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AMENDMENT # 1 TO CLINICAL TRIAL
AGREEMENT

DODATOK C. 1 K ZMLUVE
O KLINICKOM SKUSANI

Protocol # CSOK583A12301

Protokol &. CSOK583A12301

This Amendment # 1 (“Amendment”), dated as
of date of last signature and effective as of 29
August 2022 (“Effective Date™) between

Tento dodatok ¢&.1 (dalej len ,dodatok®),
datovany ku dfiu posledného podpisu a uéinny od
datumu 29. Augusta 2022 (dalej len ,datum
G¢inirestit') medzi

Hexal AG

Registered office: Industriestrasse 25, 83607
Holzkirchen, Germany

VAT No.: DE131170111

Registered with the Commercial Register
kept by the Amtsgericht Miinchen Section
HRB 110375

(hereinafter referred to as the “Hexal™)

Represented by: Syneos Health UK Limited
with principal offices located in the United
Kingdom at Farnborough Business Park, 1
Pinehurst Road, Farnborough, Hampshire,
GU14 7BF, United Kingdom, including its
affiliates, subsidiaries, and specifically its
parent company Syneos Health, LLC
(“CRO”)

Hexal AG

so sidlom:Industriestrasse 25, 83607
Holzkirchen, Nemecko

DIC: DE131170111

zapisana v obchodnom registri vedenom
Okresny sud v Mnichove, vlozka cislo HRB
110375

(d’alej len “ Hexal™)

konajica: Syneos Health UK Limited s
hlavnymi sidlami v Spojenom kralovstve
(UK) na adrese Farnborough Business Park,
| Pinehurst Road, Farnborough, Hampshire,
GUI14 7BF, Spojené kralovstvo (UK),
vratane jej pobociek, deérskych spolo¢nosti a
konkrétne jej materskej spolo¢nosti Syneos
Health, LLC (d’alej ako ,,CRO*)

and

Fakultni nemocnica Trenéin with

its registered seat at: Legionarska

28, Slovak Republic

ID No.: 00610470

VAT No.: 2021254631

EU VAT: SK 2021254631

Established by: Decision of the Ministry of
Health of the Slovak Republic No.
1970/1991-A/VIII-1 dated June 14, 1991

Represented by: Ing. Tomas Janik, MBA,
director

(hereinafter referred to as the “Center”)

Fakultna nemocnica Trendin so

sidlom: Legionarska 28, 911 71 Trencin,
Slovenska republika

1CO.: 00610470

DIC: 2021254631

IC DPH: SK 2021254631

zriadena Zriad’'ovacou listinou MZ SR ¢.
1970/1991-A/VIII-1 zo dita 14.6.1991
konajtica: Ing. Tomas Janik, MBA, riaditel
(d'alej len “Centrum™)

and

MUDr. Marek Kacerik, PhD.,

(hereinafter referred to as the “Principal
Investigator™)

MUDr. Marek Kacerik, PhD.,

(d’alej len “Hlavny skusajici®)
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Institicia: Fakultnd nemocnica Trencin | Hexal AG |
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WHEREAS, the Parties desire to modify the
Clinical Trial Agreement with an effective date
of 03 June 2021 (“Agreement™) for the clinical
trial with Sponsor Drug SOK583A1, encoded
CSOK583A12301  entitled  “A  52-week
multicenter, randomized, double-masked, 2-arm
parallel study to compare efficacy, safety and
immunogenicity of SOKS583A1 to Eylea®,
administered intravitreally, in patients with
neovascular age-related macular degeneration”
(“Protocol™) to be conducted at Center (“Clinical
Trial”) to involve patients participating in the
Clinical Trial (“Clinical Trial Subjects”).

KEDZE zmluvné strany si Zelaji upravit zmluvu
o klinickom skt8ani s ditumom ué&innosti od 3.
Juna 2021 (dalej len ,,zmluva“) pre klinické
skusanie so skuSanym liekom SOKS583Al,
kodom CSOK583A12301, snazvom ,52-
tyzdilové,  multicentrické,  randomizované,
dvojito maskované, dvojramenné paralelné
klinické skaG3anie na porovnanie G¢innosti,
bezpeénosti a imunogenity SOK583A1
a Eyley®, podavanej intravitredlne u ucastnikov
s neovaskuldrnou vekom  podmienenou
degeneraciou makuly” (d’alej len ,,protokol®) ,
ktoré sa méa vykonat v institdcii (dalej len
Lklinické skusanie”) na zaradenie pacientov,
ktori sa zOCastiuju na skaSani (dalej len
Lsubjekty klinického skiiania™).

WHEREAS, in accordance with Section 13.12 of
the Agreement, the Parties desire to modify the
specific language and hence agree to the
following modifications to the Agreement:

KEDZE, v sulade s ¢lankom 13.12 zmluvy, si
zmluvné strany zelaji upravit konkrétne znenie,
apreto suhlasia s nasledujicimi  Upravami
zmluvy:

1. The Appendix | (Financial Terms) to the
Agreement is deleted in its entirety and replaced
with Schedule A (Payments) as attached to this
Amendment to reflect:

1. Priloha | (Finan¢né podmienky) zmluvy sa v
celom rozsahu vyp(sta a nahradza sa Prilohou A
(Platby), ktord je pripojena k tomuto dodatku,
aby sa zohl'adnilo nasledovné:

- The addition of a footnote 5a to the
budget table for Trial Subject
Reimbursement
*(5a) If the Travel Reimbursement value
exceeds budget amount EUR 50.00, then

Ciarou 5a
preplatenie

- pridanie poznamky pod
k tabulke rozpoctu pre
nakladov ucastnika skiania.
*(5a) Ak hodnota nakladov cestovnych
néhrad presiahne sumu z rozpo¢tu EUR

prior Sponsor written approval s 50.00, potom je potrebny pisomny sithlas
required. spolo¢nosti Hexal.
2, Section 4.8 is added to the Article 4 — | 2. V &l 4 (Odmena) sa pridava bod 4.8, ktory

Remuneration to reflect the addition of monthly
administrative fee cost for the Clinical Trial
Subject visits:

zohladnuie pridanie mesaéného
administrativneho poplatku za navstevy subjektu
klinického sktisania:

4.8 Monthly Administrative Fee. In
acknowledgement of the administrative efforts
required to manage the logistics of multiple
enrolled Trial Subjects which efforts were not
contemplated by the parties at the time of
execution of the Clinical Trial Agreement dated
03 June 2021, Center/Principal Investigator will
be compensated at fair market value (“FMV™) for
additional time and resources required to manage
concurrent enrollment of a high number of Trial
Subjects. If Center/Principal Investigator at any
time have nine (9) or more concurrent Trial
Subjects within a monthly window they will be
reimbursed at EUR 495 for that calendar month.
Additional compensation for these efforts will

4.8 Mesaény administrativny poplatok. Ako
prejav  uznania  administrativneho  usilia
potrebného na zvladnutie logistiky viacerych
zaradenych Gcastnikov skddania, ktoré zmluvné
strany nezvazili v case podpisu zmluvy
o klinickom skuSani zo diia 3. Juna 2021,
indtitucii/zodpovednému  skusajucemu  bude
uhradend primerand trhova hodnota (,,PTH") za
dodato¢ny ¢as a zdroje potrebné na zvladnutie
stibezného zaradenia vysokého poctu tcastnikov
skuSania. Ak ingtittcia/zodpovedny skuSajuci
budu kedykol'vek v ramci mesaéného obdobia
mat sucasne devat (9) alebo viac Gcastnikov
skusania, bude im uhradena suma EUR 495 za
prislusny  kalendarny mesiac. Dodato¢na
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begin to apply when concurrent enrollment
reaches nine (9) patients and from the effective
date of this Amendment and only during the
duration of such concurrent enrollment.
Center/Principal Investigator agree that no
payments shall be made to Trial Subjects for
enrollment in the Trial other than permitted
expenses. Any pending costs related with high
enrolment prior to the effective date of this
Amendment will be reviewed and paid upon
Hexal’s approval. However, an estimation of
costs for such activities and reimbursement
requests shall be provided to Hexal prospectively
for review and approval and no activity shall be
performed without Sponsor’s prior consent.

kompenzdcia za toto Usilie sa zaéne uplatiiovat,
ked pocet sucasne zaradenych pacientov
dosiahne hodnotu devit (9) pacientov a odo diia
acinnosti tohto dodatku aiba pocas trvania
takéhoto sti¢asného zaradenia.
Institucia/zodpovedny skugajuci sthlasia s tym,
Ze za zaradenie u¢astnika skugania do skii$ania sa
okrem povolenych vydavkov nebuda vyplacat
ziadne iné platby. Akékolvek nevybavené
vydavky stuvisiace s preplatenim vysokého poétu
zaradenia (¢astnikov sktSania pred datumom
ucéinnosti tohto dodatku budli preskumané a
zaplatené po schvéleni spolo¢nosti Hexal. Odhad
nakladov na takéto aktivity a Ziadosti o
preplatenie buda poskytnuté spolo¢nosti Hexal
na preskimanie a schvélenie vopred a Ziadna
aktivita sa nevykona bez predchadzajiceho
suhlasu spolo¢nosti Hexal.

Said costs being effective as of 29 August 2022,

Détum G¢innosti uvedenych ndakladov je 29.
August 2022.

3. Defined terms used in this Amendment and not
defined herein will have the same meanings
assigned such terms in the Agreement.

3. Definované vyrazy pouZité v tomto dodatku
a vyrazy nedefinované vtomto dodatku budi
mat’ rovnaky vyznam, aky je priradeny tymto
vyrazom v zmluve.

4. All other provisions of the Agreement shall
remain unaltered and given full force and effect.

4. Vietky ostatné ustanovenia zmluvy zostavaju
nezmenené a plne platné a (éinnd.

[SIGNATURE PAGE FOLLOWS]

[NASLEDUJE STRANKA S PODPISMI]
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In the event that the parties execute this
Amendment by exchange of electronically
signed copies or facsimile signed copies, the
parties agree that, upon being signed by all
parties, this Amendment will become effective
and binding and that facsimile copies and/or
electronic signatures will constitute evidence of a
binding agreement with the expectation that
original documents may later be exchanged in
good faith.

V pripade, Ze strany podpiSu tento dodatok
vymenou elektronicky podpisanych képii alebo
podpisanych kopii faxom, strany sa dohodli, ze
po podpisani vietkymi stranami tento dodatok
nadobudne 0&innost’ a bude zavizny a Ze faxové
kopie a/alebo elektronické podpisy buda tvorit’
dokaz o zavdznej dohode s ofakdvanim, Ze
neskdr moze v dobrej viere dojst k vymene
originalnych dokumentov.

HEXAL AG

Signed by CRO on behalf of Hexal /
Podpisané CRO v mene Hexal

CENTER/
Centrum

Signature / Plodp'is
Vo fiLomiiows

Signature / PQ{ipis

Printed Name / Meno tlatenym pismom

Havgeer. 86U qual AEG

Printed Na/ne / Meno tlacenym pismom

Title / Titul

0% 007 Lod/

Title / Titul

24 -10- 2022

Date / Datum

Date / Datum

PRINCIPAL INVESTIGATOR /
HLAVNY SKUSAJUCI /

Signatfire / Podpis 4

wozlt

Printed Name / Meno tlaenym pismom

7/

Title / Titul '

A 0T PN .

Date / Déatum
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PRILOHA 1 APPENDIX 1
Financné podmienky Financial Terms
Sponsor: /
Zadivater: Sandoz Inc.

Protocol Number: /

25 CSOK583A12301
Cislo protokolu:

A 52-week multicenter, randomized, double-masked, 2-arm
parallel study to compare efficacy, safety and immunogenicity of
SOK583 to Eylea®, administered intravitreally, in patients with
neovascular age-related macular degeneration /

52-tyZditowé, multicentrické, randomizované, dwjito maskovane,
dwojramenné paralelné klinické skd$anie na porownanie G&innosti,
bezpegnosti a immunogenicity SOK583A1 a Eyley®, podavanej
intravitralne u G¢astnikovs neovaskulamou vekom podmienenou
degeneraciou makuly
Protocol Version: / 2.0/29-Jan-2021 /

Verzia protokolu: 2.0/29-Jan-2021

Project: /
Projekt:

Title: /
Nazov:

7011408

Location: /
Lokalita:

Ov_e_r_he:ad P?rcent: / 15.00%
Percento rezijnych nakladov:

Slovakia

Currency: /
Mena:

Institution: /
Institacia:

EUR - Euro

Fakultna nemocnica Trenéin

Principal Investigator: /

MUDr. Marek Kacerik, PhD.
Zodpovedny skasajlci:

Pl: MUDr. Marek Kacerik, PhD. | Center: Fakultna Zodpovedny skisajuci; MUDr. Marek Kagerik, PhD. |
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Payee | — Center / Prijemca platby 1 - Centrum
Fakultna nemocnica Trendin

Trial Subject Visits .
(inclusive of applicable overhead) / l:llél‘illtaflosrt];
Navstevy Géastnikov skisania ' navétgvy
(vratane prislusnych rezijnych nakladov)
Scr'et?nlng - VISII'E_'I ! B
Skrining — 1. naviteva
Visit 2-D1/
2. naviteva — 1. def 348.62
Visit 3-D8 /
3. naviteva — 8. defi 193.72
Visit 4 - D29 /
4, naviteva — 29. defi 338.62
Visit 5 - D57 /
5. naviteva — 57. def 415.04
Visit 6 - D113/
6. naviteva — 113. defi 338.62
Visit 7 - D169 /
7. naviteva — 169. defi 341.72
Visit 8 - D225 /
8. naviteva — 225. def 311.36
Visit 9- D281/
9. naviteva — 281. den 346.38
Visit 10 - D337 /
10. naviteva — 337. den 311.36
Visit 11 - D365 (EOS) / 289,11
11. navsteva — 365. defi (koniec klinického skuania) )
Total Cost Per Trial Subject /
Celkové naklady na Géastnika klinického 3,609.91
skisania

Pl: MUDr, Marek Kacerik, PhD. | Center: Fakultna
nemocnica Trendin | Hexal AG | CSOKS83A12301
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Additional Trial Subject / Treatment Related Costs 2
(inclusive of applicable overhead) /
Dalsie naklady na uéastnika klinického skugania/savisiace s lieébou 2
(vratane prislusnych rezijnych nakladov)
Visit 2 - D2 (PK substudy) 7 /
2. navsteva — 2. den (farmakokinetické vedlajsie 80.73
klinické skusanie) 7
Visit 5 - D58 (PK substudy) 7 /
5. naviteva — 58. def (farmakokineticke vediajSie 61.41
klinické skuganie) 7
Monthly Interval Visit (includes urine pregnancy test)
o 8.28
Naviteva v mesacnych intervaloch (zahifia moow ’
tehotensky test) ©
Screen Failure at Screening/Visit 1 4/ 375 38
Netispesny skrining pri skriningu/1. navsteve * '
Screen Failure at Visit 2/Day 1 / -
Neuspesny skrining pri 2. naviteve/v 1. defi ¢ ’
Unscheduled Visit ® / INVOICE /
Neplanovana navteva ° FAKTURA
Re-Consent /
. 10.70
Opétowné ziskanie sthlasu
Serum Pregnancy / 11.39
Sérow tehotensky test '
Urine Pregnancy / 311
MocCowy tehotensky test ’
Central Laboratory Assessments - includes
venipuncture, prep and shipping (repeat labs outside
Protocol time points) /
Vy8etrenia v centralnom laboratériu — zahfia 10.35
venepunkciu, pripravu a doprawu (opakované
laboratorme wSetrenia mimo ¢asowch bodov podla
protokolu)
PK sample collection {(unscheduled time points as
per Protocol) / 8.63
Odber farmakokinetickych vzoriek (neplanované '
¢asowe body podla protokolu)
PK sample handling/shipping (unscheduled time
points as per Protocol) / 8.28
Manipulacia/doprava farmakokinetickych vzoriek '
(neplanované ¢asog 'a_protokolu)
PI: MUDr. Mafek Kacerik, PhD. | Center: Fg E’ultné i Zodpovedny skufajuci: MUDr. Marek Kacefik. PhD. |
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Additional Trial Subject/ Treatment Related Costs *
(inclusive of applicable overhead)/
Dalsie naklady na uéastnika klinického skusania/suvisiace s lieCbou g
(vratane prislusnych rezijnych nakladov)

Additional Post Injection Assessments (each) until
IOP stabilization ® /

Dalsie wietrenia po injekénom podani (kazdé) az do A
stabilizacie witroo&ného tlaku ®

9
Treatment of Fellow Eye * / 591.00

Lie¢ba druhého oka °

Site procurement of non-clinical supplies for VT ' /
Dodawka neklinického materialu pre intravitrealne 160.45

(\VT) injekcie na pracovisko °

Additional Trial Related Costs °
(payable based on valid invoice, inclusive of applicable overhead}/
Dalsie naklady suvisiace s lieébou *
(splatné po predloZzeni platnej faktary vratane prislugnych reZijnych
nakladov)

Start-up fee / Pogiatoény poplatok | 1,000.00

Footnotes: / Poznamky pod ¢iarou:

M Cost inclusive of, but is not limited to. the following: staff time with the Clinical Trial Subject during
procedures, Investigational medicinal product dispensing and accountability, AE/SAE reporting, CRF/¢CRF
completion, meeting attendance, audits. monitoring visits, assignment of Clinical Trial Subject and
randomization numbers. /
() Medzi ndklady patria okrem inych aj nasledujlice: Sas persondlu straveny so subjektami Klinického skagania
podas procedr, vydavanie a evidencia ski$aného licku. hlasenie neZiaducich udalosti/zévaznych neZiaducich
udalosti, vypinanie formuldrov pripadovych sprav/elektronickych formuldrov pripadovych sprdv, ttast na
schodzkach, audity, monitorovacie ndvitevy. priradovanic &isel subjektom  Klinického —skiSania
a randomizacnych &isel.

@ If applicable, will be reimbursed after CRF data is entered by Center. /
(2) Ak sa vztahuji na dany pripad, budt preplatené, ked” centrum zadd Gdaje do formuldra pripadovej spravy.

®) To be paid based on actual procedures performed. plus applicable additional services and overhead. /
@ Uhradia sa na zaklade skutone vykonanych procedir spolu s prisluinymi d'aldimi sluzbami a reZijnymi
nédkladmi.

@ Pyrsuant to the Agreement, two (2) Screen Failures will be reimbursed. Thereafter, additional Screen Failures
will be reimbursed at a rate of two (2) Screen Failures for every three (3) Clinical Trial Subjects randomized.
Failure to adhere to the above limits will not create Hexal or CRO liability for any compensation attributed to
the non-adherence 1o these terms and conditions of payment. /
@ Ppodla zmluvy budii preplatené dva (2) netispedné skriningy. Nésledne budi preplatené d'aldie dva (2)
neaspesné skriningy na kazdé tri (3) randomizované subjekty Klinického skifania. Nedodrzanie vy§sie
uvedenych limitov nezaklada zodpovednost’ Hexalu ani CRO za Ziadnu kompenzaciu stivisiacu s nedodrzanim
tychto platobnych podmienok.

) Will be reimbursed after receipt of invoice reflecting  actual  costs. /
%) Budn preplatené po prijati faktiry odraZzajice]j skutocné néklady.

Pl: MUDr, Marek Kagerik, PhD. | Center: Fakultnd Zodpovedny skiisajici: MUDr. Marek Kacerik, PhD. |
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© When a visit is not planned for a month (during maintenance period), Center should schedule clinic visits
monthly for urine pregnancy test for women of child baring potential. Reimbursement is for study coordinator
time and effort as well as urine pregnancy test in connection with monthly interval visits. /
" Ak na nicktory mesiac nic je naplanovana Ziadna naviteva (pocas udrZiavacieho obdobia), centrum by malo
v pripade Zien schopnych otchotniet naplanovat navitevy kliniky kazdy mesiac na igely vykonania mogového
tehotenského testu. Preplatenie zahffia ¢as a usilie koordindtora §todie. ako aj mocovy tehotensky test
v stivislosti s ndvitevami v mesaénych intervaloch.

) Visit 2/Day 2 and Visit 5/Day 58 only for Clinical Trial Subjects participating in the PK substudy. /
2. naviteva/2. deft a 5. ndviteva/S8. deit iba pre subjekty Klinického skaSania zadastiiujucich sa
farmakokinetického vedTajsicho klinického skugania.

® If IOP greater than or equal to 25 mmHg, assessment should be repeated until back to normal. /
® Ak vnitroocny tlak dosahuje 25 mmHg alebo viac, vySetrenie sa méd opakovat dovtedy. kym sa nevrati na
normélnu hodnotu.

@ Reimbursement for the cost of medication for standard of care treatment (no off-label use) of nAMD Fellow
Eye (non-study eye) may be offered to Clinical Trial Subjects at the sole discretion of the Principal Investigator
and with written Hexal pre-approval. Reimbursement is contingent on the following: (i) the Clinical Trial
Subject must currently be enrolled in the Clinical Trial, (ii) the standard of care treatment must not be
reimbursable at the national/regional/provincial/Institutional (e.g.. hospital) level and must not be covered by
the Clinical Trial Subject's private or public insurance, (iii) Center providing receipts and proof of procurement
of medication, and (iv) documentation in the appropriate eCRF. Notwithstanding the forgoing, in order to be
eligible for reimbursement, a request for treatment of fellow eye must be submitted in writing and approved by
Hexal before beginning treatment of fellow eye. V)
©) Preplatenic ndkladov na licky na lie¢bu druhého (neskiimaného) oka pri nAMD v ramgi §tandardnej
zdravotnej starostlivosti (Ziadne pouZitie na neschvélend indikdcie) moze byt poniknuté subjektom Klinického
skoSania na zdklade vlastného uvazenia hlavného skiSajiceho aak to vopred pisomne schvali Hexal.
Preplatenie nakladov je podmienené splnenim nasledujacich podmienok: (i) subjekt Klinického skigania musi
byt momentdlne zaradeny do skuSania. (ii) lietba v rdmei §tandardnej zdravotnej starostlivosti nesmic byt
preplicand na ndrodnej/regiondlnej/provinénej/ingtituénej (napriklad nemocniénej) drovni anesmie byt
hradend stikromnym ani verejnym poistenim subjektu Klinického skigania. (iii) centrum poskytne pokladni¢né
blocky a doklady o poskytnuti lie¢by a (iv) bolo vykonané zdokumentovanie v prislusnom elektronickom
formulari pripadovej spravy. Bez ohl'adu na vyiSic uvedené plati, ¢ aby bolo moZné uplatnit’ narok na
preplatenie nakladov. Ziadost™ o lietbu druhého oka musi byt predloZend pisomne a schvalend Hexalom eite
pred zacatim lie¢by druhého oka.

19 One time payment to cover the costs for local procurement of non-clinical supplies for use in scheduled
IVTs. The following single use medical devices are to be covered under this cost: i) a 5 um <blunt> filter needle
(<Gauge=), sterile; ii) a 1 mL syringe with a 0.05 mL dose mark, sterile; iii) a 30G x 4™ injection needle, sterile
i NB: <gauge> is 18G 1 Ya. /
(19 Jednorazova platba na pokrytie nakladov na poskytnutie neklinického materilu pre plinované IVT injekcie.
V ramei tychto nakladov sa hradené tieto zdravotnicke pomécky na jedno pouzitie: i) 5 um <tupa> [iltrovacia
ihla (<vonkaj3i priemer>), sterilnd; ii) 1 ml injekéna strickacka so znackou davky 0,05 ml. sterilnd; iii)
30G x 14" injekénd ihla, sterilnd. NB: <vonkajsi priemer> je 18G 1 V4.

“INVOICE" = invoiced items will be reimbursed by CRO under terms in the Agreement. /
~FAKTURA™ = fakturované polozky preplati CRO podl'a podmienok uvedenych v zmluve.

Payments will be prorated based on the number of visits completed; visit payments will be based upon CRFs
completed. /
Platby buda uhradzané pomerne na zéklade poétu dokondenych ndvitev. Platby za navitevy budi zaloZené na
vyplnenych formularoch pripadovych sprév.

All costs above include applicable overhead (operating costs). /
V3etky vy3Sie uvedené ndklady zahriiaja prisluiné reZijné naklady (prevadzkové naklady).

PL: MUDr. Marek Kacerik, PhD. | Center: Fakultna Zodpovedny skiiSajici: MUDr. Marek Kacerik, PhD. |
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Payee 2 — Principal Investigator / Prijemca platby 2 — Hlavny skisajici
MUDr. Marek Kaderik

Trial Subject Visits *
(inclusive of applicable overhead)/
Navstevy uéastnikov skisania '
(vratane prislusnych rezijnych nakladov)

Visit Cost /
Naklady na
navstevy

Screening - Visit 1/
Skrining — 1. naviteva

Visit 2-D1/
2. navsteva — 1. den

Visit 3-D8/
3. naviteva — 8. den

Visit 4 - D29 /
4, navsteva — 29. den

Visit 5 - D57 /
5. navsteva — 57. den

Visit 6 - D113/
6. navsteva — 113. den

Visit 7 - D169 /
7. navsteva — 169. deri

Visit 8 - D225 /
8. naviteva — 225. den

Visit 9- D281 /
9. naviteva — 281. def

Visit 10 - D337 /
10. navsteva — 337. den

Visit 11 - D365 (EOS) /

11. navsteva — 365. den (koniec klinického sku$ania)

Total Cost Per Trial Subject /
Celkové naklady na ucastnika klinického
skisania

Pl: MUDr. Marek Ka&erik, PhD. | Center: Fakultna
nemocnica Trenéin | Hexal AG | CSOK583A12301

Zodpovedny skiSajuci: MUDr. Marek Kagerik, PhD. |
Indtiticia: Fakultna nemocnica Trencin | Hexal AG |
CSOKS83A12301

Doc Name: Global Amendment (CRO) | CTA Amendment

1| Doc Final: 29Aug2022

10/28

Nazov dokumentu: Globalny dodatok (CRO) | Dodatok
k zmluve o klinickom skusani | | Finalny dokument:
29Aug2022 10 /28
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Déverné

Additional Trial Subject / Treatment Related Costs

(inclusive of applicable overhead)/

Dalsie naklady na ugastnika klinického skusania/savisiace s lieCbou 2

(vratane prislusnych rezijnych nakladov)

Visit 2 - D2 (PK substudy) ®/
2. naviteva — 2. def (farmakokinetické vedlajsie
klinické skusanie) ®

Visit 5 - D58 (PK substudy) ®/
5. naviteva — 58. den (farmakokinetické vedlajsie
klinické skusanie) ®

Monthly Interval Visit (includes urine pregnancy test)
7

/
Nawteva v mesacnych intervaloch (zahifia mocow
tehotensky test) 7

Screen Failure at Screening/Visit 1/
Netspe&ny skrining pri skriningu/1. ndwteve *

Screen Failure at Visit 2/Day 1/
Neuspesny skrining pri 2. naviteve/v 1. den #

Unscheduled Visit ® /
Neplanovana navsteva 8

INVOICE /
FAKTURA

Re-Consent /
Opéatowné ziskanie suhlasu

Serum Pregnancy /
Sérow tehotensky test

Urine Pregnancy /
Mocow tehotensky test

Central Laboratory Assessments - includes
venipuncture, prep and shipping (repeat labs outside
Protocol time points) /

Vysetrenia v centralnom laboratoriu — zahma
venepunkciu, pripraws a doprawu (opakované
laboratéme w$etrenia mimo ¢asowch bodov podla
protokolu)

PK sample collection (unscheduled time points as
per Protocol) /

Qdber farmakokinetickych vzoriek (neplanované
&asové body podla protokolu)

PK sample handling/shipping (unscheduled time
points as per Protocol) /

Manipulacia/doprava farmakokinetickych vzoriek
(neplanované éasowé body podla protokolu)

Additional Post Injection Assessments (each) until
IOP stabilization ® /

Dalsie wsetrenia po injekénom podani (kazdé) az do
stabilizacie wnitrooéného tlaku °

Trial Subject Reimbursement ° /
Preplatenie nakladoyv G¢astnikov klinického skusania

PI: MUDr. Marek Ki&erik, PhD. | Center: Fakulind

Zodpovedny skusajiici: MUDr. Marek|Kagerik, PhD. |

nemocnica Trencin | Hexal AG [ CSOKS83A 12301

Inititucia; Fakultna nemocnica Trenéin | Hexal AG |
CSOK583A12301

Doc Name: Global Amendment (CRO) | CTA Amendment
1| Doc Final: 29Aug2022 11/28

Nazov dokumentu: Globalny dodatok (CRO) | Dodatok
k zmluve o klinickom skugani 1 | Finalny dokument:
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Additional Trial Related Costs °
(payable based on valid invoice, inclusive of applicable overhead) /
Dalsie naklady stvisiace s lie¢bou ®
(splatné po predlozeni platnej faktury vratane prislusnych rezijnych
nakladov)

Start-up fee / Pociatocny poplatok l

Footnotes: / Poznamky pod &iarou:

M Cost inclusive of. but is not limited to, the following: staff time with the Clinical Trial Subject during
procedures, Investigational medicinal product dispensing and accountability. AE/SAE reporting, CRF/eCRF
completion, meeting attendance, audits, monitoring visits, assignment of Clinical Trial Subject and
randomization numbers. i
() Medzi naklady patria okrem inych aj nasledujiice: s persondlu straveny so subjektami Klinického skaSania
poéas procedr, vydavanic a evidencia skiisancho lieku. hlasenie neziaducich udalosti/zavaznych neziaducich
udalosti, vyplianie formuldrov pripadovych sprav/elektronickych formuldrov pripadovych sprav, uast na
schédzkach, audity, monitorovacic navitevy, priradovanie Cisel subjektom Klinického —skiSania
a randomizaénych &isel.

@ If applicable, will be reimbursed after CRF data is entered by Center. /
(2 Ak sa vztahujl na dany pripad. budi preplatené. ked centrum zadd tidaje do formuldra pripadovej spravy.

) To be paid based on actual procedures performed, plus applicable additional services and overhead. /
() Uhradia sa na ziklade skutoéne vykonanych procedir spolu s prisluinymi dal$imi sluzbami a reZijnymi
nakladmi.

) pursuant to the Agreement, two (2) Screen Failures will be reimbursed. Thereafter. additional Screen Failures
will be reimbursed at a rate of two (2) Screen Failures for every three (3) Clinical Trial Subjects randomized.
Failure to adhere to the above limits will not create Hexal or CRO liability for any compensation attributed to
the non-adherence to these terms and conditions of payment. /
@ podl'a zmluvy budi preplatené dva (2) nelispedné skriningy. Nésledne budi preplatené dalsic dva (2)
netspedné skriningy na kazdé i (3) randomizované subkejty Klinického skdfania. Nedodrzanie vyssie
uvedenych limitov nezaklada zodpovednost' Hexalu ani CRO za Ziadnu kompenzdciu stivisiacu s nedodrzanim
tychto platobnych podmienok.

G) Clinical Trial Subject Reimbursement for site visits will be reimbursed as per IRB/EC approved Informed
Consent Form. /
) Naklady subjektov Klinického skigania na névitevy pracoviska sa budi preplacat’ podl'a formuléra
informovaného sthlasu schvaleného indtituénou reviznou radou/etickou komisiou.

G I the Travel Reimbursement value exceeds budget amount EUR 50.00. then prior Sponsor written approval
is required. Any pending costs related with Travel Reimbursement prior to the effective date of this Amendment
will be reviewed and paid upon Hexal’s approval. However, an estimation of costs for such activities and
reimbursement requests shall be provided to Hexal prospectively for review and approval and no activity shall
be performed without Sponsor’s prior consent. /
50 Ak hodnota nékladov cestovnych néhrad presiahne sumu z rozpottu 50,00 EUR, potom je potrebny pisomny
stthlas spolo¢nosti Hexal. Akékol'vek nevybavené vydavky stvisiace s preplatenim cestovnych néhrad
Giastnikov skiSania pred datumom Gginnosti tohto dodatku budt preskimané a zaplatené po schvileni
spolotnosti Hexal. Odhad nékladov na takéto aktivity a Ziadosti o preplatenie budu poskytnuté spolotnosti
Hexal na preskiimanic a schvalenie vopred a Ziadna aktivita sa nevykond bez predchddzajiceho sthlasu
spoloénosti Hexal.

@  Will be reimbursed after receipt of  invoice  reflecting  actual  costs.  /
© Budu preplatené po prijati faktiry odrazajtcej skutoéné niklady.

) When a visit is not planned for a month (during maintenance period), Center should schedule clinic visits
monthly for urine pregnancy test for women of child baring potential. Reimbursement is for study coordinator
time and effort as well as urine pregnancy test in connection with monthly interval visits. /
M Ak na niektory mesiac nie je naplanovana Ziadna naviteva (potas udrziavacicho obdobia), centrum by malo
v pripade Zien schopnych otehotniet’ naplanovat' navitevy kliniky kazdy mesiac na udely vykonania mocového
tehotenského testu. Preplatenie zahffia ¢as a usilie koordinatora Studie, ako aj moCovy tehotensky test
v suvislosti s navitevami v mesaénych intetvaloch.

PI: MUDr, Marek Kacerik, PhD. | Center: Fakultna Zodpovedny skigajuci: MUDr. Marek Kacerik. PhD. |
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CSOK583A12301
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®) Visit 2/Day 2 and Visit 5/Day 58 only for Clinical Trial Subjects participating in the PK substudy. /
@) 2. naviteva/2. deit a 5. naviteva/58. defi iba pre subjekty Klinického skuSania zocastiiujiacich sa
farmakokinetického vedl'ajicho klinického skugania.

O If TOP greater than or equal to 25 mmlg, assessment should be repeated until back to normal. /
@ Ak vnutrooény tlak dosahuje 25 mmHg alebo viac, vySetrenie sa mé opakovat dovtedy, kym sa nevrati na
normdlnu hodnotu.

"INVOICE" = invoiced items will be reimbursed by CRO under terms in the Agreement. /
FAKTURA" = fakturované polozky preplati CRO podla podmicnok uvedenych v zmluve.

Payments will be prorated based on the number of visits completed; visit payments will be based upon CRFs
completed. /
Platby budi uhrddzané pomerne na zaklade podtu dokongenych navitev. Platby za navitevy budi zaloZené na
vyplnenych formulédroch pripadovych sprav,

All costs above include applicable overhead (operating costs). /
Vietky vysSie uvedené ndklady zahfiiaj prislusné rezijné naklady (prevadzkové naklady).

PI: MUDr, Marek Kacerik, PhD. | Center: Fakultna Zodpovedny skidajuci: MUDr, Marek Kaderik, PhD. |
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Payee 3 — Sub-Investigator / Prijemca platby 3 - Pomocny skiSajici
MUDr. Kristina Dorciakovi

Trial Subject Visits *
(inclusive of applicable overhead)/
Navstevy uéastnikov skisania '
(vratane prislusnych rezijnych nakladov)

Visit Cost /
Naklady na
navstevy

Screening - Visit 1/
Skrining — 1. naviteva

Visit 2 - D1/
2. naviteva — 1. den

Visit 3-D8/
3. naviteva — 8. deiy

Visit 4 - D29 /
4. naviteva — 29. defi

Visit 5- D57/
5. navsteva — 57. den

Visit 6 - D113 /
6. navsteva — 113. den

Visit 7- D169 /
7. navsteva — 169. def

Visit 8 - D225/
8. navsteva — 225. def

Visit 9 - D281/
9. naviteva — 281. derl

Visit 10 - D337 /
10. navsteva — 337. def

Visit 11 - D365 (EOS}/

11. naviteva — 365. den (koniec klinického skusania)

Total Cost Per Trial Subject /
Celkové naklady na ucastnika klinického
skasania

PI: MUDr. Marek Kagerik. PhD. | Center: Fakultna
nemocnica Trencin | Hexal AG | CSOK583A12301

Zodpovedny skugajici: MUDr. Marek Kacerik, PhD. |
Indtitucia; Fakultna nemocnica Trencin | Hexal AG |
CSOK583A12301

Doc Name; Global Amendment (CRO) | CTA Amendment

1 | Doc Final: 29Aug2022

14 /28

Nazov dokumentu: Globalny dodatok (CRO) | Dodatok
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Additional Trial Subject/ Treatment Related Costs 2
(inclusive of applicable overhead)/
Dalsie na klady na Géastnika klinického skiania/stvisiace s lieébou ?
(vratane prislusnych rezijnych nakladov)

Visit 2 - D2 (PK substudy) ®/
2. naviteva — 2. defi (farmakokinetické vedlajSie
klinické skusanie) ©

Visit 5 - D58 (PK substudy) ©/
5. navdteva — 58. deri (farmakokinetické vedrajsie
klinické skaganie) ®

Monthly Intenval Visit (includes urine pregnancy test)
5

/
Navsteva v mesacnych intervaloch (zahfifia mo&owy
tehotensky test) °

Screen Failure at Screening/Visit 1 */
Netspesny skrining pri skriningu/1. navteve

Screen Failure at Visit 2/Day 1 4/
Netspesny skrining pri 2. navsteve/v 1. def

Unscheduled Visit * / INVOICE /
Neplanovana navsteva * FAKTURA

Footnotes: / Poznamky pod &iarou:

) Cost inclusive of. but is not limited to, the following: staff time with the Clinical Trial Subject during
procedures, Investigational medicinal product dispensing and accountability, AE/SAE reporting, CRF/eCRF
completion, meeting attendance, audits, monitoring visits, assignment of Clinical Trial Subject and
randomization numbers. /
) Medzi naklady patria okrem inych aj nasledujiice: das persondlu straveny so subjektami Klinického skaSania
pocas proceddr, vydavanie a evidencia skasaného lieku, hldsenie neZiaducich udalosti/zavaznych neZiaducich
udalosti, vypifianie formularoy pripadovych sprav/elektronickych formuldrov pripadovych sprav, udast’ na
schédzkach, audity, monitorovacie navitevy, priradovanie &isel subjektom Klinického —skusania
arandomizacénych &isel.

@ If  applicable, will be reimbursed afier CRF data is entered by Center. /
@) Ak sa vztahujd na dany pripad, budi preplatené, ked’ centrum zadd idaje do formuldra pripadovej spravy.

) To be paid based on actual procedures performed, plus applicable additional services and overhead. /
@) Uhradia sa na zdklade skutogne vykonanych procediir spolu s pristlusnymi d'al$imi sluzbami a rezijnymi
ndkladmi.

@ Pursuant to the Agreement, two (2) Screen Failures will be reimbursed. Thereafter, additional Screen Failures
will be reimbursed at a rate of two (2) Screen Failures for every three (3) Clinical Trial Subjects randomized.
Failure to adhere to the above limits will not create Hexal or CRO liability for any compensation attributed to
the non-adherence to these terms and conditions of payment. /
@ Podl'a zmluvy bud( preplatené dva (2) nedspesné skriningy. Nasledne buda preplatené daldie dva (2)
neaspeSné skriningy na kazdé tri (3) randomizované subjekty Klinického skiSania. Nedodrzanie vysie
uvedenych limitov nezaklada zodpovednost” Hexalu ani CRO za Ziadnu kompenzaciu stivisiacu s nedodrzanim
tychto platobnych podmienok.

Pl: MUDr. Marek Kacerik, PhD. | Center: Fakultna Zodpovedny skusajuci: MUDr, Marek Kacerik, PhD., |
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) When a visit is not planned for a month (during maintenance period), Center should schedule clinic visits
monthly for urine pregnancy test for women of child baring potential. Reimbursement is for study coordinator
time and effort as well as urine pregnancy test in connection with monthly interval visits. /
) Ak na niektory mesiac nie je napldnovand Yiadna naviteva (potas udrZiavacieho obdobia), centrum by malo
v pripade Zien schopnych otehotniet naplanovat navitevy kliniky kazdy mesiac na acely vykonania mocového
tehotenského testu. Preplatenic zahffia &as a usilic koordindtora Studie, ako aj modovy tehotensky test
v stivislosti s navitevami v mesa¢nych intervaloch.

©) Visit 2/Day 2 and Visit 5/Day 58 only for Clinical Trial Subjects participating in the PK substudy. /
© 2. paviteva/2. deft a 5. ndviteva/38. defi iba pre subjekty Klinického sktgania zdlastiujicich sa
farmakokinetického vedrajgicho klinického skisania,

"INVOICE" = invoiced items will be reimbursed by CRO under terms in the Agreement. /
_FAKTURA" = fakturované poloZky preplati CRO podla podmienok uvedenych v zmluve.

Payments will be prorated based on the number of visits completed; visit payments will be based upon CRFs
completed. /
Platby budii uhradzané pomerne na ziklade poctu dokoncenych navitev. Platby za navitevy budi zaloZené na
vyplnenych formuldroch pripadovych sprav.

All costs above include applicable overhead (operating costs). /
Vietky vyd¥ie uvedené niklady zahfiiaji prisluné rezijné naklady (prevadzkové naklady).

Pl: MUDr, Marek Kéaderik, PhD. | Center: Fakultna Zodpovedny skusajici: MUDr. Marek Kagerik, PhD. |

nemocnica Trenéin | Hexal AG | CSOKS583A12301 Indtiticia: Fakultnd nemocnica Trenéin | Hexal AG |
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Payee 4 — Sub-Investigator / Prijemgca platby 4 — Pomocny skiilajtci
MUDr. Zuzana Sustykevi¢ova

Trial Subject Visits
(inclusive of applicable overhead)/
Navstevy ucastnikov skisania
(vratane prislusnych rezijnych nakladov)

Visit Cost /
1 Naklady na
navstevy

Screening - Visit 1/
Skrining — 1. naviteva

Visit2-D1/
2. naviteva — 1. den

Visit 3-D8 /
3. navsteva — 8. def

Visit 4 - D29/
4. naviteva — 29. den

Visit 5 - D57 /
5. naviteva — 57. dei

Visit 6 - D113 /
6. naviteva — 113. den

Visit 7 - D169 /
7. navsteva — 169. den

Visit 8 - D225 /
8. navsteva — 225. den

Visit 9 - D281/
9. naviteva — 281. denf

Visit 10 - D337 /
10. navSteva — 337. den

Visit 11 - D365 (EOS) /

11. naviteva — 365. den (koniec klinického skigania)

Total Cost Per Trial Subject /
Celkové naklady na uéastnika klinického
skasania

Pl: MUDr. Marck Kacerik. PhD. | Center: Fakultna
nemocnica Trenéin | Hexal AG | CSOK583A12301

Zodpovedny skuSajici: MUDr. Marek Kacerik, PhD. |
Indtitiieia: Fakulina nemocnica Trenéin | Hexal AG |
CSOK583A12301

Doc Name: Global Amendment (CRO) | CTA Amendment

| | Doc Final: 29Aug2022

17728

Nazov dokumentu: Globalny dodatok (CRO) | Dodatok
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Additional Trial Subject/ Treatment Related Costs *
(inclusive of applicable overhead)/
Dalsie naklady na ucastnika klinického skisania/suvisiace s lie¢bou .
(vratane prislusnych rezijnych nakladov)

Visit 2 - D2 (PK substudy) ¢/
2. naviteva — 2. den (farmakokinetické vedlajSie
klinické skuganie) ©

Visit 5 - D58 (PK substudy) ®/
5. naviteva — 58. defi (farmakokinetické vedlajie
klinickeé skuganie) ©

Monthly Interval Visit (includes urine pregnancy test)
5

/
Nawteva v mesacénych intenaloch (zahffia mocowy
tehotensky test) °

Screen Failure at Screening/Visit 14/
Netispedny skrining pri skriningu/1. navsteve *

Screen Failure at Visit 2/Day 1/
Netspesny skrining pri 2. naviteve/v 1. def *

Unscheduled Visit ®/ INVOICE /
Neplanovana navsteva ° FAKTURA

Footnotes: / Poznamky pod &iarou:

1) Cost inclusive of, but is not limited to, the following: staff time with the Clinical Trial Subject during procedures. Investigational
medicinal product dispensing and accountability. AE/SAE reporting, CRF/eCRF completion, meeting attendance, audits, monitoring
visits, assignment of Clinical Trial Subject and randomization numbers. /
) Medzi niklady patria okrem inych aj nasledujice: as persondlu straveny so subjektami Klinického sktSania pocas procedur.
vydavanie a evidencia skiSaného licku, hlasenie neZiaducich udalosti/zavaznych neZiaducich udalosti, vypitianie formularoy
pripadovych sprav/elektronickych formuldrov pripadovych sprdv, Glast’ na schidzkach, audity, monitorovacie ndvitevy.
prirad'ovanie &isel subjektom Klinického skiifania a randomiza¢nych &isel.

2 I applicable, will be reimbursed after CRF data is entered by Center.
) Ak sa vzfahuji na dany pripad, buda preplatené, ked’ centrum zadd tidaje do formulara pripadovej spravy.

® To be paid based on actual procedures performed, plus applicable additional services and overhead.
@) Uhradia sa na zdklade skutoéne vykonanych procedir spolu s prislu§nymi d’al§imi sluzbami a reZijnymi ndkladmi.

@ Pyursuant to the Agreement, two (2) Screen Failures will be reimbursed. Thereafter. additional Screen Failures will be reimbursed
at a rate of two (2) Screen Failures for every three (3) Clinical Trial Subjects randomized. Failure to adhere to the above limits will
not create Hexal or CRO liability for any compensation attributed to the non-adherence to these terms and conditions of payment.
@ Podl'a zmluvy budi preplatené dva (2) neGspedné skriningy. Nésledne budi preplatené d'al$ie dva (2) netspesné skriningy na kazdé
tri (3) randomizované subjekty Klinického skiiania. Nedodrzanie vyssie uvedenych limitov nezaklada zodpovednost” Hexalu ani
CRO za Ziadnu kompenzéciu stvisiacu s nedodrzanim tychto platobnych podmienok.

5) When a visit is not planned for a month (during maintenance period). Center should schedule clinic visits monthly for urine
pregnancy test for women of child baring potential. Reimbursement is for study coordinator time and effort as well as urine pregnancy
test in connection with monthly interval visits.

) Ak na niektory mesiac nie je napldnovand Ziadna néviteva (podas udrZiavacieho obdobia), centrum by malo v pripade Zien
schopnych otehotniet’ naplanovat’ navitevy kliniky kazdy mesiac na uéely vykonania mocového tehotenskeho testu. Preplatenie
zahfia ¢as a tsilie koordinatora §tadie, ako aj mo&ovy tehotensky test v stvislosti s ndv§tevami v mesaénych intervaloch.

PI: MUDr, Marek Kacerik, PhD. | Center: Fakultna Zodpovedny skusajuci: MUDr. Marek Kacerik, PhD. |
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© Visit 2/Day 2 and Visit 5/Day 58 only for Clinical Trial Subjects participating in the PK substudy. /
©) 2. ndviteva/2. dei a 5. naviteva/58. deii iba pre subjekty Klinického skusania zidastiujiicich sa farmakokinetického vedlajiicho
klinického skiSania,

"INVOICE" = invoiced items will be reimbursed by CRO under terms in  the Agreement. [/
-FAKTURA™ = fakiurované polozky preplati CRO podl'a pedmienok uvedenych v zmluve.

Payments will be prorated based on the number of visits completed; visit payments will be based upon CRFs completed. /
Platby budi uhrddzané pomerne na zéklade pottu dokonenych navitev. Platby za ndvitevy budii zaloZené na vyplnenych
formuldroch pripadovych sprav.

All costs above include applicable overhead (operating costs). /
Vietky vysic uvedené ndklady zahfiiaji prislusné rezijné néklady (prevadzkové ndklady).

PL: MUDr. Marek Kagerik, PhD. | Center: Fakultna Zodpovedny skidajici: MUDr. Marek Kagerik, PhD. |
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Payee 5 — Sub-Investigator / Prijemca platby 5 — Pomocny skuaSajiei
MUDr. Karolina Kafkovi

Trial Subject Visits '
(inclusive of applicable overhead) /
Navstevy (éastnikov skasania '
(vratane prislusnych rezijnych nakladov)

Visit Cost /
Naklady na
navstevy

Screening - Visit 1/
Skrining — 1. navsteva

Visit 2-D1/
2. navsteva — 1. den

Visit 3-D8 /
3. naviteva — 8. den

Visit 4 - D29/
4. navsteva — 29. defi

Visit 5 - D57 /
5. navsteva — 57. den

Visit 6 - D113/
6. naviteva — 113. denf

Visit 7 - D169 /
7. naviteva — 169. den

Visit 8 - D225/
8. naviteva — 225. defi

Visit 9 - D281 /
9. naviteva — 281. den

Visit 10 - D337 /
10. navsteva — 337. den

Visit 11 - D365 (EOS) /

11. navdteva — 365. defi (koniec klinického skudania)

Total Cost Per Trial Subject /
Celkové naklady na ucastnika klinického
skasania

Pl: MUDr. Marek Kacerik. PhD. | Center: Fakultna
nemocnica Trencin | Hexal AG | CSOK583A 12301

Zodpovedny skaSajuci: MUDr. Marek Kaderik, PhD. |
Indtitheia: Fakultna nemocnica Trencin | Hexal AG |
CSOKS583A12301
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Additional Trial Subject/ Treatment Related Costs ?
(inclusive of applicable overhead)/
Dalsie naklady na n&astnika klinického skisania/savisiace s lieébou 2
(vratane prislusnych rezijnych nakladov)

Visit 2 - D2 (PK substudy) ®/
2. navsteva — 2. def (farmakokinetické vedlajie
klinické skusanie) ©

Visit 5 - D58 (PK substudy) ®/
5. naviteva — 58. defi (farmakokinetické vedrajsie
klinické skusanie)

Monthly Interval Visit (includes urine pregnancy test)
5

/
Nawdteva v mesacnych intervaloch (zahfria mocowy
tehotensky test) °

Screen Failure at Screening/Visit 1 4/
Nedspesny skrining pri skriningu/1. navteve *

Screen Failure at Visit 2/Day 14/
Netspesny skrining pri 2. naviteve/v 1. defi *

Unscheduled Visit ° / INVOICE /
Neplanovana naviteva * FAKTURA

Footnotes: / Poznamky pod &iarou:

) Cost inclusive of. but is not limited to, the following: staff time with the Clinical Trial Subject during
procedures, Investigational medicinal product dispensing and accountability. AE/SAE reporting, CRF/eCRF
completion. mecting attendance, audits, monitoring visits, assignment of Clinical Trial Subject and
randomization numbers. /
1y Medzi ndklady patria okrem inych aj nasledujtice: ¢as persondlu straveny so subjektami Klinického skdgania
pocas procedur, vydavanie a evidencia skiganého licku, hldsenie neZiaducich udalosti/zavaZnych neZiaducich
udalosti, vyp]'ﬁanic formuldrov pripadovyeh spravielektronickych formulirov pripadovych sprav, ucast' na
schédzkach, audity, monitorovacie ndvitevy. priradiovanie &sel subjektom  Klinického skusania
a randomizaénych ¢isel.

@ If applicable, will be reimbursed after CRF data is ecntered by Center. /
2 Ak sa vztahuji na dany pripad, budi preplatené, ked' centrum zad4 daje do formuldra pripadovej spravy.

@ To be paid based on actual procedures performed, plus applicable additional services and overhead. /
@ Uhradia sa na zéklade skutoéne vykonanych proceddr spolu s prisluinymi dal$imi sluzbami a rezijnymi
néakladmi.

) Pursuant to the Agreement, two (2) Sereen Failures will be reimbursed. Thereafter, additional Screen Failures
will be reimbursed at a rate of two (2) Sereen Failures for every three (3) Clinical Trial Subjects randomized.
Iailure to adhere to the above limits will not create Hexal or CRO liability for any compensation attributed to
the non-adherence to these terms and conditions of payment. /
@ Podl'a zmluvy budi preplatené dva (2) nedispesné skriningy. Nésledne buda preplatené dal§ie dva (2)
neuspesné skriningy na kazdé tri (3) randomizované subjekty Klinického skiSania. Nedodr¥anie vyssie
uvedenych limitov nezaklada zodpovednost Hexalu ani CRO za Ziadnu kompenzéaciu svisiacu s nedodrzanim
tychto platobnych podmienok.

PL: MUDr. Marek Kaderik, PhD. | Center: Fakultna Zodpovedny skasajici: MUDr. Marek Kaderik, PhD. |
nemocnica Trenéin | Hexal AG | CSOK583A12301 Indtitucia: Fakultna nemocnica Trenéin | Hexal AG |
CSOK583A12301

Doc Name: Global Amendment (CRO) | CTA Amendment | Nazov dokumentu: Globalny dodatok (CRO) | Dodatok
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) When a visit is not planned for a month (during maintenance period), Center should schedule clinic visits
monthly for urine pregnancy test for women of child baring potential. Reimbursement is for study coordinator
time and effort as well as urine pregnancy test in connection with monthly interval visits. /
) Ak na nicktory mesiac nie je napldnovand Ziadna naviteva (potas udriavacicho obdobia), centrum by malo
v pripade Zien schopnych otehotniet’ napldnovat navitevy kliniky kazdy mesiac na igely vykonania motového
tchotenského testu. Preplatenie zahffia Gas a dsilie koordinatora §ladie, ako aj mo&ovy tehotensky test
v stivislosti s navitevami v mesaénych intervaloch.

) Visit 2/Day 2 and Visit 5/Day 58 only for Clinical Trial Subjects participating in the PK substudy. /
© 2. naviteva/2. defi a5.ndviteva/58. deil iba pre subjekty Klinického skuSania z&astfujicich sa
farmakokinetického vedl'aj§icho klinického skiania.

"INVOICE" = invoiced items will be reimbursed by CRO under terms in the Agreement. /
FAKTURA™ = fakturované polozky preplati CRO podl'a podmienok uvedenvch v zmluve.

Payments will be prorated based on the number of visits completed; visit payments will be based upon CRFs
completed. /
Platby budii uhrddzané pomerne na zaklade poctu dokondenych néviiev. Platby za navitevy budii zaloZené na
vyplnenych formuldroch pripadovych sprév.

All costs above include applicable overhead (operating CcOsLs). /
Vietky vydSie uvedené niklady zahfiiaji prisluiné reZijné naklady (prevadzkové niklady).

PL: MUDr. Marek Kacerik, PhD. | Center: Fakultna Zodpovedny skudajici: MUDr. Marek Kaderik, PhD. |
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,o.

Payee 6 — Sub-Investigator / Prijemca platby 6 — Pomocny skui$ajuci
MUDr. Jan Mihala
and / a

Payee 7 — Sub-lnvestig/zlltor / Prijemcs (ﬂlatby 7 — Pomocny skifajiici

UDr. Dana Se

ackova

Trial Subject Visits '
(inclusive of applicable overhead)/
Navstevy uéastnikov skugania '
(vratane prislusnych rezijnych nakladov)

Visit Cost /
Naklady na
navstevy

Screening - Visit 1/
Skrining — 1. naviteva

Visit 2-D1/
2. navsteva— 1. den

Visit 3-D8/
3. naviteva — 8. den

Visit 4 - D29 /
4. naviteva — 29. dey

Visit 5 - D57 /
5. naviteva — 57, def

Visit 6 - D113/
6. navsteva — 113. defi

Visit 7 - D169 /
7. naviteva — 169. den

Visit 8 - D225/
8. naviteva — 225. defi

Visit 9 - D281/
9. naviteva — 281. deri

Visit 10 - D337 /
10. navsteva — 337. deii

Visit 11 - D365 (EOS) /

11. naviteva — 365. den (koniec klinického skugania)

Total Cost Per Trial Subject /
Celkové naklady na ucéastnika klinického
skusania

Pl: MUDr. Marek Kacerik, PhD. | Center: Fakultna
nemocnica Tren¢in | Hexal AG | CSOK583A12301

Zodpovedny skisajuci: MUDr. Marek Kacerik, PhD. |
Indtiticia: Fakultnd nemocnica Trencin | Hexal AG |
CSOK3583A12301
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Additional Trial Subject / Treatment Related Costs 2
(inclusive of applicable overhead) /
Dalsie naklady na ucastnika klinického skisania/suvisiace s lieébou 2
(vratane prislusnych reZijnych nakladov)

Visit 2 - D2 (PK substudy) ¢/
2. navsteva — 2. deri (farmakokinetické vedrajsie
klinické skuganie) ©

Visit 5 - D58 (PK substudy) ®/
5. navteva — 58. defi (farmakokinetické vedlajsie
klinické skuganie) ©

Monthly Interval Visit (includes urine pregnancy test)
5

/
Navsteva v mesacnych intenvaloch (zahffia mo&owy
tehotensky test) °

Screen Failure at Screening/Visit 14/
NeUspesny skrining pri skriningu/1. navsteve 4

Screen Failure at Visit 2/Day 14/
Nelspesny skrining pri 2. naviteve/v 1. deri 4

Unscheduled Visit > / INVOICE /
Neplanovana navteva ° FAKTURA

Footnotes: / Poznamky pod Giarou:

) Cost inclusive of. but is not limited 1o. the following: staff time with the Clinical Trial Subject during
procedures. Investigational medicinal product dispensing and accountability. AE/SAE reporting, CRF/eCRF
completion, meeting attendance, audits. monitoring visits, assignment of Clinical Trial Subject and
randomization numbers. /
) Medzi naklady patria okrem inych aj nasledujuce: ¢as persondlu strdveny so subjektami Klinického skasania
podas procedir, vydavanie a evidencia ska$aného lieku. hlasenie neziaducich udalosti/zavaznych neZiaducich
udalosti, v_vpiﬁanie formuldrov pripadovych sprav/elektronickych formuldrov pripadovych sprav, (&ast na
schbdzkach, audity. monitorovacie navitevy, priradovanic &isel subjektom  Klinického skiania
a randomiza¢nych Cisel.

@ If applicable, will be reimbursed after CRF data is  entered by Center. /
2 Ak sa vztahuji na dany pripad, buda preplatené, ked’ centrum zadd udaje do formuldra pripadovej spravy.

®) To be paid based on actual procedures performed. plus applicable additional services and overhead. /
®) Uhradia sa na zaklade skutocne vykonanych proced(r spolu s prislusnymi daliimi sluzbami a rezijnymi
nakladmi.

“ Pursuant to the Agreement, two (2) Screen Failures will be reimbursed. Thereafter. additional Sereen Failures
will be reimbursed at a rate of two (2) Screen Failures for every three (3) Clinical Trial Subjects randomized.
Failure to adhere to the above limits will not create Hexal or CRO liability for any compensation attributed to
the non-adherence to these terms and conditions of payment. #
“ Podla zmluvy budd preplatené dva (2) netispesné skriningy. Nasledne budu preplatené dalsic dva (2)
nelspesné skriningy na kazdé tri (3) randomizované subjekty Klinického skaania. Nedodrzanie vy§sie
uvedenych limitov nezaklada zodpovednost’ Hexalu ani CRO za Ziadnu kompenzéciu stvisiacu s nedodrZzanim
tychto platobnych podmienok.

Pl: MUDr. Marek Kagerik, PhD. | Center: Fakultna Zodpovedny skuSajici: MUDr. Marek Kagerik, PhD. |
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© When a visit is not planned for a month (during maintenance period), Center should schedule clinic visits
monthly for urine pregnancy test for women of child baring potential. Reimbursement is for study coordinator
time and effort as well as urine pregnancy test in connection with monthly interval visits. /
© Ak na niektory mesiac nie je napldnovand #adna naviteva (pocas udrZiavacieho obdobia), centrum by malo
v pripade Zien schopnych otehotniet’ naplanovat navstevy kliniky kazdy mesiac na Géely vykonania mogového
tehotenského testu. Preplatenie zahfiia as a Gsilic koordindtora tadie. ako aj molovy tehotensky test
v suvislosti s ndvitevami v mesaénych intervaloch.

©) Visit 2/Day 2 and Visit 5/Day 58 only for Clinical Trial Subjects participating in the PK substudy. /
@ 2. ndviteva/2. deft a 5. naviteva/S8. deii iba pre subjekty Klinického skdania zacastiujicich sa
farmakokinetického vedl'aj§icho klinického skisania,

"INVOICE" = invoiced items will be reimbursed by CRO under terms in the Agreement. /
~FAKTURA™ = fakturované poloZky preplati CRO podl'a podmienok uvedenych v zmluve.

Payments will be prorated based on the number of visits completed; visit payments will be based upon CRFs
completed. /
Platby budi uhradzané pomerne na zaklade po¢tu dokonZenych navitev. Platby za navitevy buda zaloZené na
vyplnenych formuldroch pripadovych Sprav.

All costs above include applicable overhead (operating costs). /
Vsetky vySsie uvedené néklady zahffiaja prislugné reZijné naklady (prevadzkové ndklady).

PI: MUDr, Marek Kacerik, PhD. | Center: Fakultna Zodpovedny skaSajici: MUDr. Marek Kaderik, PhD, |
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Payee 8 — Study nurse / Prijemca platby 8 — Sestra v ramci skiisania
PhDr. Martina Tulpikova

Trial Subject Visits '
(inclusive of applicable overhead) /
Navétevy Géastnikov skisania '
(vratane prislusnych rezijnych nakladov)

Visit Cost /
Naklady na
navstevy

Screening - Visit 1/
Skrining — 1. navsteva

Visit2-D1/
2. naviteva — 1. den

Visit 3-D8 /
3. naviteva — 8. den

Visit 4 - D29 /
4. navsteva — 29. den

Visit 5 - D57 /
5. naviteva — 57. den

Visit 6 - D113/
6. naviteva — 113. def

Visit 7 - D169 /
7. naviteva — 169. den

Visit 8 - D225 /
8. ndviteva — 225. den

Visit 9 - D281 /
9. naviteva — 281. den

Visit 10 - D337 /
10. navsteva — 337. defi

Visit 11 - D365 (EOS) /

11. navsteva — 365. defi (koniec klinického sku$ania)

Total Cost Per Trial Subject /
Celkové naklady na ucastnika klinického
skasania

PL: MUDr. Marek Kacerik, PhD. | Center: Fakultna
nemocnica Trendin | Hexal AG | CSOIK583A12301

Zodpovedny skusajuci: MUDr, Marek Kaderik, PhD. |
Indtitacia: Fakultng nemocnica Trenéin | Hexal AG |
CSOK583A12301
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Additional Trial Subject / Treatment Related Costs 2
(inclusive of applicable overhead) /
Dalsie naklady na Géastnika klinického skaganialstvisiace s lieébou 2
(vratane prislusnych rezijnych nakladov)

Visit 2 - D2 (PK substudy) &/
2. naviteva — 2. defi (farmakokinetické vedlajgie
klinické skganie) ®

Visit 5 - D58 (PK substudy) °/
5. naviteva — 58. def (farmakokinetické vedlajsie
klinické skuganie) ®

Monthly Interval Visit (includes urine pregnancy test)
5

/
Navsteva vmesacnych intervaloch (zahffia motow
tehotensky test) °®

Screen Failure at Screening/Visit 1 */
Nelspesny skrining pri skriningu/1. naviteve .

Screen Failure at Visit 2/Day 14/
Netspesny skrining pri 2. naviteve/v 1. deri

Unscheduled Visit 2 / INVOICE /
Neplanovana naviteva * FAKTURA

Footnotes: / Poznamky pod &iarou:

) Cost inclusive of, but is not limited to. the following: staff time with the Clinical Trial Subject during
procedures. Investigational medicinal produet dispensing and accountability, AE/SAE reporting, CRF/eCRF
completion, meeting attendance, audits, monitoring visits, assignment of Clinical Trial Subject and
randomization numbers. /
) Medzi naklady patria okrem inych aj nasledujiice: ¢as persondlu straveny so subjektami Klinického skisania
pocas procedir, vydavanie a evidencia skii§aného licku, hlasenie neziaducich udalosti/zdvaznych neziaducich
udalosti, vypin"mnic formularov pripadovych sprav/elektronickych formuldrov pripadovych sprav, (ast na
schodzkach, audity. monitorovacie ndvitevy. priradovanie &sel subjektom  Klinického —skusania
a randomizacénych Cisel.

@ If  applicable, will be reimbursed after CRF data is entered by Center. /
) Ak sa vztahuji na dany pripad. bud( preplatené, ked’ centrum zadé tdaje do formuléra pripadovej spravy.

&) To be paid based on actual procedures performed, plus applicable additional services and overhead. /
@ Uhradia sa na zaklade skutoéne vykonanych procedir spolu s prislusnymi d’al$imi sluzbami a reZijnymi
nakladmi.

@) Pursuant to the Agreement, two (2) Screen Failures will be reimbursed. Thereafier, additional Screen Failures
will be reimbursed at a rate of two (2) Screen Failures for every three (3) Clinical Trial Subjects randomized.
Failure to adhere to the above limits will not create Hexal or CRO liability for any compensation attributed to
the non-adherence o these terms and conditions of payment. /
@ podla zmluvy budd preplatené dva (2) netispesné skriningy. Nasledne budd preplatené dlalsie dva (2)
netspedné skriningy na kazdé tri (3) randomizované subjekty Klinického sku$ania. Nedodrzanie vysSie
uvedenych limitov nezaklada zodpovednost” Hexalu ani CRO za Ziadnu kompenzéciu stvisiacu s nedodrzanim
tychto platobnych podmienok.

PI: MUDr. Marek Kacerik, PhD. | Center: Fakulitna Zodpovedny sknsajici: MUDr. Marek Kaderik, PhD. |
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& When a visit is not planned for a month (during maintenance period). Center should schedule clinic visits
monthly for urine pregnancy test for women of child baring potential. Reimbursement is for study coordinator
time and effort as well as urine pregnancy test in connection with monthly interval visits. /
) Ak na nicktory mesiac nie je naplanovand Ziadna navsteva (potas udrziavacieho obdobia), centrum by malo
v pripade Zien schopnych otehotniet naplanovat' navstevy kliniky kazdy mesiac na Géely vykonania motového
tehotenského testu. Preplatenie zahffia Sas a usilie koordinatora Studie. ako aj mocovy tehotensky test
v stivislosti s navitevami v mesaénych intervaloch.

© Visit 2/Day 2 and Visit 5/Day 58 only for Clinical Trial Subjects participating in the PK substudy. /
© 7 naviteva/2. defi a 5. naviteva/58. defi iba pre subjekty Klinického skaSania zGastiujicich sa
farmakokinetického vedlajieho klinického skusania.

"INVOICE" = invoiced items will be reimbursed by CRO under terms in the Agreement. /
LJFAKTURA®™ = fakturované polozky preplati CRO podla podmienok uvedenych v zmluve.

Payments will be prorated based on the number of visits completed; visit payments will be based upon CRFs
completed. /
Platby budu uhradzané pomerne na zaklade po¢tu dokoncenych ndvstev. Plathy za navitevy budi zaloZené na
vyplnenych formularoch pripadovych sprav.

All costs above include applicable overhead (operating costs). i/
Vietky vydsie uvedené naklady zahffiajd prislusné reZijné naklady (prevadzkové naklady).

Pl: MUDr. Marck Kagerik, PhD. | Center: Fakultna Zodpovedny skusajici: MUDr. Marek Kécerik, PhD. |
nemocnica Trenéin | Hexal AG | CSOK583A12301 Indtiticia; Fakultna nemocnica Trenéin | Hexal AG |
CSOKS83A12301
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