AMENDMENT NO. 4 TO CLINICAL
TRIAL AGREEMENT

This Amendment No. 4 of Clinical Trial
Agreement is fully replace previous
Amendment No. 3 dated 19 February 2020
(“Amendment”) and is between:

IQVIA RDS Czech Republic s.r.o.
(formerly Quintiles Czech Republic, s.r.0.),
having a place of business at Pernerova
691/42, Karlin, 186 00 Praha 8, IN: 247 68
651, TIN: CZ247 68 651 Czech Republic
(“lQVvIA™)

representing the interests of

Boehringer Ingelheim International
GmbH, having a place of business at
Binger Strasse 173, 55216 Ingelheim am
Rhein, Germany TIN: DE 811 138 149
(upon power of attorney represented by
IQVIA° RDS Czech Republic s.r.o.)
(“Sponsor”)

and

Institut klinické a experimentalni
mediciny, having a place of business at
Videnska 1958/9, 140 21 Praha 4, Czech
Republic, Identification number:
00023001, Tax Identification number:
CZ00023001, represented by Ing. Michal
Stiborek, MBA, Director (“Institution”)

and

B -rincipal Investigator,

hereinafter referred to as the
“Investigator”)

and is effective as of its publication in the
Register of Agreements, (hereinafter
“Effective Date”), but the Parties agree to
be bound by the rights and obligations
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DODATEK C. 4 KE SMLOUVE
O KLINICKEM HODNOCENI

Timto Dodatkem & 4 ke Smlouvé
o klinickem hodnoceni se kompletné
nahrazuje piedchozi Dodatek €. 3 ze dne
19. unora 2020 (dale jen ,Dodatek)a
uzavira se mezi

IQVIA RDS Czech Republic s.r.o. (dfive
Quintiles Czech Republic, s.r.o.), se
sidlem na adrese Pernerova 691/42,
Karlin, 186 00 Praha 8, IC: 247 68 651,
DIC: CZ247 68 651 Ceska republika (dale
oznacovana jen jako ,IQVIA*)

zastupujici zajmy

Boehringer Ingelheim International
GmbH, se sidlem na adrese Binger
Strasse 173, 55216 Ingelheim am Rhein,
Némecko, DIC: DE 811 138 149 (na

zakladé plné moci reprezentované
spole¢nosti IQVIA RDS Czech Republic
s.r.o. (dale oznaCovana jen jako
Zadavatel)

a

Institut klinické a experimentalni

mediciny, se sidlem na adrese Viderska
1958/9, 140 21 Praha 4, Ceska republika,
Identifikacni &islo: 00023001, Danovée
identifika¢ni cislo: CZ00023001,
zastoupeny Ing. Michalem Stiborkem,
MBA, feditelem (dale oznaCovane jen jako
~Zdravotnické zafizeni")

a

I (dale oznagovan jen

jako ,Zkousejici)

a to s ucinnosti ke dni uverejnéni
v registru smiluv (dale jen ,Datum
ucinnosti“), avSak Strany si preji byt
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arising from this Amendment from the date
22 June 2017

WITNESSETH:

WHEREAS, IQVIA and Sponsor
and Institution and Investigator are parties
to an agreement entitled Clinical Trial
Agreement effective as of 22 June 2017
for Protocol number: 1245.110 and title: “A
phase lll randomised, double-blind trial
to evaluate efficacy and safety of once
daily empagliflozin 10 mg compared to
placebo, in patients with chronic Heart
Failure with preserved Ejection
Fraction (HFpEF)” (the “Agreement”), as
amended by Amendment No. 1 dated 06
November 2017 and Amendment No. 2
dated 17 September 2018 and the parties
desire to amend such Agreement;

WHEREAS, AQuintiles Czech
Republic, s.r.o. has changed its name to
IQVIA RDS Czech Republic s.r.0.; and

WHEREAS, as of the effective date
of this Amendment following the name
change described in the above recital, all
references to Quintiles Czech Republic,
s.r.o in the Agreement shall be updated to
refer to IQVIA RDS Czech Republic s.r.o.;

WHEREAS, the parties desire to
amend the Agreement due to Sponsor’s
decision with regards to change of
reimbursement’s condition for payment for
Echocardiogram;

WHEREAS, the parties desire to
compensate for laboratory re-test blood
draws related to subject eligibility and e-
CRF updates;
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Upravou prav a povinnosti obsazenou v
tomto Dodatku vazany jiz
od 22. ¢ervna 2017

TiMTO SE POTVRZUJE:

VZHLEDEM K TOMU, ZE IQVIA,
Zadavatel, Zdravotnické zafizeni a
ZkouSejici  jsou smluvnimi  stranami
smlouvy s nazvem Smlouva o klinickém
hodnoceni, ktera nabyla ucinnosti dne 22.
¢ervna 2017 pro klinickém hodnoceni Cislo
protokolu: 1245.110 nazvane:
.Randomizované, dvojité zaslepené
klinické hodnoceni faze Il hodnotici
ucinnost a bezpeénost empagliflozinu
10 mg podavaného jednou denné
v porovnani s placebem u pacientu
s chronickym srdeénim selhanim se
zachovanou ejekéni frakci (HFpEF)"
(déle jen ,Smlouva“), ve znéni Dodatku
€.1 ze dne 6 listopadu 2017 a Dodatku €.
2 ze dne 17 zafi 2018 a smluvni strany si
pieji zménit tuto Smlouvu;

VZHLEDEM K TOMU, ZE Quintiles
Czech Republic, s.r.o. zménila svuj nazev
na IQVIA RDS Czech Republic s.r.o.; a

VZHLEDEM K TOMU, ZE k datu
ucinnosti tohoto Dodatku v navaznosti na
zmenu nazvu uvedeneho vyse se vSechny
odkazy na Quintiles Czech Republic, s.r.o.
ve Smlouvé upravuji na IQVIA RDS Czech
Republic s.r.o;

VZHLEDEM KTOMU, ZE si
smluvni strany z ddvodu rozhodnuti
Zadavatele pieji v souvislosti se zménou

podminek vyplaceni uhrad za
echokardiogram zménit Smlouvu;
VZHLEDEM KTOMU, ZE si

smluvni strany pfeji sjednat uhradu za
odbér krve pro znovuovéieni laboratornich
kritérii pro zafazeni subjektu a aktualizaci
formularl CRF;
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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 Agreement as follows:

-_—

ATTACHMENT B. BUDGET AND
PAYMENT SCHEDULE, SECTION
F, ORIGINAL INVOICES, is hereby
amended and the below point is
added:
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NYNi S OHLEDEM NA
UVEDENE, po zvaZeni
pfislibl0  azavazki zde uvedenych
a dalSich fadnych a hodnotnych
protiplnéni, jejichZ pfijeti a dostate¢nost je
timto potvrzena, se smluvni strany
dohodly na zméné Smlouvy takto:

SHORA
vzajemnych

1. PRILOHA B. ROZPOCET A ROZPIS
PLATEB, CLANEK F, ORIGINALY
FAKTUR, se dopliuje o dalsi bod:
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Notwithstanding the foregoing, Institution,
Investigator, Sponsor and IQVIA hereby
acknowledge that this Amendment shall
be published pursuant to the Act No.
340/2015 Coll., on Agreements Register.
Any information which constitutes trade
secret of either Party is exempted from
such publication. For the purposes of this
Amendment, such trade secrets include,
but are not limited to, Attachment A to the
Agreement — Budget and payment
schedule, 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 Institution is obliged to
publish this Amendment in accordance
with the article herein above. Should the
Institution fail to publish this Amendment
within 5 working days from its full
execution by all Parties, it may be
published by the Sponsor or IQVIA.

The estimated value of financial payment
under the Agreement as amended shall be
approximately CZK 2 123 595, 00.

All terms and conditions of the
Agreement not expressly amended by
this Amendment remain in full force
and effect.
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Bez ohledu na vySe uvedeng,
Zdravotnické zarizeni, Zkousejici,
Zadavatel a IQVIA timto berou na védomi,
Ze tento Dodatek bude uvefejnén v
souladu se zak. & 340/2015 Sb., o registru
smiuv. Takovemuto uverejnéni
nepodléhaji ty udaje, které tvofi obchodni
tajemstvi néktere ze smluvnich Stran. Pro
ucCely tohoto Dodatku se obchodnim
tajemstvim rozumi zejména Priloha A
Smlouvy — Rozpocet a platebni rozvrh,
minimalni  cilovy  poCet  zarazeni,
oekavany pocet zafazenych subjektu a
olekavana délka trvani Studie. Ddéle
nebudou takovémuto uverejnéni podiehat
osobni udaje fyzickych osob, ledaZe jsou
jiz uvefejnény v jiném vefejné piistupném

registru. Za uvefejnéni Dodatku dle
pfedchoziho odstavce odpovida
Zdravotnické zafizeni. Neni-li Dodatek

uverejnén Zdravotnickym zafizenim ve
Ih(té 5 pracovnich dni od jeho podpisu
v8emi smluvnimi Stranami, jsou k jejich
uverejnéni opravnéni IQVIA &i Zadavatel.

Pfedpokladana hodnota finanéniho plnéni
dle Smilouvy ve znéni Dodatku &ini
pfiblizné 2 123 595,00 K&.

VSechny podminky Smiouvy, které
nejsou vyslovné zménény timto
Dodatkem, zlstavaji v plném rozsahu
platné a uéinné.

CONFIDENTIAL



IN WITNESS WHEREOF, this
Amendment has been executed by the
parties hereto through their duly
authorized officers on the date(s) set forth
below.

IQVIA RDS Czech Republic s.r.o.

By / Podpis:

NA DUKAZ TOHO smluvni strany
uzaviely tento Dodatek prostiednictvim
svych fadné opravnénych vedoucich
pracovniki v niZze uvedeny(ch) den
(dnech).

Name / Jméno hulkovym pismem:

Title / Funkce:

Date / Datum:

Podepsano IQVIA RDS Czech Republic
8.r.0. na zakladé plné moci ze dne 23.
Listopadu 2016 v zastoupeni/Signed by
IQVIA RDS Czech Republic s.r.o. under a
Power of Attorney dated 23 November
2016, for and on behalf ofBoehringer
Ingelheim International GmbH

By / Podpis:

Name / Jméno hulkovym pismem:

Title / Funkce:

Date / Datum:

Institut klinické a

mediciny

experimentalni

By / Podpis:

Name / Jméno hulkovym pismem:

Title / Funkce:

Date / Datum:
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By / Podpis:

Name / Jméno hulkovym pismem:

Title / Funkce:

Date / Datum:
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