AMENDMENT TO CLINICAL TRIAL
AGREEMENT No. 3

This Amendment to Clinical Trial Agreement
(“Amendment”) is between

Fakultni nemocnice Brno, having a place of
business at Jihlavska 20, 625 00 Brno, Czech
Republic Identification number: 652 69 705, Tax
identification number: CZ65269705,
represented by MUDr. Roman Kraus, MBA,
director (the “Institution”),

address:
, Czech Republic,
date of birth: (Principal Investigator,

hereinafter referred to as the “Investigator”) and

Quintiles Czech Republic, s.r.o. Praha 5,
Jinonice, Radlicka 714/113a, zip code 158 00,
Czech Republic, Identification number: 247
68 651, (“Quintiles”) and

Boehringer Ingelheim International GmbH
upon power of attorney represented by
Quintiles Czech Republic, s.r.o. (the “Sponsor”)

and is effective as of the date last signed below.

WITNESSETH:

WHEREAS, Quintiles and Institution are
parties to an agreement to the Clinical trial
entitled: ,,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)”, protocol
No. 1245.110 effective as of 20 June 2017 (the
“Agreement”), and the parties desire to amend
such Agreement;

WHEREAS, the parties desire to amend the
Agreement due to Clinical Trial Protocol,
Version 2.0 of 23 November, 2017.

DODATEK C. 3 KE SMLOUVE
O PROVADENI KLINICKEHO HODNOCENI

Tento dodatek ke smlouvé o provadéni klinického
hodnoceni (,,Dodatek) je uzaviran mezi

Fakultni nemocnici Brno, se sidlem Jihlavska 20,
625 00 Brno, Ceska republika, Identifikacni Cislo:
652 69705, Danové identifika¢ni  ¢islo:
CZ65269705, zastoupenou MUDr. Romanem
Krausem, MBA, feditelem (dale oznacované jen
jako “Zdravotnické zafizeni”),

adresa:

1l
, Ceska
datum narozeni: (dale oznacovany jen jako

republika,
“ZkouSejici”) a

spolecnosti Quintiles Czech Republic, s.r.o. Praha
5, Jinonice, Radlicka 714/113a, PSC 158 00, Ceska
republika IC: 247 68 651, (dale oznatovana jen jako
“Quintiles”) a

spole¢nosti Boehringer Ingelheim International
GmbH na =zakladé plné moci reprezentované
spole¢nosti Quintiles Czech Republic, s.r.o. (dale
oznacovana jen jako ,,Zadavatel*)

a je u¢inny od data posledniho podpisu uvedeného
nize.

UVODNI USTANOVENI:

Spole¢nost Quintiles a Zdravotnické zarizeni jSou
smluvnimi stranami smlouvy o klinickém hodnoceni
snazvem ,Randomizované, dvojit¢ zaslepené
klinické hodnoceni faze IIl hodnotici G¢innost a
bezpeCnost empagliflozinu 10 mg podavaného
jednou denné v porovnani s placebem u pacientl s
chronickym srde¢nim selhanim se zachovanou
ejekéni frakci (HFpEF)”, protokol ¢. 1245.110
ucinné k 20. ¢ervnu 2017 (dale jen ,,.Smlouva®) a
preji si tuto Smlouvu zménit.

Strany se dohodly zménit Smlouvu na zikladé
Protokolu klinického hodnoceni, verze 2.0 ze dne
23. listopadu 2017.
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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:

1. ATTACHMENT B. BUDGET AND
PAYMENT SCHEDULE is hereby amended as
follows:

As a result of the revised schedule of events in
Clinical Trial Protocol Version 2.0 dated 23th
November, 2017, and change in completed
Patient fee set forth under the Study Patient
budget table is deleted in its entirety and replaced
with the following table:

Po zvazeni vzdjemnych prislibl a zavazki
uvedenych vtéto Smlouvé adalSich fadnych
a hodnotnych protipInéni, jejichz prijeti
a dostatecnost je timto potvrzena, se strany dohodly
na zméné¢ Smlouvy takto:

1. PRILOHA B. ROZPOCET A PLATEBNI
PREHLED, ROZPOCET se méni ndsledovné:

Na zékladé revidovaného harmonogramu ukont
v Protokolu klinického hodnoceni, verze 2.0 ze dne
23. listopadu a zménam v uzavieném poplatku za
pacienta, stanovenym tabulkou s rozpoCtem na
pacienta je tato tabulka v plném rozsahu vymazana a
nahrazena nésledujici rozpoctovou tabulkou:
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2. ATTACHMENT B. BUDGET AND 2. PRILOHA B. ROZPOCET A PLATEBNI
PAYMENT SCHEDULE PREHLED, ROZPOCET

3. ATTACHMENT B. BUDGET AND 3. PRILOHA B. ROZPOCET A PLATEBNI
PAYMENT SCHEDULE PREHLED, ROZPOCET

The wording included at Amendment 1 as Nasledujici znéni v Dodatku ¢. 1

follows:
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4. ATTACHMENT B. BUDGET AND

PAYMENT SCHEDULE

is hereby amended by including the following
additional payments directly after the
Echocardiogram Reimbursement and updated at
section 3 of this Amendment as follows:

6. ATTACHMENT C. EQUIPMENT is
hereby added and contained the following
provisions:

Subject to any necessary IRB/IEC and other
approvals being obtained, Sponsor via Vendor
shall provide each randomised T1DM (Type 1
diabetes mellitus) subject with a keto glucometer
and ancillary supplies to assist subject in Study
participation. Sponsor shall provide sufficient
ancillary supplies for glucose monitoring 8-10
times per day during the subject’s ongoing
participation in the Study.

Subject also to obtaining any necessary IRB/IEC
and other approvals, Site shall advise the subject

4. PRILOHA B. ROZPOCET A PLATEBNI
PREHLED, ROZPOCET

Se timto dopliiuje o nasledujici dodatecnou platbu
za odstavec ,,Uhrada za echokardiogram®, ktery je
aktualizovan v oddile 3 tohoto dodatku:

6. PRILOHA C VYBAVENI se timto ptidava
S nasledujicim znénim:

Na zéakladé¢ ziskani veskerych potifebnych schvaleni
etickou komisi a jinych schvaleni Zadavatel
poskytne prostiednictvim Dodavatele kazdému
randomizovanému subjektu s TLDM (cukrovkou 1.
typu) piistroj k mefeni glukdzy a ketond a rovnéz
pomocné spotiebni materialy na pomoc pii ucasti ve
Studii. Zadavatel poskytne dostatek spotiebnich
materialti ke sledovani hladiny glukézy 8 az 10krat
denn¢ béhem ucasti subjektu ve Studii.

Rovnéz na zaklad¢ ziskani veskerych potiebnych
schvaleni etickou komisi a jinych schvaleni Misto
vykonu klinického hodnoceni upozorni subjekt, ze
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that when their participation in the Study ends,
subject may retain their keto glucometer. Any
unused keto glucometers and unused or expired
ancillary supplies issued to the Site for the
purpose of the Study must be returned to the
CRO at the end of the Study.

Each keto glucometer will be provided with the
listed ancillary supplies:

po ukonceni ucasti ve Studii si mlze pfistroj k
meéfeni glukézy a ketond ponechat. Veskeré
nepouzité pristroje k méteni glukdzy a ketonti a
nepouzité nebo proslé spotfebni materidly vydané
Mistu vykonu klinického hodnoceni pro tcely studie
musi byt po ukonceni Studie vraceny CRO.

Kazdy pfistroj k méteni glukoézy a ketonit bude
poskytnut s uvedenymi pomocnymi spotiebnimi
materialy:

Product Description | Units per package Popis produktu Pocet ]edn(,)tek
V baleni

Blood Glucose Meter 1 Glukometr 1
Blo_od Glucose Test 50 Prouzky k testovani 50
Strips glukdzy
Thin Lancets 100 Tenké lancety 100
Control Solution 1 Kontrolni roztok 1
Ketones 10 Ketony 10

7. DISCLOSURE 7. ZVEREJNENI

The Parties hereby agree that in case
Amendment must be disclosed pursuant to Act.
No. 340/2015 Coll. on Special Conditions of
Effectiveness of Certain Contracts, Publication
thereof and the Contracts Register (,,Contract
Registry Act®) or pursuant to other related legal
regulations, they shall act as following:

o Institution shall disclose Amendment with
respect to procedure indicated in this
clause;

e Trial Specific Confidential Information
and other confidential information
according to the Article 2 of the
Agreement shall not be disclosed;

o For the purposes of disclosure, Institution
shall provide to the Administrator of the
Contract’s Register a copy of the signed
Amendment in a format required by the
Contract Registry Act;

e |Institution shall inform Quintiles of the
performed disclosure of the Amendment:
(i) in the Contract Register, if possible,
Institution shall include Quintiles’ email
address for the purpose of provision of the
confirmation about the disclosure of the
Amendment; (ii) in case option (i) above

Strany souhlasi, ze v pfipad¢, ze Dodatek bude
muset byt zvefejnén podle zakona ¢. 340/2015 Sh.
0 zvlastnich podminkach ucinnosti nékterych
smluv, uvefejiovani téchto smluv a o registru
smluv (,,zakon o registru smluv®) nebo podle
dalsich  souvisejicich  regulacnich  opatfeni,
provedou nasledujici:

e Zdravotnické zafizeni zvefejni Smlouvu
Sohledem na postup uvedeny vtomto
odstavci,

e Duveémé informace specifické pro klinické
hodnoceni a dal$i diveérné informace podle
Clanku 2 Smlouvy nebudou zvefejnény;

e Pro ucely zvefejnéni poskytne Zdravotnické
zafizeni Spravci registru smluv vyhotoveni
podepsaného Dodatku ve formatu, ktery
vyzaduje Zakon o registru smluv;

e Zdravotnické zafizeni bude informovat
spolecnost Quintiles o provedeném
zvefejnéni Dodatku: (i) v registru smluv, je-li
to mozné, Zdravotnické =zafizeni uvede
emailovou adresu spolec¢nosti Quintiles pro
ucel poskytnuti potvrzeni ohledné zvefejnéni
Dodatku; (ii) v ptipadé, Ze moznost (i) vySe
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could not be implemented, Institution shall
within 5 business days as of receipt of the
confirmation on the disclosure of the
Amendment provide such information and
the respective evidence to the Quintiles.
For the purposes of this clause following
email address of Quintiles shall be used:
registrsmluv@gquintiles.com

o Institution shall disclose Amendment as
well as provide confirmation about the
disclosure to Quintiles as indicated above
in this clause within 30 days as of signing
of the Amendment;

o In case the Amendment will be disclosed
in breach with the Contract Registry Act
and / or the Agreement, the Institution
shall immediately but not later than within
2 days as of becoming aware of such
breach or as of receipt of the written
request from the Quintiles eliminate the
breach and ensure that the disclosure
meets Contract Registry Act as well as the
Agreement;

e In case any amendments would be
performed to the disclosed information,
Institution shall immediately but not later
than within 2 business days inform
Quintiles of such amendments.

Without limiting application of the rules
indicated in this clause above, Institution shall
at all events disclose Amendment with respect
to requirements established by the Contract
Registry Act as well as any other applicable
laws. Institution shall indemnify and hold
Quintiles harmless for any damage resulting of
a breach of the Contract Registry Act or other
applicable laws by the Institution.

2.1. Proper performance of this clause is
considered of significant importance for
the purposes of this Amendment; breach
of any obligations stipulated in this
section will be considered as serious
breach of the Agreement and any Party
suffering by such breach shall be entitled
to claim the incurred damages.

nelze  provést, Zdravotnické zafizeni
poskytne béhem 5 pracovnich dnt od pfijeti
potvrzeni o zvefejnéni Dodatku takové
informace a piislusné dikazy spole¢nosti
Quintiles. Pro ucely tohoto odstavce bude
pouzita  nasledujici  emailova  adresa
spolecnosti Quintiles:
registrsmluv@quintiles.com

e Zdravotnické zafizeni zvefejni Dodatek
arovnéz poskytne potvrzeni o zvefejnéni
spole¢nosti Quintiles, jak je uvedeno vysSe
vV tomto odstavci béhem 30 dnli od podpisu
Dodatku;

e V pripadé¢, ze Dodatek bude zvefejnén jako
poruSeni Zakona o registru smluv a/nebo
Smlouvy, Zdravotnické zafizeni okamzite,
ale ne pozd¢ji nez 2 dny od okamziku, kdy se
dozvi o takovém poruseni nebo od pfijeti
pisemného pozadavku od spolecnosti
Quintiles odstrani poruseni a zajisti, Ze
zvetejnéni  je vsouladu se Zakonem
0 registru smluv a rovnéz se Smlouvou;

e V piipadé jakychkoli dodatkli zvetejnénych
informaci informuje Zdravotnické zafizeni
0 takovych dodatcich okamzité, ale ne
pozdéji nez behem 2 pracovnich dnt
spole¢nost Quintiles.

Bez omezeni uplatiovani pravidel uvedenych
vtomto ¢lanku vySe musi Zdravotnické zafizeni
v kazdém ptipadé zvefejnit Dodatek s ohledem na
pozadavky stanovené Zakonem o registru smiuv,
jakoz ijakychkoli jinych platnych zakonu.
Zdravotnické zatfizeni odSkodni a zajisti ochranu
spolec¢nosti Quintiles proti jakymkoli piipadnym
Skodam vzniklym z poruseni Zakona o registru
smluv nebo jinych platnych zakonl ze strany
Zdravotnického zatizeni.

2.1. Radné plnéni tohoto odstavce je povazovano
za podstatné vyznamné pro ucely tohoto
Dodatku; poruseni jakychkoliv povinnosti
stanovenych v tomto oddile bude povazovano
za zéavazné poruSeni Smlouvy a kterakoli
strana, kterad utrpi ujmu takovym poruSenim
ma narok na nahradu skod.
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2.2. Incase of any amendments to the Contract
Registry Act and/or related legal
requirements, Parties agree to amend the
Amendment respectively, if needed.

The estimated value of financial payment under
this Amendment shall be approximately CZK
788.853,40.

All terms and conditions of the Agreement not
expressly amended by this Amendment remain
in full force and effect.

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

2.2. V piipadé jakychkoli novelizaci Zakona
oregistru  smluv  a/nebo  souvisejicich
zakonnych pozadavkli Strany souhlasi, ze
prislusnym zptsobem upravi tento Dodatek,
bude-li tfeba.

Predpokladand hodnota finan¢niho plnéni dle
podminek tohoto Dodatku ¢ini ptiblizné 788.853,40
Ke.

Vsechny podminky Smlouvy, které nejsou vyslovné
zménény timto Dodatkem, zistdvaji v plném
rozsahu platné a u¢inné.

NA DUKAZ TOHO byl tento Dodatek uzavien
smluvnimi stranami prostiednictvim jejich tadné
opravnénych zastupcii k datu uvedenému (datim
uvedenym) nize.
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Podepsano Quintiles Czech Republic s.r.o. na Signed by Quintiles Czech Republic s.r.o., under
zaklad¢ plné moci ze dne 23. listopadu 2016 a Power of Attorney dated 23 November 2016, for and
V zastoupeni Boehringer Ingelheim on behalf of Boehringer Ingelheim International

International GmbH

Podpis:

Jméno:
Funkce:

Datum:

Na dikaz souhlasu pfipojuje sviij podpis
opravnény zastupce Quintiles Czech Republic

S.r.o.

Podpis:

Jméno:
Funkce:

Datum:

Na dikaz souhlasu pfipojuje svij podpis
opravnény zastupce Fakultni nemocnice Brno:

Podpis:
Jméno: MUDr. Roman Kraus, MBA
Funkce: Reditel

Datum:

Na ditkaz souhlasu ptipojuje sviij podpis
Zkousejici:

Podpis:

Jméno: [N

Datum:

GmbH

By:
Name:
Title:
Date:

ACKNOWLEDGED AND AGREED BY Quintiles
Czech Republic s.r.o.

By:
Name:
Title:
Date:

ACKNOWLEDGED AND AGREED BY Fakultni
nemocnice Brno:

By:
Name: MUDr. Roman Kraus, MBA
Title: Director

Date:

ACKNOWLEDGED AND AGREED BY THE
INVESTIGATOR:

By:

Name: [ENEEEE

Date:
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