AMENDMENT N° 1
(hereinafter Amendment)
to the
Clinical Site Agreement
(hereinafter Agreement)
Dated ,20:February 2017

This Amendment is made by and between
a PAREXEL International (IRL) Limited,
70 Sir John Rogerson's Quay
Dublin 2
Ireland
Iden.number: 541507

(hereinafter CRO)
and

Fakultni nemocnice Hradec Kralové
Sokolska 581

500 05 Hradec Kralové — Novy Hradec

Czech Republic

2

Company No.: 00179906
Tax ID No.: CZ00179906

Represented by prof. MUDr. Vladimir Palicka, CSc.,
dr.h.c.,director

(hereinafter Institution)
and

3

Czech Republic

(hereinafter Investigator)

And

@ I
Klinika onkologie a radioterapie,
Fakultni nemocnice Hradec Kralové,
Sokolska 581,
500 05 Hradec Kralové — Novy Hradec Krilové
Czech Republic
(“New Investigator™)

regarding

Protocol No: CanStem303C (aka BB608-303CRC)

DODATEK C.1
(dale jen Dodatek)
ke
Smlouvé o provedeni klinického hodnoceni
( dale jen Smlouva)
ze dne 20. tinora 2017

Tento dodatek je uzavi-en mezi

Q) PAREXEL International (IRL) Limited,

70 Sir John Rogerson's Quay

Dublin 2

Irsko

(Identifikacni ¢islo 541507)

(dale jen CRO)

A
2) Fakultni nemocnici Hradec Kralové

Sokolska 581
500 05 Hradec Kralové — Novy Hradec Kralové
Ceska republika

IC: 00179906
DIC: CZ00179906

zastoupenou prof. MUDr. Vladimirem Palickou, CSc., dr. h.
c., feditelem

(déle jen ,,Poskytovatel”,)

a
3)
Ceska republika,
(dale jen zkousejici)
a
@ I

Klinika onkologie a radioterapie,
Fakultni nemocnice Hradec Kralové,
Sokolska 581,
500 05 Hradec Krilové — Novy Hradec Krilové
Ceska republika

(déle jen Novy zkousejici)
Tykajici se

Protokol ¢islo : CanStem303C (aka BB608-303CRC)
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(hereinafter Protocol)

““A Phase I1I Study of BBI-608 in combination with 5-
Fluorouracil, Leucovorin, Irinotecan (FOLFIRI) in Adult

Patients with Previously Treated Metastatic Colorectal
Cancer (CRC)” (hereinafter Study)

BBI-608 (hereinafter Study Drug)

of

SPONSOR: Boston Biomedical, Inc
at 640 Memorial Drive
Cambridge, MA 02139 USA

hereinafter SPONSOR

WHEREAS, SPONSOR is the sponsor of the multi-center
Study to clinically evaluate the Study Drug and CRO (or its
Affiliate) has been retained by SPONSOR (under a separate
written agreement) to act as SPONSOR’s representative in
managing the Study for SPONSOR;

WHEREAS Investigator shall fully cooperate with CRO
and shall permit CRO to perform any and all of the
SPONSOR’s Study obligations and to exercise any and all
of SPONSOR’s Study rights as has been delegated by
SPONSOR to CRO.

WHEREAS, the parties have entered into the above-
referred Agreement;

WHEREAS, the parties are jointly willing to amend the
above-referred Agreement

Now, therefore the above-referred Agreement shall be
amended and the following amended wordings shall be
effective as of the last signature date of this Amendment:

1. The Investigator 1is replaced by the New
Investigator as party to the Agreement and the New
Investigator will act as the principal investigator for the
Study as of the date 1 May 2018. Accordingly, all
obligations, terms and conditions related to the Investigator
in the Agreement will apply to the New Investigator as of
the date 1 May 2018 and to the extent permissible by the
applicable law, the Investigator is hereby discharged from
his/her obligations in the Agreement as of date 1 May 2018
and shall not have any rights therein including any future
payment claims.

(‘*the Protocol”)

Klinicka studie faze I1I hodnotici BBI-608 v kombinaci
s 5-fluorouracilem, leukovorinem a irinotecanem
(FOLFIRI) u dospélych pacientii s dFive 1é¢enym

metastatickym kolorektalnim karcinomem.
(déle jen ,klinické hodnoceni™)

BBI608 (dile jen ,,hodnocené 1é¢ivo” nebo ,,hodnoceny
1é¢ivy pripravek®)

ZADAVATEL:
BOSTON BIOMEDICAL, INC.
at 640 Memorial Drive, Cambridge, MA 02139

dale jen ZADAVATEL

VZHLEDEM K TOMU, ZE zadavatel je
sponzorem  multicentrického  klinického  hodnoceni
zameéfeného na klinické posouzeni hodnoceného 1éciva a
CRO (nebo jeho sesterskd spoleCnost) uzaviela se
zadavatelem samostatnou pisemnou smlouvu, na jejimz
zédklad€ byla povétrena zastupovanim zadavatele pii vedeni
klinického hodnocent;

VZHLEDEM k tomu, Ze zkouSejici se zavazuje
uzce spolupracovat s CRO, umoznit CRO plnit vSechny
povinnosti ZADAVATELE ve vztahu ke klinickému
hodnoceni a  také  vykondvat vSechna  prava
ZADAVATELE, v rozsahu, kterym CRO byla
ZADAVATELEM k tomuto Gcelu povéiena.

VZHLEDEM K TOMU, ZE smluvn{ strany uzaviely shora
uvedenou smlouvu;

VZHLEDEM K TOMU, Ze smluvni strany si spole¢n¢ pieji
upravit shora uvedenou smlouvu nasledovné upravit

Shora uvedena smlouva se timto méni a s tc¢innosti od data,
kdy tento dodatek podepiSe posledni smluvni strana, pak
plati niZe uvedené znéni

1. Ke Dni 1. kvétna 2018 je ZkouSejici nahrazen
Novym zkouSejicim jako ucastnikem této Smlouvy a Novy
zkouSejici vystupuje jako hlavni zkouSejici v rdmci
Klinického hodnoceni. V souladu s tim se na Nového
zkousejictho vztahuji ode 1. kvétna 2018 veskeré povinnosti
a podminky ze Smlouvy vztahujici se na Zkousejiciho,
pficemZ v rozsahu piipustném podle piisluSného pravniho
fadu se ZkousSejici timto zprostuje ke dni 1. kvétna ze
Smlouvy a nem4 jiz Zadnd prava z ni, v€etné prava narokovat
si jakékoli budouci platby.
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1. The New Investigator understands, agrees and
accepts all the obligations, terms and conditions in the
Agreement.

Except as modified herein, all terms and conditions of the
Agreement shall remain in full force and effect.

The contractual parties hereby acknowledge that this
Amendment shall be published together with the
Agreement pursuant to the provisions of Act No. 340/2015
Coll., on register of contracts. The provider shall be liable
for publishing thereof in compliance with the foregoing
sentence. Data constituting business secret of either
contractual party shall not be subject to such publishing.
For the purpose of this Amendment and the Agreement,
business secret includes, without limitation, schedule and
description of individual visits contained in the payment
table(s) in Schedule A to the Agreement, minimum target
number of recruitments, expected recruited number of
subjects, and expected duration of the Study. Moreover,
personal data of individual persons shall not be subject to
such publishing, unless they are already published in
another publicly accessible register. Should the Provider
fail to publish the Amendment and the Agreement within
20 business days following execution by all contractual
parties, PAREXEL or the Sponsor shall be authorized to
publish the same. Prior to the execution of the Agreement,
the Sponsor shall send to the Provider the final version of
the agreement in machine-readable format with sections of
the agreement highlighted which the Sponsor considers
business secret.

Expected maximum value of performance
255 947 ,80 CZK

This Amendment shall be executed in the Czech language
and in the English language, while the Czech version hereof
shall prevail.

This Amendment will be Effective on the Effective Date
but the Parties wish to be binding by this addendum to the
date of 1 May 2018

All other terms and conditions of the above-referred
Agreement remain unchanged and in full force and effect.

IN WITNESS WHEREOF, the parties hereto have set
their hands in triplicate with the intention that this is a
binding agreement to amend as provided herein.

1. Novy zkousejici je srozumen se vSemi povinnostmi
ze Smlouvy a podminkami Smlouvy, souhlasi s nimi a
prijima je.

S vyjimkou zmén uvedenych v tomto Dodatku zistavaji
v§echny podminky Smlouvy v plné platnosti a G¢innosti.

Smluvni strany timto berou na védomi, Ze tento Dodatek
bude uvetejnén spolecné se Smlouvou v souladu se zdk. ¢.
340/2015, o registru smluv. Za uvefejnéni dle predchozi véty
odpovida poskytovatel. Takovémuto uvefejnéni nepodléhaji
ty udaje, které tvoii obchodni tajemstvi n€které ze smluvnich
stran. Pro tucely tohoto Dodatku a Smlouvy se obchodnim
tajemstvim rozumi zejména rozvrZeni a popis jednotlivych
ndvstév uvedeny v platebni tabulce / platebnich tabulkich v
pifloze A Smlouvy, minimdlni cilovy pocet zafazeni,
ocekdvany zatazeny pocet subjektll a oCekdvand délka trvani
Studie. Déle nebudou takovémuto uveiejnéni podléhat osobni
udaje fyzickych osob, ledaze jsou jiZ uvefejnény v jiném
vefejné piistupném registru. Neni-li Dodatek spolecné se
Smlouvou uvefejnén Poskytovatelem ve lhité 20 pracovnich
dni od jeho podpisu vSemi smluvnimi stranami, jsou k jejich
uvetejnéni oprdvnéni PAREXEL ¢&i Zadavatel. Pred
podpisem smlouvy Zadavatel zasle Poskytovateli findlni verzi
smlouvy ve strojov€ €itelném formétu s podbarvenym textem
smlouvy, které povazuje Zadavatel za obchodni tajemstvi.

Predpoklddand maximalni hodnota plnéni
255947 ,80 K&

Tento Dodatek je vyhotoven v Ceském jazykovém znéni a v
anglickém jazykovém znéni, pfiCemz prednost ma ceské
jazykové znéni.

Dodatek bude ucinny k Datu ucinnosti, avSak strany si pfeji
byt dodatkem vazdni jiz ke dni 1. kvétna 2018.

VSechna ostatni ustanoveni shora uvedené smlouvy se
nemeéni a zustdvaji plné platna a icinna.

NA DUKAZ CEHOZ smluvni strany tohoto dodatku
vyjadiily svym podpisem na vSech tfech stejnopisech sviij
souhlas se zménou smlouvy dle zde uvedenych podminek.
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1)

PAREXEL International (IRL)
Limited.

(Signature of Authorized Official)

(Typed or Printed Name) Date / Datum
15.8.2018
2) Institution Name: Fakultni
nemocnice Hradec Kralové
(Signature of Authorized Official)
prof. MUDr. Vladimir Pali¢ka, CSc., dr. h. c. Date / Datum
14.9.2018
3) Investigator:
(Signature of Investigator)
| Date / Datum
7.9.2018
4 New Investigator
(Signature of Investigator)
| Date / Datum
17.9. 2018
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