AMENDMENT N° 2
(hereinafter Amendment)

to the

Clinical Site Agreement (hereinafter Agreement)
dated 25.02.2021 and Amendment No 1 dated

This Amendment is made by and between

Bayer AG
Registered office: Kaiser-Wilhelm-Allee 1, 51373
Leverkusen, Germany and having offices at

Muellerstrasse 178, 13353 Berlin, Germany
VAT No.: DE123659859
Registered with the Commercial Register kept by
Commercial Register B, Cologne, Amtsgericht (Local
Court)
Represented by: Parexel International (IRL) Limited,
One Kilmainham Square, Inchicore Road, Kilmainham,
Dublin 8, Ireland

{(hereinafter referred to as the “Sponsor™)

and

Fakultna nemocnica Nitra
with its registered seat at: Spitdlska 6,
950 01 Nitra
Slovak Republic
ID No.: 17336007
Tax ID No.: 2021205197
VAT No.: SK2021205197
Represented by JUDr, Marian Korytiak, PhD., Director
{hereinafter referred to as the “Center™)

and
MUDr. Gabriela Pavlovitova
Address: Mald Kamennd 10
949 01 Nitra
Slovak Republic
Workplace: Fakultna nemocnica Nitra, Clinic of
Ophthalmology, Spitélska 6, 950 01 Nitra, Slovak
Republic
(hereinafter “Principal Investigator™)

Protocol No: 20968 (hereinafter Protocol)
“Randomized, Double-Masked, Active-Controlled, Phase 3
Study of the Efficacy and Safety of High Dose Aflibercept in
Patients With Neovascular Age-Related Macular Degeneration™

(hereinafter Study)Aflibercept (hereinafter Study Drug)

DODATOK . 2
{dalej ako dodatok)

k
zmluve o klinickom ski3ani (dalej len ,zmluva™)
zo dfia 25.02,2021 a dodatku &. 1 zo diha

Tento dodatok sa uzatviara medzi

Bayer AG
so sidlom: Kaiser-Wilhelm-Allee 1, 51373 Leverkusen,
Nemecko a s pracoviskom Muellerstrasse 178, 13353
Berlin, Nemecko
DIC: DE123659859
zapisand v obchodnom registri vedenom Amtsgericht
(Local Court), Cologne, Commercial Register B

konajuca: Parexel International (IRL) Limited, One
Kilmainham Square, Inchicore Road, Kilmainham, Dublin
8, Irsko

(dalej len “Zadavatel™)

a

Fakultnia nemocnica Nitra

so sidlom: Spitalska 6

950 01 Nitra

Slovenska republika

ICO: 17336007

DIC: 2021205197

IC DPH: SK2021205197

Zastipena JUDr. Marian Korytiak, PhD., riaditelom
(d'alej len “Centrum™)

MUDr. Gabriela Pavlovicova
Adresa: Mala Kamenna 10
949 (1 Nitra
Slovenska republika
pracovisko: Fakultna nemocnica Nitra, O¢na klinika, Spitalska
6, 950 01 Nitra, Slovenska republika

atyka sa

protokolu &.: 20968 (dalej protokol)
.Randomizované, dvojito maskované, aktivne kontrolované
klinické skusanie 3. fazy hodnotiace iginnost’ a bezpednost vysokej
davky afliberceptu u pacientov neovaskuldrnou vekom
podmienenou degenerdciou makuly® (d'alej len ,,skiSanie™)

Aflibercept (dalej len ,skiSany produkt™)
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WHEREAS, SPONSOR is the sponsor of the multi-
center/multi-centre Study to clinically evaluate the Study Drug;

WHEREAS, SPONSOR has contracted with
PAREXEL Parexel International (IRL) Limited to act as
SPONSOR’s representative in managing the Study for

KEDZE ZADAVATEL je zadavatelom multicentrického
skiidania skusaného produktu;

KEDZE, ZADAVATEL uzavrel zmluvu so
spolo¢nostou PAREXEL Parexel International (IRL) Limited,
aby konala ako zastupca ZADAVATELA pri riadeni sk(sania pre

SPONSOR, in accordance with the Protocol;

WHEREAS, the parties have entered into the above-

referred Agreement;

WHEREAS the parties agreed to delete and replace in
its entirety Exhibit A (Payment Schedule and Budget)
— Detailed Budget of the Agreement due to Protocol

Amendment Extension

Period (Year 3).

The budget for Year 3 is split 40% for the Institution and 60% for
the study team. The exact budget split, which is
included in the Schedule of Payments and Budget
annex, is shown in the table below

ZADAVATELA v sulade s protokolom;

KEDZE zmluvné strany uzavreli vy&ie uvedent

zmluvu;

KEDZE sa zmluvné strany dohodli na vypusteni a

liplnom nahradeni prilohy A (Harmonogram platieb a
rozpodet) detailny rozpodet zmluvy z dévodu Dodatku
k protokolu a jeho predlZenia obdobia platnosti (3. rok

studie);

Rozpocet pre rok 3 je deleny v pomere 40% pre Intiticiu a 60%

pre §tadijny tim. Presne delenie rozpoétu , ktory je
sadast'ou prilohy Harmonogram platieb a rozpogetu

uv§dzame v tabulke nizsic

Visit Description (27) Slovak Rapublic Sub-Study: Year3
Description Short Name Institution :,r:::_:;gn Il_r;sg;"ll‘;fn PI Sub I Study Nurs]
Mandatary Masked Transition Period-Week 96-E01  |W96-E01 € 363.54 € 16.24 € 272.66 € 272,66 € 72.7
Mandatory Masked Transition Period-Week 100-E02 |W100-E02 € 339.88 € 16.24 € 254,91 € 254,91 € 67.9
Mandatory Masked Transition Period-Week 104-E03 |W104-E03 €339.88 €16.24 €254.91 €254901] €679
Mandatory Masked Transition Period-Week 108-E04 |W108-E04 € 339.88 € 16.24 € 254.91 € 254,91 € 67.9
Open-label Part-Week 110 w110 €0.00 €0.00 €0.00 € 0.00 €0.0
Open-label Part-Week 112-E04.1 W112-E04.1 €339.88 €16.24 €254.91 €25491| €679
Open-label Part-Week 114 Wil4 €0.00 € 0.00 € 0.00 € 0.00 €0.0
Open-label Part-Week 116-E04.2 W116-E04.2 € 339.88 €16.24 € 254,91 € 254,91 €67.9
Open-label Part-Week 118 W118 €0.00 €0.00 €0.00 €0.00 €0.0
Open-label Part-Week 120 W120 € 339.88 €16.24 €254.91 €1254.91] €679
Open-label Part-Week 122 Wi122 € 0.00 € 0.00 €0.00 € 0.00 €0.0
Open-labe! Part-Week 124-E5,1 W124-E5.1 €339.88 €16.24 € 254.91 €25491| €67.9
Open-label Part-Week 126 Wi26 €0.00 €0.00 €0.00 €0.00 €o0.0
Open-label Part-Week 128-E5.2 W128-E5.2 € 339.88 € 16.24 € 254,91 € 254.91 € 67.9
Open-label Part-wesk 130 w130 - co.00 €0.00 €0.00 €0.00 co.0
Open-label Part-Week 132-E05 W132-606 € 478.15 €16.24 € 358,61 €358.61] €95.6
Open-label Part-Week 134 w134 €0.00 €0.00 €0.00 €0.00 €0.0
Open-label Part-Week 136-E06.1 W136-E06.1 € 330.88 €16.24 €254.91 €254.91| €679
Open-label Part-Wesk 138 w138 €0.00 €0.00 €0.00 €0.00 €o.0
Open-label Part-Week 140-E06.2 W140-E06.2 € 339.88 € 16.24 € 254.91 € 254.91 € 67.9
Open-label Part-Week 142 w142 €0.00 €0.00 €0.00 €0.00 co.0
Open-label Part-Week 144 w144 € 339.88 €16.24 €254.91 €25491 €679
Open-label Part-Week 146 W146 €0.00 €0.00 €0.00 €0.00 €0.d
Open-label Part-Week 148-E07. 1 W148-E07.1 €339.88 €16.24 € 254.91 €25491 €679
Open-label Part-Week 150 W150 € 0.00 € 0.00 € 0.00 € 0.00 € 0.0
Open-labe! Part-Week 152-E07.2 W152-E07.2 €339.88 £16.24 €254.91 €25491 €679
EOS or ED-Week 156 EOS-W156 €312.04 €0.00 €234.03 €234.03] €624
Total: €5,572.17 € 243.60 €4,179.13)  €4,179.13| €1,114.4

WHEREAS, the parties are jointly willing to amend the above-

referred Agreement;

Now, therefore the above-referred Agreement shall be

KEDZE zmluvné strany maji spolodn vélu zmenit' a doplnit

uvedeni zmluvu;

sa teraz preto uvedena zmluva meni a doplia a nasledujice

amended and the following
Amendment No. 2 to the Clinical Trial Agreement shall enter
into force on the date of signing by both Parties and shall

zmenen¢ a doplnené znenie .

Dodatok &. 2 k Zmluve o klinickom skasan{ nadobudne platnost’
dfiom podpisania oboma zmluvnymi stranami a G&innost’ diiom
zverejnenia dodatku & 2 v Centralnom registri zmlav.
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become effective on the date of publication of Amendment No.
2 in the Central Register of Contracts.

All other terms and conditions of the above-referred Agreement
remain unchanged and in full force and effect.

IN WITNESS WHEREOF, the parties hereto have. set their
hands in triplicate with the intention that this is a binding
agreement to amend as provided herein.

Vietky ostatné podmienky vy$iie uvedenej zmluvy zostani
nezmenené a v plnej platnosti a uéinnosti.

NA DOKAZ TOHO strany tejto zmluvy podpisali tri kdpie tejto
zmluvy so zdmerom, Ze ide o zdviizni zmluvu, ktord bude
upravend spdsobom stanovenym v tomto dokumente.

Zadavatel’ prostrednictvom svojho opravneného zastupcu Parexel International (IRL) Limited / Sponsor
by its authorized representative Parexel International (IRL) Limited

Miesto / Place WDLL’J-'.».__ B
Détum / Date 24 s
Meno a priezvis
Funk
Cent
Fakultna
Miesto / Place
Détum / Date
JUDr. Mari
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|

Miesto / Place H 3L

Hlavny skadsajici / Principal Investigator

Datum / Date aq 1 bf

Acknowledged an

[, Sub-Investigator

address Benkova :

Republic, acknowledge and agree by signing us
this document to perform my obligations to the
extent stipulated by the Protocol and Study
Instructions.

t. Mariana Durfkové,

t9 [ I Nitra, Slovenska
vopisy .0 dokumentu beriem
na vedomie a sthlasim s plnenim svojich
povinnosti v rozsahu stanovenom Protokolom a
pokynmi k Stadii..

MUDr. Mariana Durikova

MUDt. Mariana Durikové

245!
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Potvrdené a odsihlasené:

POV

Ja, &tadijnd sestra, Eva Hatiarova, adresa: 95143 L Study Nurse, Eva Hatiarovd, address 95143
a, podpisom tohto  Jelgovee 224, Siovak Republic,
dokumentu beriem na vedomie a sGhlasim s plnenim  agree by signing of this document to perform my
svojich povinnosti v rozsahu stanovenom Protokolom obligations to the extent stipulated by the Protocol and

Jelsovee 224, Slovenska republik

a pokynmi k Stadii.

245

Acknowledged and agreed:

Study Instructions.

J3.5- 203

Date / Datum
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acknowledge and




