DODATOK C. 1
K ZMLUVE O KLINICKOM SKUSANI LIEKU
PODLA
PROTOKOLU KLINICKEHO SKUSANIA
CLCZ696G2301 (dalej len ,,Protokol*)

AMENDMENT No.1TO
MEDICINE CLINICAL TRIAL AGREEMENT
ACCORDING TO
THE CLINICAL TRIAL PROTOCOL
CLCZ696G2301 (hereinafter as the “Protocol”)

Novartis Slovakia s.r.o.

sidlo: Zizkova 22B, 811 02 Bratislava

I1CO: 36 723 304

DIC: 2022302425

ICDPH:  SK 2022302425

zapisany: Obchodny register Okresného sudu

Bratislava I, oddiel: Sro, vlozka ¢&. 44016/B

konajuci v zastapeni: Mgr. Hana Mrazov4, na zaklade
plnomocenstva
PharmDr. Katarina Nosjean, na
zaklade plnomocenstva

(d’alej ako ,,Novartis®)
a
Univerzitna nemocnica Bratislava

so sidlom na adrese: Pazitkova ul. ¢. 4, 821 01
Bratislava, Slovenska republika

ICO: 31813 861

DIC: 2021700549

ICDPH: SK 2021700549

zapisany: Zriad'ovacia listina ¢. j.
M/5694/2/2002,

SP/6853/2002/Var zo dna
18. 12. 2002, v platnom zneni
Zastupena: Statutarny zastupca —
MUDr. Renata Vandriakova, MPH - riaditel’ka

Nézov banky: Statna pokladnica

Adresa: Radlinského 32, 810 05 Bratislava 15
IBAN: SK58 8180 0000 0070 0027 9808
BIC/SWIFT: SPSRSKBA

Pracovisko: Nemocnica RuZinov, V. interna klinika
LFUK a UNB

(d’alej len ,,Pracovisko®)

(dalej len ,,InStitacia‘“)

a

Skusajici lekar:  MUDr. Jan Stevlik

bydlisko:
datum narodenia:

(dalej len , Skugajici® alebo . Hlavny skidajiici®)

(Institacia a Skusajuci spolo¢ne ako druha zmluvna
strana)

Novartis Slovakia s.r.o.
Registered Seat: Zizkova 22B, 811 02 Bratislava

Company ID: 36 723 304

Tax ID: 2022302425

VAT ID: SK 2022302425

Registration: Commercial Registry of the
District Court Bratislava |,
Section:  Sro, Insert No.
44016/B

Represented by: Mgr. Hana Mrazova, on a basis of
a power of attorney
PharmDr. Katarina Nosjean, on
the basis of a power of attorney

(hereinafter as “Novartis™)
and
Univerzitna nemocnica Bratislava

with Registered Seat at: Pazitkova ul. €. 4, 821 01
Bratislava, Slovak Republic

Company ID: 31813 861

Tax ID: 2021700549

VAT ID: SK 2021700549

Registration: Certificate of Incorporation No.
M/5694/2/2002,
SP/6853/2002/Var of 18.12.2002,
as amended

Represented by: statutory representative —
MUDr. Renata Vandriakova, MPH - Director

Bank:  Statna pokladnica
Address: Radlinského 32, 810 05 Bratislava 15
IBAN: SK58 8180 0000 0070 0027 9808
BIC/SWIFT: SPSRSKBA
Site: Hospital RuZzinov, V. Internal Clinic LFUK a
UNB
(hereinafter as the “Site™)
(hereinafter as the “Institution”)

a

Skusajici lekar:  MUDr. Jan Stevlik
bydlisko:

datum narodenia:

(hereinafter as the “Investigator” or the “Principal
Investigator”)
(Institution and Investigator together as the other

party)

Zmluvné strany uzatvorili tento Dodatok ¢&. 1
k horeuvedenej Zmluve o klinickom skd8ani zo dna
04.08.2017, ktorym sa rusia, menia alebo dopinaju
ustanovenia tejto  Zmluvy o klinickom skuaSani
nasledovne:

The Parties entered into this Amendment No. 1 to
the above Agreement on the conduct of a clinical
study dated 04.08.2017, repealing and amend the
provisions of the Agreement on the conduct of a
clinical study as follows:
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Zmluvné strany sa dohodli na zmene Cl. 14 — Doba
platnosti Zmluvy - Zmluvy v bode 14.1. tak, Ze
bod 14.1. bude zniet’ nasledovne:

,, Zmluva sa uzatvara na dobu trvania klinického
skuSania.  Predpokladany termin ukoncCenia
klinického sktSania je 24.02.2021, za splnenia
podmienky, Ze zadavatel, prip. Novartis,
minimalne 1 mesiac pred uplynutim doby
poistenia, predlozi Institacii dokument
preukazujuci poistenie doby skisania podla tejto
Zmluvy, ktoré bude zohladiovat dizku trvania
Klinického skui$ania.

The Parties agreed to amend Art. 14 — Agreement
Validity Period — in para. 14.1. of the
Agreement so that para. 14.1. shall be as
follows:

,» The Agreement is concluded for the period of the
clinical trial. The clinical trial is expected to
finish on 24.02.2021 on condition that the
sponsor or Novartis submits, at the latest one
moth prior to the end of term of the insurance
period, to the Institution a document proving
the insurance for the period of the clinical trial
pursuant to this Agreement that will take into
account the duration of the clinical trial .

Priloha €. 1 Zmluvy, ktora upravuje popis klinického
skuSania vratane zakladného casového planu, ktorej
povodné znenie bolo prilohou ¢.1 Zmluvy, sa nahradza

novym znenim, ktoré je uvedené v Prilohe ¢.1 tohto
dodatku.

Annex No. 1 of the Agreement, which governs the
description of the Clinical Trial, including the
basic schedule, the original wording of which
formed Annex No.1 of the Agreement, shall be
supplemented by a new wording, as stated in
Annex No. 1 of this Amendment.

Priloha ¢.2.

Priloha ¢. 2 Zmluvy, ktora upravuje $pecifika rozsahu
a terminov thrady platieb za ¢innosti Institucie spojené
s vykonanim klinického skuSania, ktorej povodné
znenie bolo prilohou €. 2 Zmluvy, sa nahradza novym
znenim, ktoré je uvedené v Prilohe €. 2 tohto dodatku
¢. 2. lde pridanie navstev ¢ 111/24m aZ 199/EOS
tmavo zvyraznenych niZSie v texte.

Planovany pocet subjektov hodnotenia: 17

Uhrada pre Institaciu: 20 230,- Eur Celkovo
Uhrada pre Institiciu najviac: 1 190,- Eur
(slovom: jedentisicstodevat'desiat Eur)

za kazdého kompletne a vyhodnotite'ne spracovaného
subjektu hodnotenia v klinickom sksani

sa vyplati nasledovne:

Platbaa) 120,- Eur Po navsteve ¢. 101

Platbab)  90,- Eur Po navsteve ¢. 102

Platbac)  80,- Eur Po navsteve ¢. 103 a 108
Platbad) 50,- Eur Po kazdej navsteve ¢. 104, 105,

106, 107, 109 a 110

Platbae) 80,- Eur Po kaZdej ndavsteve ¢ 111, 114,
117 a 199/EQS

Platbaf) 50,- Eur Po kaZdej navsteve ¢ 112, 113,

Annex No. 2.

Annex No. 2 of the Agreement, which governs
particulars of the scope and dates of payments for
activities of the Institution associated with the
conduct of the Clinical Trial, the original wording of
which formed Annex No. 2 of the Agreement, shall
be supplemented by anew wording, as stated in
Annex No. 2 of this Amendment No. 3. Adding visits
no. 111/24m to 199/EOS bold highlighted below in
the text.

A planned number of Study Subjects: 17

Payment for the Institution 20 230,- Eur In total
Payment for the Institution maximum of: 1.190,-
Eur (in words: one thousand one hundred and ninety
Euros)

for each completely and in a manner allowing for
evaluation, processed study subjects in the clinical
study shall be paid as follows:

Payment a) 120,- Eur Following of the visit No. 101

Paymentb) 90,- Eur Following of the visit No.
102

Payment ¢) 80,- Eur Following of the visits No.
103 and 108

Payment d) 50,- Eur Following each of the visits
No. 104, 105, 106, 107,
109 and 110

Paymente) 80,- Eur Following each of the visits
No. 111, 114, 117 and
199/EOS

115a116 Paymente) 50,- Eur Following each of the visits
No. 112, 113, 115 and
116
Ostatné ustanovenia Zmluvy tymto dodatkom | Other provisions of the Agreement, which are not
vyslovene neupravené sa nemenia a zostavaju | expressly regulated by this Amendment, shall not be
v platnosti. amended and remain valid.
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Tato Zmluva nadobuda platnost’ diiom jej podpisania
vSetkymi zmluvnymi stranami a UcCinnost diom
nasledujucim po dni jej zverejnenia v centralnom
registri zmliv na www.crz.gov.sk, nakolko ide
0 povinne zverejiiovanu zmluvu v zmysle § 5a ods. 1
Zakona 0 slobode informdcii. Novartis zaroven udel'uje
svoj suhlas so zverejnenim tejto Zmluvy podla
predchadzajucej vety. Institacia bezodkladne zasle
Zmluvu na zverejnenie; pokial' neddjde k zverejneniu
do 7 dni odo dna jej uzavretia, méze Novartis podat’
navrh na jej zverejnenie. Institicia sa zavazuje vydat
Novartisu pisomné potvrdenie o zverejneni Zmluvy
bez zbyto¢ného odkladu po jej zverejneni. Institicia je
povinna zabezpecCit' nespristupnenie tych ustanoveni
tejto Zmluvy, ktoré obsahuju informdaciu, ktord sa
podl’a platnych pravnych predpisov nespristuptiuje.

This Agreement shall be valid upon signature by all
parties and enter into force on the day
following the day after its publication in
terms a central register of contracts on
www.crz.gov.sk, because it is an Agreement
which must be disclosed pursuant to Section
ba para. 1 of Act on Free Access to
Information. Novartis also gives his consent
to the publication according to the previous
sentence. The Institution shall immediately
send the Agreement for disclosure; if the
Agreement will not be disclosed within 7
days following its conclusion, Novartis may
submit a proposal for disclosure. The
Institution undertakes to issue to Novartis a
written confirmation about the disclosure of
the Agreement without undue delay after its
publication. The Institution is obliged to
ensure the non-disclosure of these provisions
of this Agreement, which is under the current
legislation confidential.

Tento dodatok je vyhotoveny v 4 rovnopisoch, dva
obdrzi Institicia a dva Novartis.

This Amendment is executed in four counterparts,
two for the Institution and two for Novartis.

Tento dodatok je vyhotoveny v slovensko-anglickej
verzii. V pripade rozporu medzi slovenskou a
anglickou jazykovou verziou dodatku alebo jeho
priloh, mé prednost’ slovenska verzia.

This Amendment is executed in Slovak-English
version. In case of any discrepancies between the
Slovak and the English language version of the
Amendment or its Annexes, the Slovak version shall
prevail.

Zmluvné strany prehlasuju, ze si dodatok precitali, jeho
obsahu porozumeli, Ze ho uzavreli slobodne a vazne,
urite a zrozumitelne, a na potvrdenie toho, ze obsah
tohto dodatku zodpoveda ich skutoénej a slobodnej
voli, ho vlastnoru¢ne podpisali.

The Parties represent that they read this
Amendment, understood its content and concluded it
on their own free will, in earnest, in all conscience
and unequivocally, and in witness of that the content
of this Amendment represents their good faith
intention and free will, they sign it by hand.

Za Novartis/For Novartis:

PharmDr. Katarina Nosjean, na zaklade plnomocenstva/based on power of attorney

Za Novartis/For Novartis:

Mgr. Hana Mrazova, na zaklade plnomocenstva/based on power of attorney

Za Novartis/For Novartis:

Mgr. Dasa Szaraz, projektovy manazér klinického sktsania/

Clinical study manager

Za Instituciu/For Institution:

MUDr. Renata Vandriakova, MPH, riaditel'’ka/Director

Za Skusajuceho/For Investigator
MUDr. Jan Stevlik

Datum/Date:

Datum/Date:

Datum/Date:

Datum/Date:

Datum/Date:
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Priloha ¢.1

Annex No. 1

Néazov skusaného produktu/lieku:
LCZ696

Name of the investigational product/medication:
LCZ696

Referenéné ¢islo: LCZ696

Reference number: LCZ696

Kéd klinického skusania: CLCZ696G2301

Clinical study code: CLCZ696G2301

Nézov/Popis klinického skusania:

Multicentrické, randomizované, dvojito
zaslepené klinické skasanie fazy 3v
paralelnych skupinich, kontrolované twcinnym
lickom, na zhodnotenie ucinnosti a bezpecnosti
LCZ696 v porovnani s ramiprilom pri ovplyvneni
morbidity = a mortality w  vysokorizikovych
pacientov po akitnom infarkte myokardu

Title/Description of the clinical study:

A multi-center, randomized, double-blind, active-
controlled, parallelgroup Phase 3 study to evaluate
the efficacy and safety of LCZ696 compared to
ramipril on morbidity and mortality in high risk
patients following an acute myocardial infarction

Datum finalnej verzie protokolu: 29.06.2016

Date of final version of the Protocol: 29.06.2016

Hlavny skugajuci: MUDr. Jan Stevlik
Spoluskusajuci: MUDr. Tomas Petrovic¢
MUDr. Magdaléna Kovarova

The Investigator: MUDr. Jan Stevlik
Co-investigator: MUDr. Toma$ Petrovi¢
MUDr. Magdaléna Kovatova

Centrum:

Univerzitnd nemocnica Bratislava, Nemocnica
Ruzinov, V. interna klinika LFUK a UNB,
Ruzinovska 6, 821 01 Bratislava

Telefon: +421 2 48 234 813

Fax: +421 2 48 234 834

Mobil: +421 905 751 555

Centre:

University Hospital Bratislava - Hospital
Ruzinov, V.interna klinika LFUK a UNB,
Ruzinovska 6, 821 01 Bratislava
Telephone: +421 2 48 234 813

Fax: +421 2 48234 834

Mobile:  +421 905 751 555

Stattarny zastupca:

MUDr. Renata Vandriakova, MPH, riaditel’ka
Telefon: +421 2 48234614

Fax: +421 2 48234614

Statutory representative:

MUDr. Renata Vandriakova, MPH, Director
Telephone:  +421 2 48234614

Fax: +421 2 48234614

Cislo centra: 4206

Centre number: 4206

Planovany pocet zaradenych pacientov: 17

Planned number of enrolled patients: 17

Monitor klinického skusania:
Mgr. Nad’a Liptaj Kastakova

Clinical study monitor:
Mgr. Nad’a Liptaj Kastakova

Adresa:

Novartis Slovakia s.r.o.
Zizkova 22B, 811 02 Bratislava
Tel: 02/5070 6101

Fax: 02/5556 5886

Address:

Novartis Slovakia s.r.o.
Zizkova 22B, 811 02 Bratislava
Tel: 02/5070 6101

Fax: 02/5556 5886

Casovy rozvrh klinického skusania:
16.01.2017 — 24.02.2021

Clinical study schedule:
16.01.2017 — 24.02.2021

Zaciatok zarad’ovania pacientov:

Commencement of patient enrolment:

16.01.2017 16.01.2017
Ukoncenie zarad’ovania pacientov/randomizacie: End of patient enrolment/randomization:
09.01.2020 09.01.2020

Zaciatok kompetitivneho zarad’ovania pacientov:
16.01.2017

Commencement of competitive patient enrolment:
16.01.2017

Ukongenie klinického skusSania najneskor:
24.02.2021

End of the clinical study at the latest on:
24.02.2021
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Za Novartis/For Novartis: Datum/Date:

PharmDr. Katarina Nosjean, na zaklade plnomocenstva/based on power of attorney

Za Novartis/For Novartis: Datum/Date:

Mgr. Hana Mrazova, na zaklade plnomocenstva/based on power of attorney

Za Novartis/For Novartis: ... Datum/Date:

Mgr. Dasa Szaraz, projektovy manazér klinického skusania/
Clinical study manager

Za Instituciu/For Institution: Datum/Date:

MUDr. Renata Vandriakova, MPH, riaditel’ka/Director

Za SkiiSajuceho/For Investigator ... Déatum/Date: ...
MUDr. Jan Stevlik
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