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FIRST AMENDMENT
TO
CLINICAL TRIAL AGREEMENT

This FIRST AMENDMENT becomes valid and effective
on the day of the last signature (“Effective Date”) i.e.
among:by and between:

CHILTERN  INTERNATIONAL, s.r.o., Business
Centrum Zalesi, Building A2, Pod Visnovkou 1661/31,
140 00 Praha 4, Czech Republic, registered in the
Commercial Register maintained by the Municipal
Court in Prague, section C., Insert: 130938,
identification No.: 281 78777, tax ID No.:
CZ28178777, represented by

executive manager (hereinafter referred
“Chiltern”); and

to as

VSEOBECNA FAKULTNi NEMOCNICE V PRAZE,
U Nemocnice 499/2, 128 08 Prague 2, Czech Republic
Reg. No.. 00064165, Tax No.. CZ00064165,

represented by |GG

Director, (hereinafter referred to as “Institution”)
and

I  Onkologicka  Klinika

VSeobecna fakultni nemocnice v Praze, Karlovo
namesti 32, 128 08 Prague 2, Czech Republic
(hereinafter referred to as “Investigator”)

WHEREAS, Chiltern, Institution and Investigator
entered into the Clinical Trial Agreement with an
effective date of 18 August 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, Sponsor, through Chiltern, authorized the
Institution and Investigator, and Institution and
Investigator agreed to perform some additional visits
and/or provide additional services for Study (per
Protocol) as further described herein;

PRVNi DODATEK
v KE ra r
SMLOUVE O KLINICKEM HODNOCENi

Tento PRVNI DODATEK nabyva platnosti dnem podpisu
posledni smluvni stranou (“Datum platnosti”), a to mezi:

CHILTERN INTERNATIONAL, s.r.0., se sidlem Business
Centrum Zalesi, Building A2, Pod ViSfovkou 1661/31, 140
00 Praha 4, Ceska republika, zapsana v obchodnim
rejstiku vedeném Méstskym soudem v Praze, oddil C.,
vlozka 130938, IC: 281 78777, DIC: CZ28178777,
zastoupena , jednatelem (dale
jen ,Chiltern®);

a

VSEOBECNA FAKULTNi NEMOCNICE V PRAZE,
U Nemocnice 499/2, 128 08 Praha 2, Ceska republika, IC:
00064165, DIC: €Z00064165, zastoupena | EGzN

I cditelou, (dale jen
,Zdravotnické zafizeni®)

a

I < racovistém na adrese

Onkologicka klinika, VSeobecna fakultni nemocnice
v Praze, Karlovo namésti 32, 128 08 Praha 2, Ceska
republika, (dale jen ,Zkousejici®)

JELIKOZ spoleénost Chiltern, Zdravotnické zafizeni a
zkouSejici uzavfeli Smlouvu o provedeni klinického
hodnoceni s datem Uginnosti 18. srpna 2014, tykajici se
poskytnuti  sluzeb vramci klinického hodnoceni
(,smlouva®) v souvislosti s klinickym  hodnocenim
spoleénosti SOTIO a.s., Jankovcova 1518/2, Praha 7,
Ceska republika, 17000, IC 24662623, zapsané
u Méstského soudu v Praze, oddil B, viozka ¢&. 16136
(,zadavatel*), s nazvem ,Faze Il randomizované dvojité
zaslepené multicentrické paralelni studie k posouzeni
uginnosti a bezpecnosti pripravku DCVAC/PCa oproti
placebu u muzi s metastatickym kastraéné rezistentnim
karcinomem prostaty, ktefi jsou vhodni pro chemoterapii
prvni linie* (,klinické hodnoceni®), provadénym podle
protokolu zadavatele ¢islo SP005 znamého jako ,Viable*
a zaclenéného zde formou odkazu (,protokol) a

JELIKOZ zadavatel povéfil prostfednictvim spolecnosti
Chiltern Zdravotnické zafizeni a zkou$ejiciho provedenim
jistych dodateCnych navstév a/nebo poskytnutim dalSich
sluzeb v klinickém hodnoceni (na zakladé protokolu), jak
je déale popsano v tomto dodatku, a Zdravotnické zafizeni
a zkouSejici s tim souhlasili,
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WHEREAS, the parties desire to amend the
Agreement to change the Banking details of Institution,
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: section 1 of the
Exhibit B — Budget is amendment by section f) as
follows:

() “Following the receipt by Chiltern of
the supporting documentation, including but not
limited to the copies of the extracts from Study
patients source data that confirms that Phone
Follow-up visit andfor Follow-up visit (without
imaging) and/or Unscheduled visit has been
accomplished and/or following the receipt by
Chiltern/Sponsor of the correctly entered and
verified by Chiltern eCRF data related to such
completed Unscheduled and/or Phone Follow-up
visits and/or Follow-up visits (without imaging)
and following the delivery of this Amendment
signed and acknowledged by Institution
/Investigator and acceptance by Chiltern of the
relevant invoice, the Sponsor through Chiltern
will make payments to the Institution for the
following additional visits:

Per visit fee

JELIKOZ doslo ke zméné& bankovnich Udajl
Zdravotnického zafizeni a strany si pfeji doplnit smlouvu
tak, aby odraZela uvedenou zménu.

V DUSLEDKU TOHO a s ohledem na vzajemné dohody
nize podepsanych stran aza fadné a piiméfené
protiplnéni smluvni strany timto souhlasi upravit znéni
smlouvy nasledovné: ¢lanek 1 pfilohy B Rozpocet se
doplfiuje o bod f) takto:

() Zadavatel uhradi  Zdravotnickému
zafizeni  odpovidajici  Castky  prostfednictvim
spole¢nosti Chiltern poté, az spolecnost Chiltern
obdrzi podplrnou dokumentaci, mimo jiné kopie
vypisu zdrojovych Udajl pacientd v klinickém
hodnoceni, které dokladaji, Ze doSlo k uskuteénéni
nasledné telefonické navstévy, nasledné navstévy
(bez provedeni zobrazeni) a/nebo neplanované
navstévy, a/nebo poté, az spole¢nost Chiltern/
zadavatel obdrZi spravné vyplnéné a spole¢nosti
Chiltern ovéfené Udaje pro elekironické zaznamy
eCRF tykajici se provedenych neplanovanych
navstév, naslednych telefonickych navstév a/nebo
naslednych navstév (bez provedeni zobrazeni),
apoté, az Zdravotnické zafizeni/zkouSejici
podpisem potvrdi pfijeti tohoto dodatku a vyjadfi
souhlas snim aspoleénost Chiltern schvali
pfisluSnou fakturu. Platba bude provedena za nize
uvedené dodate¢né navstévy:

Visits name Requirements Nazev Poplatek za | Pozadavky
navstévy navstévu

Phone The visit fee | Such  phone Néasledné Poplatek za | Poplatek za tyto

Follow-Up equals to | visits are telefonicka navstévu telefonické
visit 12-week - the FU | applicable only navstéva ve - navstevy  Ize
cycles 12-week cycles | in case on site 12tydennim | nakladd na | narokovat pouze
visit (on site visit | visit is  not cyklu naslednou tehdy,  pokud
without imaging) | possible due to navstévu ve | navstévu na
cost as such|a specific 12tydennim cyklu | pracovisti  neni

costis defined in | reason  (e.g. (navstéva na | mozno

Agreement patient travel pracovisti bez | uskuteCnit  ze

to Institution is provedeni specifickych
impossible) zobrazeni);  tyto | divodl  (napf.
naklady jsou | pacient  nema
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Follow-Up
visit 12-week
cycles
(without
imaging)

This fee
corresponds  to
the standard fee
for a visit with no
imaging and
equals the
IMP
administration
cost at Vvisits
C2w2, C3wz,
C6W2 or C7W2
as per Payment
schedule in
clause 1 (a) of
the Exhibit B to
Agreement

Applicable
only in case
imaging during
FU visit s
impossible due
to any valid
reason (e.g.
Local
Regulatory
restrictions) or
not  required
per  Protocol
anymore due
to  confirmed
disease
progression

to

Unscheduled
visit

The fee
equals to
|
12-week cycles
visit (on site visit
without imaging)
cost as such
cost is defined in
Agreement

eCRF
completed and
validated and
Chiltern
queries
resolved

visit

Institution and Investigator shall
incur no other costs relating to the
Protocol except those listed in the
Agreement and the additional costs
specified here in this Amendment.”

definovany ve | moznost dopravit
smlouvé. se do
zdravotnického
zafizeni).
Néasledné Poplatek odpovida | Poplatek lze
navstéva ve | standardnimu narokovat pouze
12tydennim | poplatku za | tehdy,  neni-li
cyklu  (bez | navstévu bez | mozné
provedeni provedeni zobrazeni
zobrazeni) zobrazeni aje | béhem nésledné
totozny s naklady | navstévy
na podani HLP | z odGvodnéné
pfi  navstévach | pfi¢iny  provést
C2T12, C3T2, | (napf. mistni
C6T2 a C7T2 | regulacni
uvedenymi omezeni) nebo
vustanoveni 1a) | neni-li jiz na
pfilohy B zakladé
platebniho ustanoveni
kalendare protokolu nutné
smlouvy. v dusledku
potvrzené
progrese
onemocnéni.
Neplénovana | Poplatek za | Musi byt vypInén
navstéva navstévu ¢ini | a validovan
- - na | elektronicky
naslednou zaznam eCRF
navstévu ve | a zodpovézeny
12tydennim cyklu | dotazy
(navstéva na | spoleCnosti
pracovisti bez | Chiltern.
provedeni
zobrazeni);  tyto
néklady jsou
definovany ve
smlouvé.
(i) Zdravotnickému zafizeni ani

ZkouSejicimu nevzniknou v souvislosti
s protokolem zadné dalSi naklady,
s vyjimkou téch, jez jsou uvedeny ve
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(i) Sponsor/Chiltern and Institution
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
Chiltern on behalf of the Sponsor or
by Sponsor pursuant to this
Amendment 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.

Banking details specified in Exhibit B of the Agreement
are being replaced with the following banking details:

Banking details for payments in euro:

Name of account | VSeobecna fakultni nemocnice v
holder: Praze

Bank name: CNB

Kod banky ||

Account No.: ]

IBAN 1
SWIFT: CNBA CZ PP

Variable code I

Reference text 31867

Invoices for Study related fees and costs shall be
submitted in Euro.

Banking details for payment of patient expenses in
Czech Krowns :

Name of | VSeobecna fakultni nemocnice v
account Praze

holder:

Bank name: Ceska narodni banka

Bank code; ||

Account code: | | ENNEREG

IBAN I |
SWIFT: CNBA CZ PP

Variable code | [

Reference 31867

text

AMENDMENT ADMINISTRATIVE FEE

smlouvé, adodateénych  nakladl
specifikovanych v tomto dodatku.

(i) Zadavatel/spole¢nost Chiltern
a Zdravotnické zafizeni souhlasi s tim,
Zze tyto platebni podminky jsou
vsouladu se zasadami Uhrady
spravedlivé trzni ceny za provedeni
postupl vramci klinického hodnoceni
aze spoleCnost Chiltern zastupujici
zadavatele ani zadavatel samotny
v souladu s timto dodatkem nepfevede
Uhradu zadné &astky (celé Castky ani
jejiho podilu) na treti stranu, a to pfimo
ani nepfimo, ve formé rabatu nebo
slevy na nakup vyrobk( zadavatele.

Bankovni Udaje uvedené v bodé 6 f) pfilohy B — Rozpocet
se nahrazuji nize uvedenymi udaji:

Bankovni spojeni pro platbu v eurech:

Jméno majitele G¢tu: | V3eobecna fakultni nemocnice v
Praze

Nazev banky: Ceska narodni banka

Kéd banky: 0710

Cislo Ggtu: -

IBAN 1

SWIFT: CNBA CZ PP

Variabilni symbol -

Reference [31867]

Faktury za platby a naklady spojené se studii jsou
vystavovany v eurech.

Bankovni spojeni pro platbu pacientskych kompenzaci v
korunach Ceskych:

Jméno  majitele | VSeobecna fakultni nemocnice v
uctu: Praze

Nazev banky: Ceska nérodni banka

Kod banky: |

Cislo tétu: ]

IBAN I
SWIFT: CNBA CZ PP

Variabilni symbol | |

Reference [31867]

ADMINISTRATIVNi POPLATEK ZA UZAVRENI
DODATKU
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Chiltern acknowledge that the Institution is obliged to
publish information according to the Act No. 340/2015
Coll. Amendment becomes valid on the date of the
signature of the contractual parties and becomes in
force on the date of publication in the Contract
Registry.

Expected total Institution remuneration for all the
provided services (all requested visits and all
requested procedures) for the maximum number of
subjects is 80.400 EUR.

Parties have agreed that the Institution shall publish
the Agreement and this Amendment in the Contract
Registry.

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.

IN WITNESS WHEREOF, duly authorized
representatives of the parties have executed and
delivered this Agreement as of the Effective Date
written above.

Template: Version 1 22 May 2012
Sponsor Approved Template: Version 1 27Jan2017

Chiltern bere na védomi, Zze Zdravotnické zafizeni je
povinno uvefejiiovat informace v souladu se zakonem €.
340/2015 Sb., o registru smluv. Dodatek nabyva platnosti
dnem podpisu smluvnimi stranami a U€innosti dnem
uvefejnéni v registru smiuv.

Pfedpokladand celkova vySe odmény za provedeni
sluzeb (za vSechny pfedepsané navstévy véetné vSech
pfedepsanych vySetfeni) za maximalni pocet pacientd,
ktefi absolvuiji vSechny navstévy dle protokolu €ini 80.400
EUR.

Smiuvni strany se dohodly, Ze Zdravotnické zafizeni
uverejni verzi této Smlouvy a Dodatku,

S vyjimkou specifickych pfipadi stanovenych timto
dodatkem budou vSechny ostatni podminky uvedené
v této smlouvé i nadale pIné platné a ginné. Pokud tento
dodatek nestanovi jinak, pojmy vném pouZité
a definované v uvozovkach na zacatku dodatku maji
tentyZz vyznam jako pojmy definované ve smlouvé.

NA DUKAZ TOHO podepsali zplnomocnéni zastupci
smluvnich stran tuto smlouvu s platnosti od data
uéinnosti uvedeného vyse a vzajemné si predali jeji
vyhotoveni.

Pfijato a schvaleno / Accepted and Agreed:

CHILTERN INTERNATIONAL s.r.o.

Podpis / Signature:______ |

Jméno hilkovym pismem / Printed Name: || |

Titul / Title; Jednatel / Executive Manager

Datum/Date: _
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VSEOBECNA FAKULTNI NEMOCNICE V PRAZE

Podpis / Signature: |G
Jméno htilkovym pismem / Printed Name:_|| | | | |GG

Titul / Title: feditelka / Director

Datum/Date: I

Podpis /Signature:____ [NNENENEENNENNNNNNNNN =

Titul / Title: Zkousejici / Investigator

Datum/Date: |
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