zmifovand vtéto smlouvé ak ni
pfilozena jako pfiloha B, odstranéna v piném
rozsahu  anahrazena Casti  nazvanou
Rozpocet, jeZ je k tomuto dokumentu pfiloZzena
jako pfiloha 1. Odména uvedena
v ustanoveni 1 a) pfilohy B: Pravidla rozpoctu,
tykajiciho se této smlouvy, se budou vztahovat
pouze na pacienty v klinickém hodnoceni, ktefi
podstoupili screening dne 16. ¢ervna 2016
a pozdsji. RozpoCet byl navySen, aby vyse
Castek hrazenych za sluzby poskytnuté
zkousejicim lépe odrézela narlst
oddvodnénych nakladi na poskytovani téchto
sluzeb. Ktomuto opatfeni bylo pfikro¢eno
v souladu se zasadami, jejichZ cilem je zajistit,
aby kompenzace za poskytnuté sluzby byla
pfiméfena, arovnéz proto, Zze od podpisu
smlouvy uplynul jiz ngjaky Cas. Odména
uvedenad v ustanoveni 1b) vzoru B: Pravidla
rozpoGtu se budou inadale vztahovat na
pacienty v klinickém  hodnoceni,  ktefi
podstoupili screening pfed 16. ¢ervnem 2016.

S vyjimkou specifickych pfipadd stanovenych touto
smlouvou budou vSechny ostatni podminky uvedené
v této smlouvé inadale piné platné a ucinné. Pokud
tento dodatek nestanovi jinak, pojmy vném pouZité
a definované v uvozovkach na zaCatku dodatku maji
tentyZ vyznam jako pojmy definované ve smlouvé.

Smluvni strany timto berou na védomi a souhlasi, Ze
Zdravotnické zafizeni je povinno zvefejnit tento
Dodatek spolu se Smlouvou v souladu se zak. €.
340/2015 Sb., o Registru smluv. ZkouSejici souhlasi se
zvefejnénim svého jména v souvislosti s timto
Dodatkem a Smlouvu na zakladé zakona o registru
smluv.

NA DUKAZ TOHO podepsali zplnomocnéni zastupci
smiuvnich stran tuto smlouvu s platnosti od data
posledniho podpisu smluvni strany a vzajemné si
pfedali jeji vyhotoveni.

Effective as of 16 June 2016, the Budget
referenced in and attached to the Agreement
as Exhibit B is deleted in its entirety and is
replaced with the Budget attached hereto as
Appendix 1. The remuneration included in
clause 1 a) of the Exhibit B: Budget of the
Agreement will be applicable only with regards
to the Study patients screened on and after 16
June 2016 and it has been increased to adjust
the payments for the services provided by
Investigator to reflect an increase in the
reasonable cost of the services. This has
been done in accordance with the principles of
ensuring the compensation for services is
reasonable in view of the amount of time that
has elapsed since the execution of the
Agreement. The remuneration included in
clause 1 b) of the Exhibit B: Budget will remain
applicable concerning the Study patients
screened before 16 June 2016.

Except as specifically set forth herein, all other terms
and conditions contained in the Agreement shall remain
in full force and effect. Unless otherwise defined in this
Amendment, capitalized terms used herein shall have
the same meaning defined in the Agreement.

Smluvni strany timto berou na védomi a souhlasi, ze
Zdravotnické zafizeni je povinno zvefejnit tento
Dodatek spolu se Smlouvou v souladu se zak. &.
340/2015 Sb., o Registru smluv. Zkousejici souhlasi se
zvefejnénim svého jména v souvislosti s timto
Dodatkem a Smlouvu na zakladé zékona o registru
smluv.

IN  WITNESS WHEREOF, duly authorized
representatives of the parties have executed and
delivered this Agreement as of the date of the last
signature.
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Pfijato a schvaleno / Accepted and Agreed:

CHILTERN INTERNATIONAL, s.r.0.

Podpis / Signature:_____ [

Jméno hdlkovym pismem / Printed Name:____MUDr. DARIUSZ WALACH

Titul / Title: Jednatel / Executive Manager

Datum/Date: [

FAKULTNi NEMOCNICE OSTRAVA

Podpis /Signature:___ [HNNNEREEENNENNENNNNN =

Jméno hllkovym pismem / Printed Name: MUDr. JOSEF SROVNAL

Titul / Title: naméstek reditele pro 1é¢ebnou pédi , assistant director for health care

Datum/Date: |

MUDr. Jaroslav Hajek

Podpis / Signature: ]
Titul / Titl: I
Datum / Date:___ |
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PRILOHA 1
Revidovany a novelizovany vzor B: RozpocCet

APPENDIX 1
Revised and Restated Exhibit B: Budget

Piiloha B: Rozpocet

Exhibit B: Budget

DEFINICE:

,Hodnotitelny pacient* — Pacient zapojeny do studie, ktery
splfiuje v8echna vstupni kritéria a nespliuje Zadna
vyluCovaci kritéria, podstoupil fadny screening a byl
randomizovan do IVRS v souladu s Protokolem, dostal
nejméné jednu davku studijniho léku a dodrZzel postupy
Protokolu.

Zahrnuje to Pacienty zapojené do studie, ktefi byli ze
Studie vylouéeni v disledku nezadouci prihody nebo z
jakéhokoli jiného dlvodu, za ktery Zdravotnické zafizeni
a/nebo ZkouSejici nenese odpovédnost, nebo Pacienty
zapojené do studie, u kterych byla UCast ve Studii
ukonCena v dlsledku Umrti béhem Studie. VSechny
pozadované Udaje byly zaznamenany do elektronickych
formulafl pro zaznamy subjektd hodnoceni (,eCRF*) a
veSkeré dotazy vznesené na zakladé monitorovani Studie
Zadavatelem a spoleCnosti Chiltern byly uspokojivé
zodpovézeny.

,Pacient, ktery porusil protokol* — Pacient zapojeny do
studie, ktery byl zafazen do Studie, ale nesplnil vSechna
vstupni kritéria, nebo ktery splnil jedno z vyluovacich
kritérii, nebo ktery neni zkouman v souladu s Protokolem.

,Pacienti s nelispéSnym screeningem® — Pacienti zapojeni
do studie, ktefi po uplynuti Protokolem stanoveného
screeningového obdobi nesplnili vstupni kritéria stanovena
Protokolem umoZzhujici jejich randomizaci do IVRS, nebo
pacienti, ktefi se po uplynuti Protokolem stanoveného
screeningového obdobi rozhodli v G€asti ve studii jiz
nepokradovat a odvolali sv(j souhlas pfed svou
randomizaci do IVRS.

1. Platba na navstévu
a) S ohledem na plnéni Zdravotnického zafizeni a
ZkouSejiciho podle této Smlouvy spoleénost Chiltern
souhlasi s tim, Ze po obdrZeni finanénich prostfedkd od
Zadavatele vyplati pfisluSnou odménu, ktera bude
vypocitana takto (dale jen ,Odména®):

V8echny Castky splatné za jednotlivé uskuteCnéné
navstévy za kaZzdého Pacienta zapojeného do studie:

Platba za pacienty, ktefi podstoupili screening dne
16. Cervna 2016 a pozdsji

DEFINITIONS:

“Evaluable Patient” — A Study patient who met all inclusion and
none of exclusion criteria and who was correctly screened and
randomised into the IVRS in accordance with the Protocol,
received at least one dose of study medication and adhered with
the procedures requested by the Protocol.

This includes Study patients who are withdrawn by reason of
adverse event or any other reason that is not in the
responsibility of the Institution and/or the Investigator or Study
patients who withdraw due to death, during the Study. All
required data have been entered into the electronic case report
form (“eCRF”) and all queries arising from the Sponsor or
Chiltern’s monitoring were clarified.

"Protocol Violator" — A Study patient who was entered into the
Study but who failed to meet all of the inclusion criteria or who
met one of the exclusion criteria or who is not studied according
to the Protocol.

“Screen Failures” — Screened study patients who, following the
Protocol screening period, did not fulfil Protocol Eligibility criteria
that allowed them to be randomised in the IVRS or patients who,
following the Protocol screening period decided not to
participate further in the study and withdrew their consent prior
to being randomised in the IVRS.

1. Payment Per Visit
a) In consideration of the performance of the Institution
and Investigator under this Agreement, Chiltern, upon receipt of
funds from Sponsor, agrees to pay the remuneration which shall
be calculated on the following basis (hereinafter referred to as
“Remuneration”):

All fees payable for a completed visit type per Study
patient

Fees for Study patients screened on and after 16 June 2016
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13092 €
(kdyz
Ccm)
Celkem

16122 €
(kdyz
MRI)

13,092 € | 16,122 € (if
@ifcT) MRI)

Total

b) Platba za pacienty, ktefi podstoupili screening pred

16. éervnem 2016

b) Fees for Study patients screened before 16 June 2016
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12370€ 15400¢€ (if

12370€ | 15400€
@ifcT) MRI)

(kdyz (kdyz
cm) MRI) Total

Celkem

c)

d) h 'Zdr?votnvlckeo dzarv|zen| a Zﬂlzousejlgl rozumi -a d) Institution and Investigator understand and agree that
sobu dav3| 53 m, zek amena ,T( cas lytgve ene vyse ﬁ the Remuneration and amounts mentioned above and in Articles
V00de o Nize pokryva)l Veskere piatby Ve Prospech | 5 pejow covers any and all fees to the Institution and
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Zdravotnického zafizeni a ZkouSejiciho, vSech finan¢nich
prostfedk(l na naklady, které Zdravotnické zafizeni nebo
Zkousejici pfidéli Vyzkumnému personalu, budou-li néjaké,
a nakladi a vydajd, které vzniknou Zdravotnickému
zafizeni nebo ZkouSejicimu v souladu s touto Smlouvou.

e) Strany rozumi a souhlasi s tim, Ze spole¢nost
Chiltern nevyplati Zadnou Odmeénu za zadné navstévy
provedené po skonceni screeningu ve spojeni s jakymkoli
Pacientem zapojenym do studie, ktery nespliiuje vstupni a
vyluGovaci kritéria Protokolu, nebo na kterého se vztahuje
zavazné poruSeni Protokolu.

Platby za neplanované a nasledné navstévy (nasledné
telefonické navstévy anasledné navstévy bez

Investigator any costs which are to be allocated by Institution or
Investigator to the Research Staff, if any and costs and
expenses to be incurred by the Institution or Investigator under

this Agreement.

e) It is understood and agreed that no Remuneration will
be paid by Chiltern for any visits performed after screening in
relation to any Study patient who does not conform to the
Protocol’s inclusion and exclusion criteria or in relation to whom
serious deviations from the Protocol have been made.

o

provedeni zobrazeni:

ve 12tydennim
cyklu (navstéva
na  pracovisti
bez provedeni
zobrazeni); tyto
naklady  jsou
definovany ve

Nazev navstévy | Poplatek za | Pozadavky
navstévu

Nasledna Poplatek za | Poplatek za tyto

telefonicka navstévu  ¢ini | telefonické

navstéva Bl nakiadd | navstdvy  Ize

ve 12tydennim | na  néaslednou | narokovat

cyklu navstévu pouze  tehdy,

pokud navstévu
na  pracovisti
neni mozno
uskutegnit  ze
specifickych

ddvodd  (napf.
pacient nema

snaklady na
podani HLP pfi
navstévach
C212, C3T2,
C6T2 aC7T2
uvedenymi

v ustanoveni 1

smlouvé. moznost
dopravit se do
zdravotnického
zafizeni).
Néasledna Poplatek Poplatek  Ize
navstéva ve | odpovida narokovat
12tydennim standardnimu pouze  tehdy,
cyklu (bez | poplatku za | neni-li  mozné
provedeni navstévu  bez | zobrazeni
zobrazeni) provedeni béhem
zobrazeni aje | nasledné
totoZny navstévy

z odiivodnéné
pfiCiny provést
(napf.  mistni
regulacni

omezeni) nebo
neni-li  jiz na
zakladé

Payments for Unscheduled and Follow-Up visits (Phone
Follow-Up visit and FU visit without imaging)

Visits name Per visit fee Requirements

Phone Follow-Up | The visit fee | Such phone visits
visit 12-week | equals to [J| of | are applicable only
cycles the FU 12-week | in case on site
cycles visit (on site | visit is not possible
visit without | due to a specific
imaging) cost as | reason (e.g.
such  cost s | patient travel to
defined in | Institution is
Agreement impossible)

Follow-Up visit 12- | This fee | Applicable only in
week cycles | corresponds to the | case imaging
(without imaging) | standard fee for a | during FU visit is
visit  with  no | impossible due to
imaging and | any valid reason
equals to the IMP | (e.g. Local
administration cost | Regulatory

at visits C2W2, | restrictions) or not

C3W2, required per Study
C6W2 or CTW2 as | Protocol anymore
per Payment | due to confirmed

schedule in clause | disease
1 (a) of the Exhibit | progression
B to Agreement
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a) pfilohy B | ustanoveni
platebniho protokolu
kalendéfe této | klinického
smlouvy. hodnoceni
nutné
v dusledku
potvrzené
progrese
onemocnéni.
Neplanovana Poplatek za | Musi byt
navstéva navstévu  &ini | vyplnén
Il nékladi na | avalidovan
néslednou elektronicky
navstévu ve | zaznam eCRF
12tydennim a zodpovézeny
cyklu (navstéva | dotazy  CRO.
na  pracovisti | nevzniknou
bez provedeni
zobrazeni); tyto
naklady  jsou
definovany ve
smlouve.

Chiltern, zdravotnické zafizeni a zkouSejici souhlasi s tim,
Ze tento bod platebnich podminek je vsouladu se
zasadami Uhrady spravedlivé trzni ceny za provedeni
postupll vramci klinického hodnoceni aze CRO
zastupujici zadavatele ani zadavatel samotny v souladu
s timto harmoniza¢nim dopisem neprovede Uhradu Zadné
Castky (celé ¢astky ani jejiho podilu) tfeti stranég, a to pfimo
ani nepfimo, ve formé rabatu nebo slevy na nakup vyrobkd
zadavatele.

Zdravotnické zafizeni a zkouSejici berou na védomi, ze
Uhrada C&astek neplanované anasledné navstévy je
zodpovédnosti zadavatele a spolecnost Chiltern neni za
jejich uhradu odpovédna, dokud nebudou ve stanovené
vySi vyplaceny zadavatelem

2. Pacienti, ktefi porusili Protokol

Za Pacienty, ktefi porusi Protokol, nebude
poskytnuta Zadna platba poCinaje navstévou, po které k
poruSeni Protokolu dolo.

3.

Unscheduled visit | The  visit fee | eCRF completed
equals | % of | and validated and
the FU 12-week | CRO queries
cycles visit (on site | resolved

visit without
imaging) cost as
such  cost is
defined in
Agreement

Chiltern and Institution and Investigator agree that this payment
term is consistent with the principles of fair market value
payments for the performance of Study related activities and
that no payments by CRO on behalf of the Sponsor or by
Sponsor pursuant to this Reconciliation Letter shall be passed in
whole or in part, directly or indirectly, to any third party as a
rebate or discount for the purchase of Sponsor product.

Institution and Investigator acknowledge(s) that payments under
this Reconciliation Letter are the responsibility of Sponsor and
Chiltern will not be held liable for payments until they have been
paid by Sponsor for fees due.

2. Protocol Violators
There will be no payment for Protocol Violators, after
the visit the protocol violation occurred.
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4. Vedlej$i néklady

a) Naklady za sluzby poskytnuté etickou komisi
Naklady za sluzby poskytnuté etickou komisi budou
uhrazeny poté, co spole¢nost Chiltern obdrzi fakturu od
Zdravotnického zafizeni alnebo Zkou$ejiciho spolu
s pfislusnymi Uctenkami nebo jakoukoli jinou presnou a
pfisluSnou dokumentaci.

b) Cestovni naklady vzniklé Pacientovi zapojenému
do studie

Za cestovni naklady vzniklé pacientovi zapojenému do
studie a jiné souvisejici odivodnéné vicenaklady (napf. za
parkovani) bude uhrazena pausélni ¢astka

4, Pass Through Costs

a) Ethics Committee Costs

Ethics Committee costs will be paid upon Chiltern’s receipt of an
invoice from the Institution and/or Investigator which shall be
accompanied by respective receipts or any other accurate and
appropriate evidenced documents.

b) Study Patient Travel Costs

For study patient travel expenses and associated other
reasonable out of pocket expenses (e.g. parking) a flat fee of
will be paid of

iy
E
—
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Bank’ovni Udgie _ ' . Banking details:

Jmeno majitele uctu: Fakultni nemocnice Name of account holder: Fakultni nemocnice
Ostrava

Néazev banky: f Bank name:

Bankovni kod: | ] Sort code:

Kéd uctu -— Account code:

IBAN | IEhEY
]

SWIFT: IR

Poznamka - Reference text

Variabilni symbol: -— Variable symbol

V8echny faktury budou zaslany na feditelstvi Chiltern | All invoices will be sent to Chiltern International,
International, s.r.o.,
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