Amendment No. 3 to
Contract on Clinical Trial

This Amendment to Contract on Clinical Trial
(“Amendment No. 3”) is between:

ABBVIE DEUTSCHLAND GMBH & CO.KG,
having a place of business at Max-Planck-Ring 2a,
65205 Wiesbaden, represented by AbbVie s.r.o.,
Hadovka Office Park, Evropskd 2591/33d, 160 00
Praha 6, Czech Republic (‘Sponsor’)

and

F. HOFFMANN-LA ROCHE LTD, having a place
of business at Grenzacherstrasse 124, 4070 Basel,
Switzerland (‘Roche’),

represented upon power of attorney given to:

IQVIA RDS Czech Republic s.r.o., Pernerova 691/42,
186 00 Prague 8, Karlin, Czech Republic,
Identification number: 247 68 651, Tax Identification
number: CZ247 68 651

and

IQVIA RDS Czech Republic s.r.o. (formerly
Quintiles Czech Republic, s.r.0.), having a place of
business at Pernerova 691/42, 186 00 Prague 8, Karlin,
Czech Republic, Identification number: 247 68 651,
Tax Identification number: CZ247 68 651
(‘Contractual research organization’ or ‘IQVIA’),

and

Fakultni nemocnice Hradec Kralové, having a place
of business at Sokolska 581, 500 05 Hradec Kralové -
Novy Hradec Kralové, Czech Republic, Identification
number: 00179906, Tax Identification number:
CZ00179906, represented by prof. MUDr. Vladimir
Palicka, CSc., dr. h. c., Director (‘Provider of Health
Services’)

and

e
I
I ( Principal

Investigator’),

and is effective as of publication of the Contract,
Amendment No. 1, Amendment No. 2 and this
Amendment No. 3 in the Register of Agreements, but
the parties agree to be bound by the rights and

Dodatek ¢. 3 ke Smlouvé
o klinickém hodnoceni

Tento Dodatek ke Smlouvé o klinickém hodnoceni
(,,Dodatek €. 3*) je uzavien mezi:

ABBVIE DEUTSCHLAND GMBH & CO.KG, se
sidlem Max-Planck-Ring 2a, 65205 Wiesbaden,
zastoupenou AbbVie s.r.o., Hadovka Office Park,
Evropska 2591/33d, 160 00 Praha 6, Cesk4 republika
(,,Zadavatel)

o

F. HOFFMANN-LA ROCHE LTD, se sidlem
Grenzacherstrasse 124, 4070 Basilej, Svycarsko
(,,Roche*),

zastoupenou na zakladé plné moci:

IQVIA RDS Czech Republic s.r.o., Pernerova 691/42,
PSC 186 00, Praha 8, Karlin, Cesk4 republika, ICO: 247
68 651, DIC: CZ247 68 651

o

IQVIA RDS Czech Republic s.r.o. (diive Quintiles
Czech Republic, s.r.o.), se sidlem Pernerova 691/42,
PSC 186 00, Praha 8, Karlin, Ceska republika, IC: 247
68 651, DIC: CZ247 68 651 (,,Smluvni vyzkumna
organizace* nebo ,,IQVIA®),

o

Fakultni nemocnici Hradec Kralové, se sidlem
Sokolska 581, 500 05 Hradec Krdlové — Novy Hradec
Krilové, Ceskd republika, ICO: 00179906, DIC:
CZ00179906, zastoupenou prof. MUDr. Vladimirem
Palickou, CSc., dr. h. c., feditelem (“Poskytovatel
zdravotnich sluzeb”)

“ m

(,,Hlavni zkousSejici®),

a to s uc¢innosti ke dni uvetejnéni Smlouvy, Dodatku ¢.
1, Dodatku €. 2 a tohoto Dodatku €. 3 v registru smluv,
avSak smluvni strany si pfeji byt tpravou priv a
povinnosti obsaZenou v tomto Dodatku ¢. 3 vazany ode
dne 7. 4. 2016.
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obligations arising from this Amendment No. 3 from
the date 7 April 2016.

WITNESSETH:

WHEREAS, Contractual research
organization, Sponsor, Roche, Provider of Health
Services and Principal Investigator are parties to an
agreement entitled Contract on Clinical Trial for
Protocol “A Multicenter, Phase III, Open-Label,
Randomized Study In Relapsed/Refractory Patients
With Chronic Lymphocytic Leukemia To Evaluate The
Benefit Of GDC-0199 (ABT-199) Plus Rituximab
Compared With Bendamustine Plus Rituximab”
effective as of 7 July 2014 (the ‘Contract’), as
amended by Amendment No. 1 dated 13 October 2014
and Amendment No. 2 dated 2 May 2016, Protocol
number GO28667, and the parties desire to amend
such Contract;

WHEREAS, the Attachment 9 (Budget and
Payment Schedule) of the Contract shall be updated to
align it with Protocol No. V6 dated 7 April 2016 and
Protocol No. V9 dated 16 August 2018 visit schedule
and assessments requirements.

NOW THEREFORE, in consideration of the
mutual promises and covenants set forth herein, and
other good and valuable consideration, the receipt and
sufficiency of which is hereby acknowledged, the
parties hereby agree to amend the Contract as follows:

1. THE BUDGET AND PAYMENT SCHEDULE

Attachment 9 (Budget and Payment Schedule) of the
Contract is hereby updated as follows:

L Due to Protocol Amendment No. V6,
Attachment 9 (Budget and Payment Schedule)
of the Contract, Section 8) Additional Pass
Through Items is with effects from 7 April
2016 until 16 August 2018 amended by
addition of the following new letter j):

J) Contractual research organization agrees
to reimburse Provider of Health Services for
Survival Follow-Up Visits, at a rate of |}
-per visit (including Overhead) up to a
maximum total of per subject

TIMTO SE POTVRZUJE:
VZHLEDEM K TOMU, Z7e Smluvni
vyzkumna organizace, Zadavatel, Roche,

Poskytovatel zdravotnich sluZzeb a Hlavni zkouSejici
jsou smluvnimi stranami Smlouvy o klinickém
hodnoceni pro protokol “Multicentrické, oteviené,
randomizované klinické hodnoceni fdaze III pro
pacienty s  recidivujici/rezistentni  chronickou
lymfocytdrni  leukémii k vyhodnoceni prinosu
pripravku  GDC-0199 (ABT-199) v kombinaci s
rituximabem Vv porovndni s bendamustinem a
rituximabem”, kterd nabyla Ucinnosti dne 7. 7. 2014
(,,Smlouva“), ve znéni Dodatku ¢. 1 ze dne 13. 10.
2014 a Dodatku €. 2 ze dne 2. 5. 2016, ¢islo protokolu
GO28667, a smluvni strany si pieji zménit tuto
Smlouvu;

VZHLEDEM K TOMU, 7e Priloha 9
(Rozpocet a rozvrh plateb) Smlouvy bude
aktualizovana, aby byla v souladu s rozpisem navstév a
pozadavki na studii dle protokolu ¢. V6 ze dne 7. 4.
2016 a protokolu €. V9 ze dne 16. 8. 2018.

NYNI, Z TOHOTO DUVODU, s ohledem na
vzdjemné piisliby a ujedndni stanovend v tomto
Dodatku €. 3 a na jinou dobrou a hodnotnou uplatu, jejiz
dostatecnost se timto potvrzuje, se smluvni strany timto
dohodly na zméné Smlouvy takto:

1. ROZPOCET A ROZVRH PLATEB

Ptiloha 9 (Rozpocet a rozvrh plateb) Smlouvy, je timto
aktualizovana nasledujicim zptisobem:

I.  Na zakladé¢ dodatku k protokolu ¢. V6 se v
obdobi od 7. 4. 2016 do 16. 8. 2018 Ptiloha 9
(Rozpocet a rozvrh plateb) Smlouvy, odstavec
8) Dodate¢né prefakturovivané polozky
doplnuje o nasledujici nové pism. j):

J) Smluvni vyzkumnd organizace souhlasi s tim,
Ze uhradi Poskytovateli zdravotnich sluZeb
Survival Follow-Up navstévy ve vysi || ik
ndavstévu (vcetné reZijnich ndkladii), a to do

maximdlni celkové castky || KKEGEGEGRna subjek:

(including Overhead). klinického  hodnoceni  (véetné  reZijnich
ndkladi).
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II.  Due to Protocol Amendment No. V9, with
effects from 16 August 2018 the new Budget
table for R/C substudy, attached at the end of
this Amendment No. 3 over the signature
page, is added to the Attachment 9 (Budget
and Payment Schedule) of the Contract
beyond the existing Budget table.

All terms and conditions of the Contract not
expressly amended by this Amendment No. 3 remain
in full force and effect.

2. CONTRACTS REGISTRY

Notwithstanding the foregoing, Provider of Health
Services, Principal Investigator, Sponsor, Roche and
Contractual research organization hereby
acknowledge that this Amendment No. 3 shall be
published together with the Amendment No. 2, the
Amendment No. 1 and the Contract pursuant to Act
No. 340/2015 Coll., on Agreements Register. As and
between the parties, Provider of Health Services
agrees to publish this Amendment No. 3 together with
the Amendment No. 2, the Amendment No. 1 and the
Contract 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. 3, the Amendment No. 2, the
Amendment No. 1 and the Contract, such trade secrets
include, but are not limited to, Article XIII. to the
Contract — Financial aspects, 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 of
Health Services is obliged to publish this Amendment
No. 3 together with the Amendment No. 2, the
Amendment No. 1 and the Contract in accordance
with the article herein above. The Provider of Health
Services  will inform  Contractual research
organization of publishing this Amendment No. 3
together with the Amendment No. 2, the Amendment
No. 1 and the Contract in the Agreements Register by
designating  the  following email address:

as the email address to which
anotification of publication in the Agreements register
shall be sent. Should the Provider of Health Services
fail to publish this Amendment No. 3 together with the
Amendment No. 2, the Amendment No. 1 and the
Contract within 5 working days from its full execution
by all parties, it may be published by the Sponsor,
Roche or Contractual research organization.

II.  Na zdklad¢ dodatku k protokolu ¢. V9 se od 16.
8.2018 do Prilohy 9 (Rozpocet a rozvrh plateb)
Smlouvy za dosavadni rozpoctovou tabulku
dopliluje novd rozpoctovd tabulka pro R/C
podstudii, pfipojend na konci toho Dodatku ¢. 3
za podpisovou stranou.

Vsechna ustanoveni a podminky Smlouvy,
které nejsou vyslovné zménény timto Dodatkem ¢. 3,
zustavaji plné platné a ucinné.

2. REGISTR SMLUV

Bez ohledu na vySe uvedené, Poskytovatel zdravotnich
sluzeb, Hlavni Zkousejici, Zadavatel, Roche a Smluvni
vyzkumnd organizace timto berou na védomi, Ze tento
Dodatek €. 3 bude uvetejnén spole¢né s Dodatkem ¢. 2,
Dodatkem ¢. 1 a Smlouvou v souladu se zdk. ¢.
340/2015 Sb., o registru smluv. Za uvefejnéni dle
pfedchozi véty odpovidd Poskytovatel zdravotnich
sluZeb. Takovémuto uvetejnéni nepodléhaji ty udaje,
které tvofi obchodni tajemstvi n€které ze smluvnich
stran. Pro dcely tohoto Dodatku ¢. 3, Dodatku ¢. 2,
Dodatku ¢. 1 a Smlouvy se obchodnim tajemstvim
rozumi zejména Clanek XIII. Smlouvy - Finanéni
aspekty, minimalni cilovy pocet zafazeni, oCekdvany
pocet zatazenych subjektd a oCekavana délka trvani
Studie. Déle nebudou takovémuto uvefejnéni podléhat
osobni udaje fyzickych osob, ledaZe jsou jiZ uvetejnény
v jiném vefejné piistupném registru. Za uvetejnéni
Dodatku €. 3 spole¢né s Dodatkem ¢. 2, Dodatkem ¢. 1
a Smlouvou dle ptedchoziho odstavce odpovida
Poskytovatel  zdravotnich  sluzeb.  Poskytovatel
zdravotnich sluzeb vyrozumi Smluvni vyzkumnou
organizaci o uvefejnéni Dodatku ¢. 3, Dodatku ¢. 2,
Dodatku ¢. 1 a Smlouvy v registru smluv tak, Ze ve
formuldfi pouzivaném k uvefejnéni smlouvy zadd
adresu jako emailovou adresu,
na kterou ma byt zaslana notifikace o uvetejnéni. Neni-
li Dodatek €. 3 spolecné s Dodatkem €. 2, Dodatkem ¢.
1 a Smlouvou uvetejnén Poskytovatelem zdravotnich
sluzeb ve lhite 5 pracovnich dni od jeho podpisu vSemi
smluvnimi stranami, jsou k jejich uvetejnéni opravneni
Smluvni vyzkumna organizace, Roche ¢i Zadavatel.
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Before signing this Amendment No. 3, Contractual
research organization shall provide the Provider of
Health Services with the final machine-readable
version of the Contract, Amendment No. 1,
Amendment No. 2 and Amendment No. 3 with
highlighted sections considered as trade secrets.

This Amendment No. 3 is executed in the Czech and
English language version. In case of any discrepancy
between the Czech and the English version of this
Amendment No. 1, the Czech version shall prevail.

The parties undertake to process personal data in
accordance with the Regulation (EU) 2016/679 of the
European Parliament and of the Council (hereinafter
referred to as the “GDPR”).

This amendment No. 3 has been written in four
counterparts.

The estimated value of financial payment under the
Contract, as amended, shall be approximately CZK 2
098 268.

Smluvni vyzkumnd organizace se zavazuje, Ze pied
podpisem tohoto Dodatku ¢. 3 zaSle Poskytovateli
zdravotnich sluzeb findlni verzi Smlouvy, Dodatku €. 1,

Dodatku €. 2 a Dodatku €. 3 ve strojové citelném
formdtu s podbarvenym textem obchodniho tajemstvi.

Tento Dodatek €. 3 je vyhotoven v ¢eské jazykové verzi
a v anglické jazykové verzi, pficemzZ prednost ma ceska
jazykova verze.

Smluvni strany se zavazuji naklddat s osobnimi tdaji
v souladu s Natizenim Evropského parlamentu a Rady
¢. 2016/679 (dale jen ,,GDPR*).

Tento dodatek €. 3 je vyhotoven ve 4 stejnopisech.

Ptedpoklddand hodnota finan¢niho plnéni dle Smlouvy
ve znéni Dodatku €. 3 €ini pfiblizné 2 098 268 K¢.
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IN WITNESS WHEREOQOF, this
Amendment No. 3 has been executed by the parties
hereto through their duly authorized officers on the

NA DUKAZ TOHO smluvni strany uzaviely
tento Dodatek ¢. 3 prosttednictvim svych fadné
opravnénych vedoucich pracovniki v nize uvedeny den.

date(s) set forth below.

ABBVIE DEUTSCHLAND GMBH &CO.KG
represented by AbbVie s.r.o.

ABBVIE DEUTSCHLAND GMBH &CO.KG
zastoupend AbbVie s.r.0.

Name: Jméno:
Position: Funkece:
Signature: Podpis:

based on the power of attorney AbbVie s.r.o. na zdkladé plné moci spolec¢nosti AbbVie s.r.o.

Date: Datum: 5. 2. 2020

F. HOFFMANN-LA ROCHE LTD.
represented by IQVIA RDS Czech Republic s.r.o.

F. HOFFMANN-LA ROCHE LTD.
zastoupend IQVIA RDS Czech Republic s.r.o.

Name: Jméno:

Position: Funkce:

Signature: Podpis:

based on the power of attorney IQVIA RDS Czech Republic na zdkladé plné moci spolecnosti IQVIA RDS Czech
S.I.0. Republic s.r.0.

Date: Datum: 27. 1. 2020

IQVIA RDS Czech Republic s.r.o. IQVIA RDS Czech Republic s.r.o.

Name: Jméno:
Position: Funkce:
Signature: Podpis:
Date: Datum: 27. 1. 2020

Hlavni zkouSejici

Jméno: [

Podpis:

The Principal Investigator

Name: I

Signature:

Date: Datum: 22. 2. 2020
Poskytovatel zdravotnich sluzeb
Provider of Health Services
Jméno: prof. MUDr. Vladimir Palicka, CSc., dr. h. c.
Name: prof. MUDr. Vladimir Pali¢ka, CSc., dr. h. c. Funkce: feditel

Position: Director

Podpis:
Signature:
Datum: 3. 3.2020
Date:
AbbVie Deutschland GMBH & Co.Kg, F. Hoffmann-La Roche Ltd., Protocol No./ €. protokolu: 5

Amendment No. 3 to Contract on Clinical Trial / Dodatek ¢. 3 ke Smlouvé o klinickém hodnoceni
Fakultni nemocnice Hradec Kralové /
Version 1/ Verze 1, 20.02.2019,



The Budget for R/C substudy is as follows:
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Rozpocet pro R/C podstudii je ndsledujici:
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