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FIRST AMENDMENT
TO
CLINICAL TRIAL AGREEMENT

PRVNi DODATEK
v KE ra r
SMLOUVE O KLINICKEM HODNOCENi

This FIRST AMENDMENT is made on the date of the
last signature and become effective on the day of its
publication in the Contract Registry (“Effective Date”) by
and between:

Tento PRVNI DODATEK byl uzavfen ke dni podpisu
posledni smluvni strany a ucinnosti nabyva dnem
uvefejnéni v registru smluv (,datum G¢innosti*) a tyka se
téchto smluvnich stran:

Chiltern International s.r.o., Business Centrum Zalesi
Building A2, Pod Visnovkou 1661/31, 140 00 Praha 4 —
Krc, Czech Republic, registered in the Commercial
Register maintained by the Municipal Court in Prague,
section C., Insert: 130938, company identification
number; 281 78 777, represented by Executive
Manager, Dariusz Walach, MD (hereinafter referred to
as “Chiltern”); and

Fakultni nemocnice Hradec Kralové, Sokolska 581,
500 05 Hradec Kralové — Novy Hradec Kralové,

Czech Republic, represented by: prof. MUDr. Viadimir
Palicka, CSc., dr. h. c, director

ICO: 00179906, DIC: CZ00179906

(hereinafter referred to as “Institution”) and

B it business address at Klinika

onkologie a radioterapie, Fakultni nemocnice Hradec
Kralové, Sokolska 581, 500 05 Hradec Kralové — Novy
Hradec Kralové, Czech Republic (hereinafter referred to
as “New Investigator”)

B it business address at Klinika

onkologie a radioterapie, Fakultni nemocnice Hradec
Kralové, Sokolska 581, 500 05 Hradec Kralové — Novy
Hradec Kralové, Czech Republic (hereinafter referred to
as “Original Investigator”)

Chiltern International s.r.o., Business Centrum Zalesi
Budova A2, Pod ViSfiovkou 1661/31, 140 00 Praha 4 —
Krg, Ceska republika, spole&nost zapsana v obchodnim
rejstiiku vedeném Méstskym soudem v Praze, oddil C,
vlozka: 130938, identifikaéni &islo organizace:
28178 777, zastoupena MUDr. Dariuszem Walachem,
jednatelem (dale jen "Chiltern"); a

Fakultni nemocnice Hradec Kralové, Sokolska 581,
500 05 Hradec Kralové — Novy Hradec Kralové, Ceska
republika, zastoupena: prof. MUDr. Vladimirem
Pali¢kou, CSc., dr. h. c., feditelem

ICO: 00179906, DIC: CZ00179906

(dale jen ,Poskytovatel”)

I < procovistem na adrese Klinika

onkologie a radioterapie, Fakultni nemocnice Hradec
Kralové, Sokolska 581, 500 05 Hradec Kralové — Novy
Hradec Kralové, Ceska republika, (dale jen "Novy
Zkousejici")

I s or-covistém na adrese Klinika

onkologie a radioterapie, Fakultni nemocnice Hradec
Kralové, Sokolska 581, 500 05 Hradec Krélové, Ceska
republika (dale jen ,Plivodni Zkousejici”)

WHEREAS, Chiltern, Institution and Original
Investigator entered into the Clinical Trial Agreement on
22 January 2018 relating to clinical trial services (the
“Agreement’) in connection with Boston Biomedical,
Inc. (“Sponsor”) clinical trial entitled, “A Phase lll Study
of BBI-608 plus nab-Paclitaxel with Gemcitabine in Adult
Patients with Metastatic Pancreatic Adenocarcinoma”
(“Study”) according to Sponsor's protocol number
CanStem111P incorporated herein by reference
(“Protocol’); and

JELIKOZ spolegnost Chiltern, Poskytovatel a PGvodni
Zkousejici uzavreli 22. ledna 2018 smlouvu o provedeni
klinického hodnoceni tykajici se poskytnuti sluzeb
v ramci klinického hodnoceni (,smlouva®) v souvislosti s
klinickym hodnocenim spoleénosti Boston Biomedical,
Inc. (,zadavatel®), s nazvem ,Studie pfipravku BBI-608
faze Il plus nab-Paclitaxel s gemcitabinem u dospélych
pacientli s metastatickym adenokarcinomem slinivky
brisni*  (,studie”) provadénym podle  protokolu
zadavatele Cislo CanStem111P zalenéného zde
formou odkazu (,protokol*) a

WHEREAS, as the original investigator will be unable to
perform the investigator duties starting 01 May 2018, the

VZHLEDEM K TOMU, ze ode dne 1. 5. 2018 nebude
moci Plvodni ZkouSejici pinit povinnosti zkous$ejiciho,
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parties agreed, according to the provisions of section 17
of the Agreement, to amend the Agreement to as further
described herein.

smluvni strany si v souladu s ustanovenim odstavce 17
Smlouvy preji upravit smlouvu tak, jak je uvedeno nize.

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:

1. In accordance with the provisions of section 17
of the Agreement, New Investigator will take
over the duties of Original Investigator.

2. Investigator Contact details listed in Section 24
g) of the Agreement will be replaced with the
following text. is being replaced by the
following wording:

,If to Investigator:
*, Klinika onkologie a radioterapie,

Fakultni nemocnice Hradec Kralové, Sokolska 581, 500
05 Hradec Kralové — Novy Hradec Kralové, Czech
Republic.”

TIMTO SE STRANY po vzajemné dohodé podepsanych
zastupcu a po Fadné a hodnotné Gvaze, dohodly zménit
smlouvu nasledovné:

1.V souladu s ustanovenim odstavce 17
smlouvy pfevezme Novy ZkouSejici povinnosti
hlavniho zkousejiciho misto PGvodniho
Zkousejiciho.

2. Kontaktni Udaje zkouSejiciho uvedené
v odstavci 24 g Smlouvy budou nahrazeny
nasledujicim textem:

»Zkousejicimu:
— Klinika onkologie a radioterapie,

Fakultni nemocnice Hradec Kralove, Sokolska 581, 500
05 Hradec Kralové — Novy Hradec Kralové, Ceska
republika.”

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.

This Amendment shall be published in the Contract
Registry according to the Agreement provisions.

This Agreement has been drawn up in Czech and
English language versions. In case of discrepancy the
Czech language version shall prevail.

S vyjimkou specifickych pfipad(i stanovenych touto
smlouvou budou vSechny ostatni podminky uvedené
ve smlouvé i nadale 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.

Tento Dodatek bude v souladu s ustanovenim smlouvy
uvefejnén v registru smiuv.

Tento Dodatek je vyhotoven v Eeském jazykovém znéni
a v anglickém jazykovém znéni, pfiCemz pfednost méa
Ceské jazykové znéni.

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

NA DUKAZ TOHO podepsali zpinomocnéni zastupci
smluvnich stran tuto smlouvu s platnosti od data
U¢innosti uvedeného vySe avzajemné si pfedali jeji
vyhotoveni.

Accepted and Agreed:
CHILTERN INTERNATIONAL s.r.o0.

Signature:

Printed Name: MUDr. DARIUSZ WALACH

Title: Executive manager / Jednatel

Date:  16.4.2018
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Signature;

Printed Name:_.prof. MUDr. VLADIMIR PALICKA, CSc., dr. h. c.

Title: Director / feditel

Date:  23-4.2018

Signature:

Title; New Investigator / Novy ZkousSejici
23.4.2018

Date:

Signature:

Title: Original Investigator / Plivodni ZkouSejici
23.4.2018

Date:
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FAKULTNi NEMOCNICE HRADEC KRALOVE

Signature;

Printed Name:_.prof. MUDr. VLADIMIR PALICKA, CSc., dr. h. c.

Title: Director / feditel

Date;

Signature:

Title; New Investigator / Novy ZkousSejici

Date:

Signature:

Title: Original Investigator / Plivodni ZkouSejici

Date:
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FIRST AMENDMENT
TO
CLINICAL TRIAL AGREEMENT

PRVNi DODATEK
v KE ra r
SMLOUVE O KLINICKEM HODNOCENi

This FIRST AMENDMENT is made on the date of the
last signature and become effective on the day of its
publication in the Contract Registry (“Effective Date”) by
and between:

Tento PRVNI DODATEK byl uzavfen ke dni podpisu
posledni smluvni strany a ucinnosti nabyva dnem
uvefejnéni v registru smluv (,datum G¢innosti*) a tyka se
téchto smluvnich stran:

Chiltern International s.r.o., Business Centrum Zalesi
Building A2, Pod Visnovkou 1661/31, 140 00 Praha 4 —
Krc, Czech Republic, registered in the Commercial
Register maintained by the Municipal Court in Prague,
section C., Insert: 130938, company identification
number; 281 78 777, represented by Executive
Manager, Dariusz Walach, MD (hereinafter referred to
as “Chiltern”); and

Fakultni nemocnice Hradec Kralové, Sokolska 581,
500 05 Hradec Kralové — Novy Hradec Kralové,

Czech Republic, represented by: prof. MUDr. Viadimir
Palicka, CSc., dr. h. c, director

ICO: 00179906, DIC: CZ00179906

(hereinafter referred to as “Institution”) and

B it business address at Klinika

onkologie a radioterapie, Fakultni nemocnice Hradec
Kralové, Sokolska 581, 500 05 Hradec Kralové — Novy
Hradec Kralové, Czech Republic (hereinafter referred to
as “New Investigator”)

B it business address at Klinika

onkologie a radioterapie, Fakultni nemocnice Hradec
Kralové, Sokolska 581, 500 05 Hradec Kralové — Novy
Hradec Kralové, Czech Republic (hereinafter referred to
as “Original Investigator”)

Chiltern International s.r.o., Business Centrum Zalesi
Budova A2, Pod ViSfiovkou 1661/31, 140 00 Praha 4 —
Krg, Ceska republika, spole&nost zapsana v obchodnim
rejstiiku vedeném Méstskym soudem v Praze, oddil C,
vlozka: 130938, identifikaéni &islo organizace:
28178 777, zastoupena MUDr. Dariuszem Walachem,
jednatelem (dale jen "Chiltern"); a

Fakultni nemocnice Hradec Kralové, Sokolska 581,
500 05 Hradec Kralové — Novy Hradec Kralové, Ceska
republika, zastoupena: prof. MUDr. Vladimirem
Pali¢kou, CSc., dr. h. c., feditelem

ICO: 00179906, DIC: CZ00179906

(dale jen ,Poskytovatel”)

I < procovistem na adrese Klinika

onkologie a radioterapie, Fakultni nemocnice Hradec
Kralové, Sokolska 581, 500 05 Hradec Kralové — Novy
Hradec Kralové, Ceska republika, (dale jen "Novy
Zkousejici")

I s or-covistém na adrese Klinika

onkologie a radioterapie, Fakultni nemocnice Hradec
Kralové, Sokolska 581, 500 05 Hradec Krélové, Ceska
republika (dale jen ,Plivodni Zkousejici”)

WHEREAS, Chiltern, Institution and Original
Investigator entered into the Clinical Trial Agreement on
22 January 2018 relating to clinical trial services (the
“Agreement’) in connection with Boston Biomedical,
Inc. (“Sponsor”) clinical trial entitled, “A Phase lll Study
of BBI-608 plus nab-Paclitaxel with Gemcitabine in Adult
Patients with Metastatic Pancreatic Adenocarcinoma”
(“Study”) according to Sponsor's protocol number
CanStem111P incorporated herein by reference
(“Protocol’); and

JELIKOZ spolegnost Chiltern, Poskytovatel a PGvodni
Zkousejici uzavreli 22. ledna 2018 smlouvu o provedeni
klinického hodnoceni tykajici se poskytnuti sluzeb
v ramci klinického hodnoceni (,smlouva®) v souvislosti s
klinickym hodnocenim spoleénosti Boston Biomedical,
Inc. (,zadavatel®), s nazvem ,Studie pfipravku BBI-608
faze Il plus nab-Paclitaxel s gemcitabinem u dospélych
pacientli s metastatickym adenokarcinomem slinivky
brisni*  (,studie”) provadénym podle  protokolu
zadavatele Cislo CanStem111P zalenéného zde
formou odkazu (,protokol*) a

WHEREAS, as the original investigator will be unable to
perform the investigator duties starting 01 May 2018, the

VZHLEDEM K TOMU, ze ode dne 1. 5. 2018 nebude
moci Plvodni ZkouSejici pinit povinnosti zkous$ejiciho,
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parties agreed, according to the provisions of section 17
of the Agreement, to amend the Agreement to as further
described herein.

smluvni strany si v souladu s ustanovenim odstavce 17
Smlouvy preji upravit smlouvu tak, jak je uvedeno nize.

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:

1. In accordance with the provisions of section 17
of the Agreement, New Investigator will take
over the duties of Original Investigator.

2. Investigator Contact details listed in Section 24
g) of the Agreement will be replaced with the
following text. is being replaced by the
following wording:

,If to Investigator:
*, Klinika onkologie a radioterapie,

Fakultni nemocnice Hradec Kralové, Sokolska 581, 500
05 Hradec Kralové — Novy Hradec Kralové, Czech
Republic.”

TIMTO SE STRANY po vzajemné dohodé podepsanych
zastupcu a po fadné a hodnotné Gvaze, dohodly zménit
smlouvu nasledovné:

1.V souladu s ustanovenim odstavce 17
smlouvy pfevezme Novy ZkouSejici povinnosti
hlavniho zkousejiciho misto PGvodniho
Zkousejiciho.

2. Kontaktni Udaje zkou3ejiciho uvedené
v odstavci 24 g Smlouvy budou nahrazeny
nasledujicim textem:

»Zkousejicimu:
— Klinika onkologie a radioterapie,

Fakultni nemocnice Hradec Kralove, Sokolska 581, 500
05 Hradec Kralové — Novy Hradec Kralové, Ceska
republika.”

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.

This Amendment shall be published in the Contract
Registry according to the Agreement provisions.

This Agreement has been drawn up in Czech and
English language versions. In case of discrepancy the
Czech language version shall prevail.

S vyjimkou specifickych pfipad(i stanovenych touto
smlouvou budou vSechny ostatni podminky uvedené
ve smlouvé i nadale 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.

Tento Dodatek bude v souladu s ustanovenim smlouvy
uvefejnén v registru smiuv.

Tento Dodatek je vyhotoven v Eeském jazykovém znéni
a v anglickém jazykovém znéni, pfiCemz pfednost ma
Ceské jazykové znéni.

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

NA DUKAZ TOHO podepsali zpinomocnéni zastupci
smluvnich stran tuto smlouvu s platnosti od data
U¢innosti uvedeného vySe avzajemné si pfedali jeji
vyhotoveni.

Accepted and Agreed:
CHILTERN INTERNATIONAL s.r.o0.

Signature:

Printed Name: MUDr. DARIUSZ WALACH

Title: Executive manager / Jednatel

Date;
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Signature;

Printed Name:_.prof. MUDr. VLADIMIR PALICKA, CSc., dr. h. c.

Title: Director / feditel

Date;

Signature:

Title; New Investigator / Novy ZkousSejici

Date:

Signature:

Title: Original Investigator / Plivodni ZkouSejici

Date:
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