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PRVNIi DODATEK KE SMLOUVE O KLINICKEM
HODNOCENI

Prvni dodatek (,Dodatek”) ke Smlouvé o klinickém
hodnoceni uzaviené s ucinnosti od 12. unora 2018
(,Smlouva”) mezi Thomayerova nemochice, se
sidlem Videriska 800, 140 59 Praha 4 - Krg&, Ceska
republika, IC: 000 64 190, DIC: CZ00064190, statni
pfispévkova organizace zfizena  Ministerstvem
zdravotnictvi CR, UpIné znéni zfizovaci listiny &..
MZDR 17268-1V/2012, zapsana v obchodnim rejstfiku
u Méstského soudu v Praze, oddil Pr, vl. 1043,
zastoupena doc. MUDr. Zderikem BeneSem, CSc.
(,Zdravotnické zafizeni’) a AbbVie, s. r. 0., Metronom
Business Center, Bucharova 2817/13, Stod(lky, 158 00
Praha 5, Ceska republika, IC: 24148725, DIC:
CZ24148725, zastoupena Mgr. Janem Balzerem,
Country Clinical Operations Manager (,AbbVie”) na
poskytovani sluzeb uvedenych v Protokolu ¢. M16-098
s nazvem ,Multicentrické, randomizované, dvojité
zaslepené, placebem  kontrolované klinické
hodnoceni bezpecnosti a uc¢innosti upadacitinibu u
pacientud s aktivni ankylozujici spondylitidou”.

S ohledem na Fadné plnéni tohoto Dodatku a v souladu
s podminkami Smlouvy, se smluvni strany dohodly
pozménit Smlouvu nasledovné:

1. Clanek 1, odst. a. (Rozsah praci) Smlouvy se timto
rusi a nahrazuje nasledujicim rozsahu:

a. Zdravotnické zafizeni bude provadét Studii
v souladu s nasledujicimi ustanovenimi, jejichz
dodrZeni bude vyZzadovat i na Hlavnim
zkousejicim, dal8ich zkouSejicich a dalSich
zaméstnancich, subdodavatelich a zastupcich
Zdravotnického zafizeni spojenych se Studii
(spole¢né .Personal zdravotnického
zarizeni“). Studie se bude provadét v souladu
s (i) touto Smlouvou, (ii) Protokolem, (iii) vSemi
pisemnymi pokyny poskytnutymi spoleénosti
AbbVie nebo jejim jménem; a (iv) vSemi
platnymi zakony a pfedpisy a provadécimi
predpisy platnymi pro dané prumyslové odvétvi
(spole¢né ,Zakony“), zejména zakony proti
Uplatkim a korupci, pokyny pro Spravnou
klinickou praxi Mezinarodni konference pro
harmonizaci  technickych  pozadavkll na
registraci humannich léciv E6 (,JCH-GCP®),

FIRST AMENDMENT TO THE CLINICAL STUDY
AGREEMENT

First Amendment (the “Amendment”) to that certain
Clinical Study Agreement effective 12 February 2018
(the “Agreement”) between Thomayerova nemocnice,
Videriska 800, postcode 140 59, Praha 4 - Kr¢, Czech
Republic, ID: 000 64 190, VAT ID: CZ00064190, state
allowance organization established by the Ministry of
Health of the Czech Republic, full text of foundation
deed No. MZDR17268-1V/2012, registered in
Companies Registry by Municipal Court in Prague,
Section PR, inlet 1043, represented by doc. MUDr.
Zdenék Benes, CSc. Director (the “Institution”) and
AbbVie, s.r.o., Metronom Business Center, Bucharova
2817/13, Stodulky, 158 00 Praha 5, Czech Republic,
ID: 24148725, VAT ID: CZ24148725, represented by
Mgr. Jan Balzer, Country Clinical Operations Manager
("AbbVie") for services relating to Protocol No. M16-
098 entitled “A Multicenter, Randomized, Double-
Blind, Placebo-Controlled Study Evaluating the
Safety and Efficacy of Upadacitinib in Subjects with
Active Ankylosing Spondylitis”.

Subject to the full execution of this Amendment and in
accordance with the terms of the Agreement, the
parties hereby agree to amend the Agreement, as
follows:

1. Section 1 (a) (Scope of Work) of the Agreement is
hereby deleted and replaced with the following:

(a) Institution shall conduct and shall require Principal
Investigator, subinvestigator(s), and Institution’s other
employees, subcontractors and agents performing
services related to the Study (collectively, “Institution
Personnel”) to conduct the Study in accordance with:
(i) this Agreement; (ii) the Protocol; (iii) all written
instruction provided by or on behalf of AbbVie; and (iv)
all applicable laws and regulations and industry codes
of practice (collectively “Law(s)”), including without

limitation, anti-bribery and anti-corruption laws,
International Conference on Harmonisation of
Technical Requirements for Registration  of

Pharmaceuticals for Human Use E6 Good Clinical
Practice (“ICH-GCP”), the Act on Pharmaceuticals No.
378/2007 Sb., as amended (“Act on
Pharmaceuticals”), the Act on Health Care Services
No. 372/2011 Sb., as amended (“Health Care
Services Law”), Decree No. 226/2008 Sb., as

zakonem o léCivech €. 378/2007 Sb. v platném
znéni (,Zakon o lééivech“), zakonem o
zdravotnich  sluzbach & 372/2011  Sb.

amended, on Good Clinical Practice and Detailed
Conditions of Clinical Trials on Medicinal Products,
Decree No. 84/2008 Sh. on Good Pharmacy Practice,
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v platném znéni (,Zadkon o zdravotnich | as amended (“Good Pharmacy Practice”), Decree
sluzbach®), vyhladkou ¢&. 226/2008 Sb. o | No. 86/2008 Sh. on Good Laboratory Practice in the

spravné Kklinické praxi a blizSich podminkach
klinického hodnoceni 1éCivych  pfipravku
v platném znéni, vyhladkou €. 84/2008 Sb. o
spravné |ékarenské praxi v platném znéni
(,Spravna lékarenska praxe“), vyhlaskou ¢.
86/2008 Sb. o stanoveni zasad spravné
laboratorni praxe v oblasti léCiv, zakonem ¢.
101/2000 Sb. o ochrané osobnich ddaja,
Obecnym nafizenim EU o ochrané osobnich
udaji  (2016/679) a souvisejicimi pravnimi
pfedpisy na ochranu osobnich udaji (,Pravni
predpisy na ochranu osobnich udaju“) a
dal$imi zakony na ochranu udajl a soukromi
v platném znéni. AbbVie na podporu spinéni
vyse uvedenych povinnosti zajisti povoleni
Statniho ustavu pro kontrolu 1égiv (,SUKL")
a etické komise (,EK®), zfizené a ustanovené
v souladu s platnymi zakony, a jejich dohled
nad provadénim Studie. AbbVie ohlasi SUKLu
a EK (i) do Sedesati (60) dnl od zahajeni
Studie v Ceské republice misto a datum
zahajeni Studie a (ii) zavedeni vyznamnych
dodatkl do Protokolu podle pozadavku
platnych pfedpistl. Zdravotnické zafizeni
zajisti, aby Hlavni zkouSejici dodrzoval postupy
stanovené pro zaznam a hlaseni udaju
zplsobem pozadovanym pfisluSnymi pfedpisy.

2. Clanek 4, odst. b. (Monitorovani Studie; zaznamy;

hlaSeni) Smlouvy se timto rusi a nahrazuje

nasledujicim rozsahu:

b. Zdravotnické zafizeni umozni spolecnosti
AbbVie aosobam povéfenym spolecnosti

AbbVie pfistup na vSechna pracovisté, na
kterych se provadi Studie, v&etné vSech
lékaren, které pfipravuji Hodnocené lécivé
pfipravky a/nebo dalsi latky, a to na zakladé
oznameni podaného s dostateCnym
predstihem av bézné pracovni dobé, za
ucelem monitorovani provadéni Studie vcetné

pfijmu, manipulace, uchovavani a pfipravy
Hodnoceného éCivého pfipravku a/nebo
dalSich latek, a také za udelem auditu

Zaznam(, zdrojovych dokumentl a jinych dat
tykajicich se Studie (spole¢né ,Dokumenty
studie“) jakoz i bezpeCnostni opatfeni
technické a organiza¢ni povahy aplikovana
v praxi za uCelem ochrany Osobnich udaju.
Cilem je ovéfit dodrzovani této Smlouvy,
pficemz Zdravotnické zafizeni smi dané
Dokumenty studie upravit, tak, jak to vyzaduji

Area of Medicines, Act No. 101/2000 Sb. on Protection
of Personal Data, the EU General Data Protection
Regulation (2016/679) and related data protection
laws (“Data_Protection Law(s)’) and other data
protection and privacy laws, as each may be
amended, from time to time. In furtherance of the
foregoing obligations, AbbVie shall ensure that the
State Institute for Drug Control (“SUKL*) and an Ethics
Committee (“EC”) established and constituted in
accordance with applicable Laws approves and
oversees the conduct of the Study. AbbVie shall notify
SUKL and EC of (i) the date and place of
commencement of the Study within sixty (60) days
from its start in the Czech Republic and (ii) the
introduction of substantial amendments to the Protocol
as required by applicable regulations. Institution shall
cause Principal Investigator to observe the procedures
set forth for recording and reporting data as required
by applicable regulations.

2. Section 4(b) (Monitoring of the Study; Records;
Reporting) of the Agreement is hereby deleted and
replaced with the following:

(b) Upon reasonable advance notice and during
normal business hours, Institution shall permit AbbVie
and AbbVie’s designees access to any facilities at
which the Study is conducted, including any pharmacy
dispensing the Study Product and/or other
compounds, to monitor the conduct of the Study,
including the receipt, handling, storage and dispensing
of the Study Product and/or other compounds, and to
audit the Records, source documents, and other
Study-related data (collectively, “Study Documents”)
as well as technical and organizational security
measures put in place to protect Personal Data to
verify compliance with this Agreement, provided that
Institution may redact such Study Documents as
legally required to protect subject confidentiality. If, as
a result of Study monitoring, AbbVie identifies a
significant audit finding that is not timely cured (in case
of any breaches of Section 7 within five (5) days) or is
incapable of timely cure, AbbVie may immediately
terminate this Agreement.
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zakony na ochranu ddvérnych dat subjektu.
Pokud spole¢nost AbbVie pfi monitorovani
Studie nalezne néjaké vyznamné zjisténi
auditora, a toto zjiténi nebude v€as napraveno
v pfipadé jakéhokoli poruseni Clanku 7 ve
Ihaté péti (5) dnll) nebo nebude moci byt véas
napraveno, AbbVie smi tuto Smlouvu
s okamzitou platnosti ukondgit.

3. Clanek 6, odst. a. (Mlgenlivost) Smlouvy se timto
rusi a nahrazuje nasledujicim rozsahu:

a. Zdravotnické zafizeni a Personal
zdravotnického zafizeni béhem doby trvani
této Smlouvy véetné vSech jejich prodlouzeni,
a po dobu I o jejim vyprseni
nebo ukon€eni nesmi bez predchoziho
pisemného souhlasu spole€nosti AbbVie sdélit
(nize definované) Davérné informace Zzadné
treti strané (kromé stran, které urci spole¢nost
AbbVie) ani je pouzit pro zadny jiny ucel nez
ten, ktery je uveden vtéto Smlouvé. Bez
ohledu na vySe uvedené budou zavazky
mic¢enlivosti a nepouzivani zadnych Duvérnych
informaci oznacenych spole¢nosti AbbVie jako
obchodni tajemstvi v platnosti po takovou
dobu, po jakou dané Davérné informace budou
mit podle pfisluSnych ZakonlU charakter
obchodniho tajemstvi. ,Divérné informace”
budou zahrnovat vSechny informace
poskytnuté Zdravotnickému zafizeni nebo
Personalu zdravotnického zafizeni spoleCnosti
AbbVie nebo jejim jménem, zejména Protokol,
Materialy studie, Zaznamy a v8echny
materidly, data, vysledky a informace, které se
tykaji spolecnosti AbbVie nebo Studie nebo
které se objevily v disledku provadéni Studie
(v€etné Osobnich udaji ziskanych od Subjektd
studie), kromé vSech jejich Casti, které:

4. Clanek 19. (Pfetrvani) Smlouvy se timto rusi a
nahrazuje nasledujicim rozsahu:

19. Pretrvani. V3echny podminky, které svym
cilem nebo vyznamem maji pfetrvat ukoncéeni
nebo vyprSeni platnosti této Smlouvy, pfFetrvaji,
zejména pak zavazky stran tykajici se hlaseni
finan¢nich zajml a stfetu zajmld a jejich fizeni,
uchovavani zaznamd a prava na audit,
mi¢enlivost, ochranu duavérnych informaci /
osobnich udaju, publicita, vlastnictvi, publikace,
pozadavky na oznamovani ujisténi a zaruk stran
podle €lanku 11(b), odSkodnéni a Poskozeni

3.  Section 6(a) (Confidentiality) of the Agreement is
hereby deleted and replaced with the following:

(a) During the Term of this Agreement, including any
extensions thereof, and for a period of

after the expiration or termination of this Agreement,
Institution and Institution Personnel shall not disclose to
any third party (other than AbbVie’s designated parties)
or use Confidential Information (as defined below) for
any purpose other than that indicated in this Agreement
without AbbVie’s prior written consent. Notwithstanding
the foregoing, obligations of confidentiality and non-use
with respect to any Confidential Information identified
as a trade secret by AbbVie shall remain in place for so
long as the applicable Confidential Information retains
its status as a trade secret under applicable Laws.
“Confidential _Information” shall include any
information provided to Institution or Institution
Personnel by or on behalf of AbbVie including, without
limitation, the Protocol, Study Materials, Records, and
all other materials, data, results, and information
concerning AbbVie or the Study or developed as a
result of conducting the Study (including Personal Data
collected from Study subjects), except any portion
thereof that:

4. Section 19 (Survival) of the Agreement is
hereby deleted and replaced:

19. Survival. Any other terms which by their intent or
meaning are intended to survive termination or
expiration of this Agreement shall so survive, including,
without limitation, the parties’ obligations with respect to
financial disclosure reporting and conflict of interest
disclosure and management, record retention and audit
rights, confidentiality, subject confidentiality/data
protection publicity, ownership, publications, notification
requirements  with respect to such party’s
representations and warranties set forth in Section
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vlivem studie.

5. Priloha A Smlouvy se timto rusi a nahrazuje
nasledujicim rozsahu:

Rozpolet stanoveny v Pfiloze A Smlouvy -
RozpoCet a platebni plan se rusi v celém svém
rozsahu a nahrazuje se pfilozenou Pfilohou A -
Rozpocet a platebni plan.

6. Pfiloha B Smlouvy se zruSuje vcelém svém
rozsahu a nahrazuje se Pfilohou B pfilozenou
k tomuto Dodatku.

Pojmy, jez zde nejsou definovany jinak, maiji stejny
vyznam, ktery je jim pfipisovan ve Smlouvé. Kromé
podminek, které se vyslovné zménily timto
Dodatkem, zUstavaji vSechny ostatni podminky této
Smlouvy v plné platnosti a U¢innosti béhem trvani
této Smlouvy.

Smluvni strany souhlasi s uvefejnénim tohoto
dodatku vcetné pfedchozich dodatkd a smlouvy
Zdravotnickym zafizenim za ucelem splnéni
povinnosti uloZenych mu platnou a u&innou pravni
upravou, a to zejména zédkonem &. 340/2015 Sb., o
registru smluv, ve znéni pozdéjSich predpisu.

V pfipadé rozporu mezi ¢eskou a anglickou verzi
tohoto dodatku ma prednost a je rozhodujici verze
Ceska.

Nedilnou soucast tohoto Dodatku tvofi PFiloha A -
Pfehled rozpodtu a platebni harmonogram a
Pfiloha B - Vybaveni.

11(b), indemnification, and Study Injuries.

5. Exhibit A of the Agreement is hereby deleted and
replaced:

The Budget set forth in Exhibit A of the Agreement -
Budget Summary and Payment Schedule of the
Agreement shall be deleted in its entirety and replaced
with the attached Exhibit A - Budget Summary and
Payment Schedule.

6. The Exhibit B of the Agreement shall be deleted in its
entirety and replaced with the Exhibit B attached to this
Amendment.

Terms not otherwise defined herein shall have the
meanings ascribed to such terms in the Agreement.
Except as specifically amended by this Amendment, all
other terms and conditions of the Agreement shall
continue in full force and effect during the term of the
Agreement.

Contracting parties hereby agree with the
disclosure/publication of this amendment, including but
not limited to, any/all preceding amendments and
Agreement by the Institution in accordance with the
obligations stipulated by applicable legal regulations,
specifically Act no. 340/2015 Coll., on Contracts
Registry, as amended.

In case of any conflict between Czech and English
language version of this Amendment, Czech version
shall be decisive.

Integral part of this Amendment shall be Exhibit A —
Budget Summary and Payment Schedule and Exhibit B
- Equipment.
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NA DUKAZ CEHOZ kazda smluvni strana
prostfednictvim svych Fadné zmocnénych zastupcu

uvedla tento Dodatek v platnost svym podpisem.

IN WITNESS WHEREOF, each of the parties has
caused this Amendment to be executed by its
authorized representative in its name and on its behalf.

AbbVie s.r.o.

By/Podepsal:

Name/Jméno: Mgr. Jan Balzer

Title/Funkce: Country Clinical Operations Manager
Upon the power of attorney/Na zakladé pIné moci

Date/Datum:

Thomayerova nemocnice

By/Podepsal:

Name/Jméno: doc. MUDr. Zdenék Benes, CSc.

Title/Funkce: Director / feditel

Date/Datum:

| have read this Agreement and acknowledge the
obligations in the Agreement.

Tuto Smlouvu jsem si pfeCetl a uznavam zavazky
Z ni plynouci.

By/Podepsal:

Name/Jmeno: [N

Title/Funkce: Principal Investigator / Hlavni
zkousejici
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Date/Datum:
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EXHIBIT B / PRILOHA B

EQUIPMENT TO BE PROVIDED BY ABBVIE / ZARIZENI KTERE POSKYTNE SPOLECNOST ABBVIE

Manufacturer _Model # Basic Description Replacement Value
Vyrobce C. modelu Zakladni popis Reprodukéni cena
HP Elite - AB30142 ePRO Device - Tablet CZK 11 616
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