AMEDMENT NO. 2 TO CONTRACT ON
CLINICAL TRIAL

This Amendment No. 2 to Contract on Clinical Trial
(“Amendment No. 2”) is made by and between:

F. Hoffmann-La Roche Ltd, having a place of
business at Grenzacherstrasse 124, 4070 Basel,
Switzerland, represented by IQVIA RDS s.r.o,
(Hereinafter referred to as the ‘Sponsor’), and
Contractual research organization IQVIA RDS
Czech Repubilic, s.r.o., having a place of business at
Pernerova 691/42, zip code 186 00, Czech Republic,
Identification number: 247 68 651, Tax Identification
number: CZ247 68 651, (Hereinafter referred to as
the ‘Contractual research organization’), and
Fakultni nemocnice Hradec Kralové, Sokolska
581, Hradec Kralové — Novy Hradec Kralové, Zip
Code 500 05, Czech Republic, Identification number:
00179906, Tax identification number: CZ00179906,
represented by prof. MUDr. Vladimir Pali¢ka, CSc.,
dr. h. c., Director, Provider of medical services,
(Hereinafter referred to as the ‘Provider’), and
address:

I :c of birth:
_ address of the workplace: 1L

interni  gastroenterologickd  klinika  Fakultn{
nemocnice Hradec Kralové (Hereinafter referred to as
the “Principal Investigator¢)

WITNESSETH:
WHEREAS, Contractual research
organization, Sponsor, Provider and Principal

Investigator are parties to Contract on Clinical Trial,
protocol number GA28951, from 12 November 2015
(the “Contract”),as amended by the Amendment 1
dated 30 Oct 2017 and the parties desire to amend
such Contract;

WHEREAS, the parties have agreed to
amend the Contract as set forth below;

NOW THEREFORE, in consideration of the
mutual promises and covenants set forth herein, the
parties hereby agree to amend the Payment Schedule
of the Contract as follows:

Dodatek ¢. 2 ke Smlouvé o klinickém hodnoceni/ Amendment No. 2 to CCT

F. Hoffmann-La Roche Ltd, Protocol: GA28951
Fakultni nemocnice Hradec Kralové,
V Redacted, 20.08.2018

DODATEK C, 2 KE SMLOUVE O
KLINICKEM HODNOCENI

Tento Dodatek ¢. 2 ke Smlouvé o klinickém
hodnoceni (,,Dodatek ¢&. 2) je uzavirdin mezi
ndsledujicimi stranami:

F. Hoffmann-La Roche Ltd, se sidlem
Grenzacherstrasse 124, 4070 Basilej, Svycarsko
zastoupend IQVIA RDS sr.o, (didle jen
~Zadavatel“), a Smluvni vyzkumnd organizace
IQVIA RDS Czech Republic, s.r.o., se sidlem Praha
8, Pernerova 691/41, PSC 186 00, Ceskd republika,
IC: 247 68651, DIC: CZ247 68 651, (dile jen
LSmluvni vyzkumna organizace), a Fakultni
nemocnici Hradec Kralové, Sokolskd 581, 500 05
Hradec Krilové — Novy Hradec Kralové, Ceska
republika, IC: 00179906, DIC: CZ00179906,
zastoupena prof. MUDr. Vladimirem Pali¢kou, CSc.,
dr. h. c., feditelem, poskytovatel zdravotnich sluZeb,
(dile jen ,Poskytovatel), a

adresa: |
I doum narozeni: |

adresa pracovisté: II. interni gastroenterologicka
klinika Fakultni nemocnice Hradec Kralové (déle jen
,,Hlavni zkouSejici“)

TIMTO SE POTVRZUJE:

VZHLEDEM K TOMU, Ze Smluvni
vyzkumnd organizace, Zadavatel, Poskytovatel a
Hlavni zkouSejici jsou smluvnimi stranami Smlouvy
o klinickém hodnoceni, ¢islo protokolu GA28951,
kterd nabyla platnosti dne 12. listopadu 2015 (dale
jen "Smlouva"), ve znéni Dodatku €. 1 ze dne 30.
tijna 2017 a strany si pfeji zménit tuto Smlouvu;

VZHLEDEM K TOMU, Ze smluvni strany
se dohodly na zméné Smlouvy, jak je uvedeno nize;

NYNI, Z TOHOTO DUVODU, s ohledem
na vzdjemné piisliby a ujedndni stanovend v této
Smlouve, se smluvni strany timto dohodly na
zmén¢ Platebniho rozvrhu Smlouvy takto:



I. The Payment schedule listed in the article 1. Platebni rozvrh uvedeny v ¢lanku XIII.
XIII. Financial aspects, paragraph 2. of the Finan¢ni _aspekty, odstavci 2. Smlouvy se
Contract _is deleted in its entirety and timto rusi a nahrazuje se Platebnim rozvrhem

replaced with the payment schedule as nasledujiciho znéni:
follows:

Dodatek ¢. 2 ke Smlouvé o klinickém hodnoceni/ Amendment No. 2 to CCT
F. Hoffmann-La Roche Ltd, Protocol: GA28951

Fakultni nemocnice Hradec Kralové,

V Redacted, 20.08.2018




we

Tento Dodatek ¢. 2 nabyvd ucinnosti dnem

Dodatek ¢. 2 ke Smlouvé o klinickém hodnoceni/ Amendment No. 2 to CCT 3
F. Hoffmann-La Roche Ltd, Protocol: GA28951

Fakultni nemocnice Hradec Kralové, _

V Redacted, 20.08.2018




uvéfejnéni v registru smluv. Smluvni strany timto

This Amendment No. 2 shall become effective upon souhlasi, Ze navstévy a procedury uvedené v ¢lanku
its publication in the Register of Agreements. The I. tohoto Dodatku €. 2, uskutecnéné v obdobi od 13.
Parties hereby agree that visits and procedures under 12. 2017 do data ucinnosti tohoto Dodatku €. 2, se
Article 1. of this Amendment No. 2, performed during povazuji za plnéni Smlouvy ve znéni tohoto Dodatku
the period from the date 13 Dec 2017 until the ¢. 2 a prdva a povinnosti z néj vzniklé se fidi
effective date of this Amendment No. 2, shall be Smlouvou ve znéni tohoto Dodatku €. 2.

deemed as performance of the Agreement as
amended by this Amendment No. 2 and the rights
and obligations arising out of this performance are
governed by the Agreement as amended by this
Amendment No. 2

Provider, Sponsor and Contractual research
organization hereby acknowledge that this
Amendment No. 1 shall be published together with
the Agreement to Act no. 340/2015 Sb., on
Agreements Register. As and between the Parties,
Provider agrees to publish this Amendment No. 2
together with the Agreement pursuant to the
foregoing. Any information which constitutes trade
secret of either Party is exempted from such
publication. For the purposes of this Amendment No.
1 and the Agreement, such trade secrets include, but
are not limited to, the design of individual visits
described in the payment table/s in Article XIII. —
Financial aspects, to the Agreement, minimum
enrollment goal, expected number of Study subjects
enrolled and the expected duration of the Study.
Furthermore, personal data of individuals are also
exempt from such publication, unless they have been
previously published in another public register. The
Provider is obliged to publish this Amendment No.
2together with the Agreement and Amendment No.
lin accordance with the article herein above. Should
the Provider fail to publish this Amendment No. 2
together with the Agreement within 5 working days
from its full execution by all parties, it may be
published by the Contractual research organization or
Sponsor.

The estimated value of financial payment under the
Agreement No. 2, as amended, shall be
approximately CZK 376098,-

This Amendment No. 2 has been written in Czech
language and English language version, the priority
has the Czech language version.

All terms and conditions of the Contract not
expressly amended by this Amendment No. 2 remain
in full force and effect.

Dodatek ¢. 2 ke Smlouvé o klinickém hodnoceni/ Amendment No. 2 to CCT

F. Hoffmann-La Roche Ltd, Protocol: GA28951
Fakultni nemocnice Hradec Kralové,
V Redacted, 20.08.2018

Poskytovatel, Zadavatel a Smluvni vyzkumnd
organizace timto berou na védomi, Ze tento Dodatek
¢. 2 bude uvefejnén spolecné se Smlouvou
v souladu se zédk. ¢. 340/2015, o registru smluv. Za
uvefejnéni dle predchozi véty  odpovida
Poskytovatel. Takovémuto uvefejnéni nepodléhaji
ty ddaje, které tvoii obchodni tajemstvi nckteré ze
smluvnich stran. Pro dcely tohoto Dodatku ¢. 2 a
Smlouvy se obchodnim tajemstvim rozumi zejména
rozvrzeni a popis jednotlivych ndvstév uvedeny
v platebni tabulce / platebnich tabulkach v Clanku
XIII. - Finanéni aspekty, Smlouvy, minimaln{
cilovy pocet zatazeni, ocekdvany zarazeny pocet
subjektll a ocekdvana délka trvani Studie. Ddle
nebudou takovémuto uvefejnéni podléhat osobni
udaje fyzickych osob, ledaze jsou jiz zvefejnény v
jiném vetejné piistupném registru. Za uvetejnéni
Dodatku €. 1 a Smlouvy dle pfedchoziho odstavce
odpovidd Poskytovatel. Neni-li Dodatek ¢&. 2
spole¢né se Smlouvou a dodatkem ¢&. luvefejnén
Poskytovatelem ve lhtuté 5 pracovnich dni od jeho
podpisu vSemi smluvnimi stranami, jsou k jejich
uvefejnéni  oprdvnéni  Smluvni  vyzkumna
organizace ¢i Zadavatel.

Predpoklddand hodnota finanéniho plnéni dle
Smlouvy ve znéni Dodatku €. 2 ¢inf ptiblizné

376 098,- K¢

Tento Dodatek €. 2 je vyhotoven v ¢eské jazykové
verzi a v anglické jazykové verzi, pficemz piednost
ma Ceskd jazykova verze.

VSechna ustanoveni a podminky Smlouvy, které
nejsou vyslovné zménény timto Dodatkem ¢. 2,
zustavaji plné platné a ucinné.



Podepsano spole¢nosti IQVIA RDS Czech Republic
S.r.0., na zakladé plné moci v zastoupeni F. Hoffman -
La Roche/ Signed by IQVIA RDS Czech Republic
s.r.o., under a Power of Attorney, for and on behalf of
F. Hoffman — La Roche:

Jméno/By:
Funkce/Title:

Podpis/Signature:

IQVIA RDS Czech Republic, s.r.0., v zastoupeni
Zadavatele

/IQVIA RDS Czech Republic, s.r.o., on behalf of the
Sponsor

Datum/Date: 24.7.2018

Na diikaz souhlasu pripojuje sviij podpis opravnény
zastupce Smluvni vyzkumné organizace /
ACKNOWLEDGED AND AGREED BY Contractual
research organization:

Jméno/By:
Funkce/Title:

Podpis/Signature:

Na zédklad¢ plné moci IQVIA RDS Czech Republic, s.r.o.
/Under a Power of Attorney IQVIA RDS Czech Republic,
S.I.0

Datum/Date: 24.7.2018

Na diikaz souhlasu pripojuje sviij podpis opravnény
zastupce Poskytovatel./ ACKNOWLEDGED AND
AGREED BY THE Provider:

Jméno/By: prof. MUDr. Vladimir Pali¢ka, CSc., dr.
h. c.
Funkce/Title: Reditel / director

Podpis/Signature:
Datum/Date: 2.8.2018

Na dikaz souhlasu pripojuje sviij Zkousejici/
ACKNOWLEDGED AND AGREED BY THE
INVESTIGATOR:

Jméno/By: [N

Podpis/Signature:

Datum/Date: 2. 8. 2018

Dodatek ¢. 2 ke Smlouvé o klinickém hodnoceni/ Amendment No. 2 to CCT
F. Hoffmann-La Roche Ltd, Protocol: GA28951

Fakultni nemocnice Hradec Kralové

V Redacted, 20.08.2018



