AMENDMENT NO. 4 TO CLINICAL
TRIAL AGREEMENT

This Amendment No. 4 of Clinical Trial

Agreement No.
KHL/2017/003Fo(“Amendment”) is
between:

IQVIA RDS Czech Republic s.r.o.
(formerly Quintiles Czech Republic,
s.r.o.), having a place of business at
Pernerova 691/42, Karlin, 186 00 Praha
8, Czech Republic (“IQVIA”)

a

Boehringer Ingelheim International
GmbH, having a place of business at
Binger Strasse 173, 55216 Ingelheim am
Rhein, Germany (upon power of attorney
represented by IQVIA RDS Czech
Republic s.r.0.) (“Sponsor”)

and

Fakultni nemocnice u sv. Anny v Brné
having a place of business at Pekafska
664/53, 656 91 Brno, Czech Republic,
Identification number: 00159816, Tax
identification number: CZ00159816,
represented by Ing. Vlastimil Vajdak,
Director (the “Institution”)

and

DODATEK C. 4 KE SMLOUVE
O KLINICKEM HODNOCENI

Tento Dodatek ¢&. 4 ke Smlouvé
o klinickém hodnoceni ¢.
KHL/2017/003/Fo (dale jen ,Dodatek®) se
uzavira mezi:

IQVIA RDS Czech Republic s.r.o. (dfive
Quintiles Czech Republic, s.r.0.), se
sidlem na adrese Pernerova 691/42,
Karlin, 186 00 Praha 8, Ceska republika
(dale oznacovana jen jako ,IQVIA®)

a
Boehringer Ingelheim International
GmbH, se sidlem na adrese Binger

Strasse 173, 55216 Ingelheim am Rhein,
Némecko, (na zakladé plné moci
reprezentované spole¢nosti IQVIA RDS
Czech Republic s.r.o. (dale oznaCovana
jen jako ,Zadavatel)

a

Fakultni nemocnici u sv. Anny v Brné
se sidlem Pekarska 664/53, 656 91 Brno,
Ceska republika, 1C: 00159816, DIC:
CZ00159816, zastoupena Ing.
Vlastimilem Vajdakem, Feditelem (dale
oznaCované jen jako “Zdravotnické
zarizeni’)

to as the “Investigator”)

and is effective as of its publication in the
Register of Agreements, but the Parties
agree to be bound by the rights and
obligations arising from this Amendment
from the date 23 May 2018 (hereinafter
“Effective Date”).
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(dale oznaCovany jen jako “Zkousejici”)

a to s ucinnosti ke dni uvefejnéni
v registru smluv, av8ak Strany si pfeji byt
Upravou prav a povinnosti obsazenou v
tomto Dodatku vazany jiz od 23. kvétna
2018 (dale jen ,Datum uéinnosti).
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WITNESSETH:

WHEREAS, IQVIA and Sponsor
and Institution and Investigator are parties
to an agreement entitled Clinical Trial
Agreement No. KHL/2017/003/Fo
effective as of 23 May 2017 for Protocol
number: 1245.110 and title: “A phase Il
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 18
September 2017 and Amendment No. 2
dated 20 October 2017 and Amendment
No. 3 dated 19 Aprii 2018 and
Amendment and the parties desire to
amend such Agreement;

WHEREAS, Quintiles Czech
Republic, s.r.o. has changed its name to
IQVIA RDS Czech Republic s.r.o0.; 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.o0.;

WHEREAS, the parties desire to
amend the Agreement due to Sponsor’'s
decision with regards to change of
reimbursement’s condition for payment
for Screen Failures, Echocardiogram and
Subject Recruitment/Advertising;

WHEREAS, the parties desire to
compensate for laboratory re-test blood
draws related to subject eligibility and e-
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TiMTO SE POTVRZUJE:

VZHLEDEM K TOMU, ZE IQVIA,
Zadavatel, Zdravotnické zafizeni a
ZkouSejici jsou  smluvnimi  stranami
smlouvy s nazvem Smlouva o klinickém
hodnoceni, ¢. KHL/2017/003/Fo, ktera
byla uzavfena dne 23. 5. 2017 pro
klinickém hodnoceni dislo protokolu:
1245.110 nazvané: ,Randomizované,
dvojité zaslepené klinické hodnoceni
faze Il hodnotici acinnost a
bezpecénost empagliflozinu 10 mg
podavaného jednou denné v porovnani
s placebem u pacientu s chronickym
srde¢nim selhanim se zachovanou
ejekéni frakci (HFpEF)‘ (dale jen
~Smlouva®), ve znéni Dodatku ¢.1 ze dne
18. zafi 2017 a Dodatku €. 2 ze dne 20.
fijna 2017 a Dodatku €. 3 ze dne 19.
dubna 2018. Smluvni strany si pfeji
zménit tuto Smlouvu;

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

VZHLEDEM K TOMU, ZE k datu
ucinnosti tohoto Dodatku v navaznosti na
zménu nazvu uvedeného vySe se
vSechny odkazy na Quintiles Czech
Republic, s.r.o. ve Smlouvé upravuji na
IQVIA RDS Czech Republic s.r.o0.;

VZHLEDEM K TOMU, ZE si
smluvni strany z dlvodu rozhodnuti
Zadavatele preji v souvislosti se zménou
podminek vyplaceni za neuspésny
screening, uhradu za echokardiogram
a nabor subjektu/reklamu zmenit
Smlouvu;

VZHLEDEM K TOMU, ZE si
smluvni strany pfeji sjednat uhradu za
odbér krve pro znovuoveéreni
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CRF updates;

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:

1. ATTACHMENT B. BUDGET AND
PAYMENT SCHEDULE, SECTION
D, SCREENING FAILURE
PAYMENTS is hereby deleted in its
entirety and replaced as follows:

All screen failures will be reimbursed at
50% of the amount indicated on the
screening visit of the attached Budget. To
be eligible for reimbursement of screening
visit, completed screening CRF pages
must be submitted to IQVIA and any
additional information, which may be
requested by IQVIA to appropriately
document the  subject  screening
procedures.

2. ATTACHMENT B. BUDGET AND
PAYMENT SCHEDULE, SECTION
F, ORIGINAL INVOICES, is
changed so that paragraph
Echocardiogram Reimbursement
is amended as follows:

Echocardiogram Reimbursement

As per Protocol section 3.3.2 and
requirements  communicated  during
investigator meetings, Echocardiogram
performed under the following conditions
will be reimbursed at a rate '
(I © 'nstitution and to
Investigator) upon receipt of detailed
invoice and supporting documents
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laboratornich  kritérii  pro  zafazeni
subjektu a aktualizaci formulari CRF;

NYNi S OHLEDEM NA
UVEDENE, po zvaZeni
prislibl azavazkli zde uvedenych
a dalSich fadnych a hodnotnych
protipInéni, jejichz dostate¢nost je timto
potvrzena, se smluvni strany dohodly na
zméné Smlouvy takto:

SHORA
vzajemnych

1. PRILOHA B. ROZPOCET A
HARMONOGRAM PLATEB,
CLANEK D, PLATBY ZA
NEUSPESNY SCREENING, se
odstrafiuje v celém svém znéni
a nahrazuje se nasledujicim:

V8echny neuspésné screeningy budou
proplaceny ve vySi50% platby za
screeningovou navstévu uvedenou
v pfiloZzeném rozpoc¢tu. Narok na uhradu
screeningovych  navstév  vznika za
predpokladu, Zze budou IQVIA pfedlozeny
kompletni formulafe CRF s veSkerymi
dalSimi informacemi, které mohou byt
vyzadany ze strany IQVIA za ucelem
fadného zdokumentovani screeningovych
procedur.

2. PRILOHA B. ROZPOCET A

HARMONOGRAM PLATEB,
CLANEK F, ORIGINALY
FAKTUR, se méni, a to tak, ze
odstavec Uhrada za
echokardiogram se meéni
nasledovné:

Uhrada za echokardiogram

Dle ¢asti 3.3.2 Protokolu a pozadavku
sdélenych bé&hem schizek zkouSejicich

bude echokardiogram provedeny
v souladu s nasledujicimi  podminkami
uhrazen v Castce (z toho
‘ Zdravotnickému  zafizeni
a ZkouSejicimu) po obdrzeni
podrobné faktury a podkladové
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detailing the following conditions have
been met:

e The subject’s reference Left
Ventricular Ejection Fraction (LVEF)
procedure Ejection Fraction (EF)
value meets the criteria in the
Protocol except that:

o the procedure was performed
more than 6 months prior to

visit 1; or

o the procedure was
performed less than 90 days
after any myocardial
infarction; or

o the procedure was an

Echocardiogram for which the
LVEF was reported as a range
of greater than 5 points and is
not  considered to be
technically sufficient to support
a formal re-reading with a
specific result or range of 5
points or less; or

o the procedure results are
deemed unreliable for other
documented technical
reasons.

A formal re-reading of an

Echocardiogram will be reimbursed at a

rate of (I o 'nstitution
and to Investigator) upon receipt
of detailed invoice and supporting

documents detailing that the following
conditions have been met:

e The subject's reference LVEF
procedure EF value meets the criteria
in the Protocol except that:

o the procedure was an
Echocardiogram for which the
LVEF was reported as a range
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dokumentace potvrzujici, ze nasledujici
podminky byly spinény:

o v pacientové referenénim
vySetfeni ejekéni frakce levé komory
(LVEF) spliiuje hodnota ejekéni frakce
(EF) kritéria Protokolu, s vyjimkou toho,
kdy:

o toto wvydetfeni bylo
provedeno vice nez 6
meésicl pred 1.
navstévou, nebo

o vysetieni bylo

provedeno méné nez
90 dnd po jakémkoliv
infarktu myokardu
nebo

o vySetfeni bylo ve formé
echokardiogramu, pro
ktery byla hodnota LVEF
hlasena v rozsahu
vétSim nez 5 bodld a
nepoklada se za
technicky dostacujici pro
formalni pfezkoumani se
specifickym  vysledkem
nebo rozsahem hodnot
do 5 bodl véetné, nebo

o vysledky tohoto
vySetieni byly shledany
nespolehlivymi  z jinych
dokumentovanych
technickych divoda.

Formaini prezkoumani
echokardiogramu bude uhrazeno
veéastce | (z toho -
Zdravotnickému zafizeni a
ZkouSejicimu) po obdrzeni podrobné
faktury  a podkladové  dokumentace
potvrzujici splnéni nasledujicich
podminek:

o v pacientové referenénim
vySetfeni LVEF spliuje hodnota EF

kritéria Protokolu, s vyjimkou toho, kdy:
o vySetfeni bylo ve formé
echokardiogramu,  pro
ktery byla hodnota LVEF
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of greater than 5 points but is
technically sufficient to support
a formal re-reading with a
specific result or range of 5
points or less; or

o the procedure results are
deemed unreliable for other
documented technical
reasons; or

o the procedure was performed
more than 6 months prior to
visit 1; or

o the procedure was
performed less than 90 days
after any myocardial
infarction.

3.  ATTACHMENT B. BUDGET AND
PAYMENT SCHEDULE, SECTION
F, ORIGINAL INVOICES is hereby
amended and the below paragraphs
are added:

e Laboratory Re-Test Blood Draws

Laboratory re-test blood draws to confirm
subject’s eligibility will be reimbursed on a
pass-through basis upon receipt of
supporting invoices from Site, up to
CZK per re-test blood draws/per
(i to Institution and
to Investigator) Subject number

and procedures dates must be included
on the invoice.

subject.
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hlasena v rozsahu
vétSim nez 5 bodu, ale
je techniky dostacujici

pro formalni
prezkoumani se
specifickym  vysledkem

nebo rozsahem hodnot
do 5 bodU véetné, nebo
o vysledky tohoto
vySetfeni byly shledany

nespolehlivymi  z jinych
dokumentovanych
technickych davodu,
nebo

o toto vySetfeni  bylo
provedeno vice nez 6
mésicu pred 1.
navstévou, nebo

o vySetreni bylo

provedeno méné nez
90 dnd po jakémkoliv
infarktu myokardu.

3. PRILOHA B. ROZPOCET A

HARMONOGRAM PLATEB,
CLANEK F, ORIGINALY
FAKTUR se doplAuje o dalsi
odstavce:
o Odbér krve pro znovuovéreni
laboratornich kritérii
Odbéry krve pro znovuoveéreni
laboratornich  kritérii  pro  zarazeni

subjektu budou uhrazeny prubézné po
pfijeti faktur z Mista vykonu klinického

hodnoceni ve vysSi za odbér
krve/za subjekt (z toho
Zdravotnickému zafizeni a

ZkouS8ejicimu) Na faktufe musi byt
uvedeno Cislo subjektu a datum
procedury.
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e Study Coordinator Fee - for

Laboratory Re-Test Blood Draws

Study Coordinator time for re-test blood
draws to confirm subject’s eligibility will be
reimbursed to Institution on a pass-
through basis upon receipt of supporting
invoices from Site, up to H per all
re-test blood draws/per subject. Subject

number and procedures dates must be
included on the invoice.

. eCRF Updates Fee

Site shall be reimbursed in the fixed
amounts of for each subject
enrolled before eCRF migration on
10Dec2018 payable to the Investigator
and of ﬂfor each subject enrolled
before eCRF migration on 10Dec2018
payable to the Institution for updating
eCRF  following eCRF migration
performed in accordance with Sponsor’s
and/or IQVIA’s instructions. The above
fixed fees cover time Investigator and
Institution spent to update each subject
eCRF for subjects enrolled before eCRF
migration on 10Dec2018. Reimbursement
will only be paid upon receipt of detailed
invoices from Site.

2 AGREEMENTS REGISTER
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 and the Agreement, 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
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) Poplatek Studijnimu
koordinatorovi — za odbér krve pro
znovuovéreni laboratornich kritérii
Platba za ¢&as Studijniho koordinatora
straveny opakovanymi odbéry krve
k potvrzeni  zpUsobilosti  subjektu  k
zafazeni bude hrazena Zdravotnickému
zafizeni prubézné po pfijeti podkladovych
faktur od Mista vykonu klinického
hodnoceni, ve vysi h za vSechny
opakované odbéry krve/za subjekt. Na
faktufe musi byt uvedeno dgislo subjektu a
data procedur.

) Poplatek aktualizaci
formulara eCRF

za

Za kazdy subjekt zafazeny pfed migraci
eCRF dne 10. prosince 2018 bude
v souvislosti s migraci eCRF vyplacena
fixni Castka za aktualizaci eCRF
v souladu s instrukcemi

poskytnutymi
Zadavatelem a IQVIA ve vysi h
ZkouSejicimu a ve vySi

Zdravotnickému zafizeni. VySe uvedené
fixni poplatky pokryvaji ¢as ZkousSejiciho
a Zdravotnického  zafizeni  straveny
aktualizaci kazdého eCRF za subjekty
zarazené pred migraci eCRF dne 10.
prosince 2018. Platba bude provedena
pouze na zakladé podrobné faktury

zaslané Mistem vykonu Klinického
hodnoceni.

2 REGISTR SMLUV
Bez ohledu na vysSe uvedené,
Zdravotnické zarizeni, ZkousSejici,
Zadavatel a IQVIA timto berou na

védomi, ze tento Dodatek bude uvefejnén
v souladu se zak. €. 340/2015 Sb., o
registru smluv. Takovémuto uvefejnéni
nepodléhaji ty udaje, které tvofi obchodni
tajemstvi nékteré ze smluvnich Stran. Pro
Ucely tohoto Dodatku a Smlouvy se
obchodnim tajemstvim rozumi zejména
PFiloha A Smlouvy — Rozpocet a platebni
rozvrh, minimalni cilovy pocet zafazeni,
o¢ekavany pocet zafazenych subjektl a
oCekavana délka trvani Studie. Dale
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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.
The Institution will inform IQVIA of
publishing this Amendment in the
Agreements Register by designating the
following email address: ﬂ as the
email address to which a notification of
publication in the Agreements register
shall be sent. 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 1 284 947.

The Amendment is drawn up in English
and in Czech language versions. In case
of any dispute Czech language version
shall prevail.

This Amendment No. 4 has been
executed in 4 counterparts, and each
party shall obtain one counterpart.

All terms and conditions of the
Agreement not expressly amended by
this Amendment remain in full force
and effect.
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nebudou takovémuto uverejnéni podléhat
osobni udaje fyzickych osob, ledaze jsou
jiz uvefejnény v jiném vefejné pristupném
registru. Za uvefejnéni Dodatku dle
pfedchoziho odstavce odpovida
Zdravotnické  zafizeni.  Zdravotnické
zafizeni vyrozumi IQVIA o uvefejnéni
Dodatku v registru smluv tak, ze ve
formulafi pouzivaném k uvefejnéni zada
adresu |l jako emailovou adresu,
na kterou ma byt zaslana notifikace o
uverejnéni. Neni-li Dodatek uvefejnén
Zdravotnickym zafizenim ve I|haté 5
pracovnich dni od jeho podpisu vSemi
smluvnimi  Stranami, jsou k jejich
uvefejnéni opravnéni IQVIA ¢i Zadavatel.

Pfedpokladana hodnota finanéniho plnéni
dle Smlouvy ve znéni Dodatku d&ini
pFiblizné 1 284 947 K¢.

Tento Dodatek je vyhotoven v ¢eském a
anglickém jazykovém znéni. V pfipadé
jakéhokoli rozporu mezi témito verzemi
ma prednost eska jazykova verze.

Tento Dodatek €. 4 je vyhotoven ve 4
vyhotovenich, pfiemz kazda smluvni
strana obdrzi po jednom.

VSsechny podminky Smlouvy, které
nejsou vyslovhé zménény timto
Dodatkem, zustavaji v plném rozsahu
platné a ucinné.
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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 prostfednictvim
svych fadné opravnénych vedoucich
pracovniki v nize uvedeny(ch) den
(dnech).

Name / Jméno hdlkovym pismem:

Title / Funkce:

Date / Datum:

Podepsano IQVIA RDS Czech Republic
s.r.o. 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 of Boehringer
Ingelheim International GmbH

By / Podpis:

Name / Jméno halkovym pismem:

Title / Funkce:

Date / Datum:

Fakultni nemocnice u sv. Anny v Brné:

By / Podpis:

Name / Jméno hadlkovym pismem:

Title / Funkce:

Date / Datum:
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By / Podpis:

Name / Jméno hulkovym pismem:

Title / Funkce:

Date / Datum:
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