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AMENDMENT #2 TO THE CLINICAL
TRIAL AGREEMENT

Protocol # OPT-302-1005

This Amendment # 2 (“Amendment”) is effective as
of publication of the Agreement in Agreement
Registry (“Effective Date”) between

Fakultni Thomayerova nemocnice, located at
Videnska 800, 140 59 Praha 4 — Kr¢, Czech
Republic, Identification number: 00064190, Tax
identification  number:  CZ00064190, state
contributory organization established by the
Ministry of Health of the Czech Republic, full text
of foundation deed No. MZDR 17268-1V/2012,
registered in Companies Registry by Municipal
Court in Prague, Section PR, inlet 1043 represented
by XXX., Director

(the “Institution”);

and
XXX, Czech Republic (the “Investigator”);
and

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”)

And

Opthea Limited, with a place of business at at 650
Chapel Street, South Yarra, VIC 3141 Australia
(“Sponsor”)

Each of the above may hereinafter individually be
referred to as a “Party”, or collectively referred to as
the “Parties”.

WHEREAS, as described in the Notice Letter dated
11 September 2023, Opthea Limited, having a
place of business at Suite 0403, Level 4, 650 Chapel
Street, South Yarra, VIC 3141 Australia (“Sponsor™)
has transferred management of the Study and,

DODATEK C. 2 KE SMLOUVE O
KLINICKEM HODNOCENI

Protokol ¢. OPT-302-1005

Tento dodatek ¢. 2 (dale jen ,,dodatek*) je uzavien s
ucinnosti k datu uvetejnéni v registru smluv (dale
jen ,,datum uc¢innosti*) mezi

Fakultni Thomayerova nemocnice, se sidlem
Videtiska 800 140 59 Praha 4 — Kr&, Ceska
republika, Identifika¢ni ¢islo: 000 64 190, Danové
identifikac¢ni ¢islo: CZ00064190, statni piispévkova
organizace ziizena Ministerstvem zdravotnictvi CR,
uplné znéni zfizovaci listiny ¢.j. MZDR 17268-
IV/2012, zapsand v obchodnim rejstiiku u
Méstského soudu v Praze, oddil Pr, vl. 1043,
zastoupend XXX, feditelem (,,Instituce®);

XXXCeské republika(, Zkousejici*);
a

spolecnosti Syneos Health UK Limited, se sidlem
ve Velké Britanii na adrese Farnborough Business
Park, 1 Pinehurst Road, Farnborough, Hampshire,
GU14 7BF, Spojené kralovstvi, vcetné jejich
pobocek, dcefinych spolecnosti a konkrétné jeji
matetskou spole¢nosti Syneos Health, LLC

(dale jen ,,CRO%)

a

Opthea Limited, se sidlem na adrese 650 Chapel
Street, South Yarra, VIC 3141, Australie
(dale jen ,,zadavatel)

Kazda z vySe uvedenych stran mlze byt v tomto
dokumentu jednotlivé oznacovana jako ,,smluvni
strana“ nebo spole¢né jako ,,smluvni strany*.

VZHLEDEM K TOMU, ZE, jak je popsano v
oznameni ze dne 11. zafi 2023, spole¢nost Opthea
Limited, se sidlem na adrese Suite 0403, Level 4,
650 Chapel Street, South Yarra, VIC 3141, Australie
(dale jen ,zadavatel”) prevedla fizeni studie a v
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accordingly, has assigned the Agreement from
IQVIA (hereinafter “IQVIA™) to CRO.

WHEREAS, by separate agreement, Sponsor has
engaged CRO acting as an independent contractor,
to act on behalf of Sponsor for the purposes of
transferring certain obligations in connection to the
Agreement including but not limited to payment
administration for services performed;

WHEREAS, the parties desire to modify the
Clinical Trial Agreement with an effective date of 8
September 2021 and 21 July 2022, (“Agreement”)
for the clinical trial with Investigational Product
OPT-302, encoded OPT-302-1005 entitled “A
Phase 3, Multicentre, Double-masked, Randomised
Study to Evaluate the Efficacy and Safety of
Intravitreal OPT-302 in Combination with
Aflibercept, Compared with Aflibercept Alone, in
Participants with Neovascular Age-related Macular
Degeneration (nAMD)” (“Protocol”) to be
conducted at Institution (“Study”) and that involves
patients participating in the Study (“Study
Subjects”);

WHEREAS, the Parties desire to amend the
ATTACHMENT A, BUDGET AND
PAYMENT SCHEDULE with implemetion of
the changes to reflect the new reimbursement’s
rules.

NOW THEREFORE, in consideration of the
promises and mutual covenants herein contained,
the parties agree to the following:

1. As of the effective date of CRO assignment as
communicated in the Notice Letter to sites the
Sponsor has transferred the management of the
Study and assigned, the Agreement to CRO (CRO
Effective Date”), therefore, the Parties hereby agree
to update the Agreement to reflect the CRO change.

a. Consequently, as of the CRO Effective Date
any and all references to CRO’s name and
address shall refer to the following:

Syneos Health UK Limited, with principal
offices located in the United Kingdom at

souladu s tim postoupila smlouvu z IQVIA (dale jen
»IQVIA“) na CRO.

VZHLEDEM K TOMU, ZE zadavatel samostatnou
smlouvou povétil CRO, aby jako nezavisly smluvni
partner jednala jménem zadavatele za ucelem
pfevodu ur€itych zavazkl v souvislosti s touto
smlouvou, mimo jiné vcetné spravy plateb za
poskytnuté sluzby;

VZHLEDEM K TOMU, ZE si smluvni strany pieji
upravit smlouvu o klinickém hodnoceni s ti¢innosti
od 8. zari 2021 a 21. Cervence 2022, (dale jen
,smlouva®) pro klinické hodnoceni s pfipravkem
OPT-302, s kodem OPT-302-1005 s nazvem
,»Multicentrické dvojit¢ maskované randomizované
klinické hodnoceni faze 3 posuzujici ucinnost a
bezpecnost intravitredlné podavaného piipravku
OPT-302 v kombinaci s ptipravkem Aflibercept ve
srovnani se samotnym pifipravkem Aflibercept u
ucastnikli s neovaskularni vékem podminénou
makularni  degeneraci (nAMD)“ (dale jen
,protokol*) , které bude provadéno v zdravotnickém
zatizeni (dale jen ,klinické hodnoceni®) se
zapojenim pacientd ucastnicich se klinického
hodnoceni (dale jen ,subjekty klinického
hodnoceni®);

VZHLEDEM K TOMU, ZE Strany si pieji
upravit PRILOHU A, ROZPOCET A ROZPIS
PLATEB s provedenim zmén tak, aby odrazely
nova pravidla pro thradu.

NYNI TEDY, pii zohlednéni vzajemnych slibi a
zavazkl uvedenych v tomto dokumentu, se smluvni
strany dohodly takto:

1. K datu G¢innosti pfevodu na CRO (déle jen
,-datum uc€innosti pfevodu na CRO*), jak je uvedeno
v oznameni pracovistim, zadavatel ptevedl fizeni
klinického hodnoceni a postoupil smlouvu na CRO,
proto smluvni strany timto souhlasi s aktualizaci
smlouvy tak, aby odrazela zménu CRO.

a. V dutsledku toho se k datu uc¢innosti pfevodu
na CRO veskeré odkazy a nazev a adresa CRO
vztahuji na nasledujici:

Spolecnost Syneos Health UK Limited, ve
Velké Britanii na adrese Farnborough Business
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Farnborough Business Park, 1 Pinehurst Road,
Farnborough, Hampshire, GUI4 7BF, United
Kingdom

b. Article 16 (Notices) information is revised
to update CRO contact information with the
following:

Ifto CRO:

Syneos Health, LLC

1030 Sync Street

Morrisville, North Carolina 27560 USA

Re: Project Code 7047009 (“Project Code”)
Attention: Site Contracts Department

c. As of the CRO Effective Date, the Parties
agree that the designated payee(s) under the
Agreement (“Payee”) will seek payment under
the Agreement from CRO. Accordingly, Section
P(Invoices) of Attachment A is amended to
revise the invoicing instructions as follows:

Invoices. All invoices must be issued and
forwarded to the following as instructed in
English:

Syneos Health UK Limited

Attn. Investigator Payment Department
Farnborough Business Park

1 Pinehurst Road

Farnborough

Hampshire

GU14 7BF, UK

VAT: GB806650142

Re: Project Code 7047009 (“Project Code”)

All invoices and payment related queries -
including the Project Code- must be sent to:

SM_InvestigatorPayments@Syneoshealth.com
In case hard copy invoices need to be processed,

they must be sent to the CRO address stated in
this Section.

Park, 1 Pinehurst Road, Farnborough,
Hampshire, GU14 7BE, Spojené kralovstvi

b. Informace podle ¢lanku 16 (Oznameni)
jsou revidovany za ucelem aktualizace
kontaktnich  udajd CRO  nasledujicim
zpusobem:

Pro CRO:

Syneos Health, LLC

1030 Sync Street

Morrisville, North Carolina 27560, USA

Re: Kod projektu 7047009 (ddle jen , kod
projektu )

Attention: Site Contracts Department

c. K datu u€innosti ptevodu na CRO smluvni
strany souhlasi s tim, ze uréeny piijemce (popf.
urceni piijemci) plateb podle smlouvy (dale jen
,prijemce plateb) bude pozadovat platbu podle
této smlouvy od CRO. V souladu s tim se oddil
P (Faktury) ptfilohy A méni s cilem revidovat
udaje na fakturach nasledovné:

Faktury. Vsechny faktury musi byt vystaveny a
zaslany podle pokynii na nize uvedenou adresu
v anglickém jazyce:

Syneos Health UK Limited

Attn. Investigator Payment Department
Farnborough Business Park

1 Pinehurst Road

Farnborough

Hampshire

GU14 7BF, UK

VAT: GB806650142

Re: Kod projektu 7047009(ddle jen ,, Kod
projektu“)

VSechny faktury a dotazy tykajici se plateb —
véetné kodu projektu — musi byt zasliny na
adresu:

SM_InvestigatorPayments@Syneoshealth.com
V' pripadé, Ze je treba zpracovat faktury v

tisténé podobé, je treba je zaslat na adresu CRO
uvedenou v tomto oddile.
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Each invoice must contain: (1) Sponsor’s name,
(2) Protocol  number,  (3) Project Code,
(8) Investigator’s  name, (5) site number,
(6) Payee contact telephone number and email
address, (7) Payee Bank Account Details, (8) a
summary of the reimbursement to be made in
compliance with the Attachment B, (9) if the
Payee is VAT registered, the Payee VAT
registration number, and (10) for cross border
tax payments: (i) the CRO VAT number (ii) and
the note “VAT is zero rated under tax shift”.

Payee will not receive any payments for pass
through expenses whereby Payee has failed to
produce actual copy invoices or other
documentation clearly substantiating that the
expenditures were actual, reasonable, and
verifiable in the amount submitted for
compensation.

2. With effect from 7 September 2021,
Attachment A “Budget and Payment Schedule”,
paragraph E “Screening Failure” of the
Agreement is deleted in its entirety and replaced
as follows:

The payment for screen failures will be reimbursed
for the following scenarios:

e If a Subject screen fails due to
DARC(Central Reading Center), the
Institution will be reimbursed for all these
screening failures.

o If a Subject screen fails due to BCVA, the

Site will be reimbursed for Informed
Consent Form, collection of
Demographics / Medical and Ocular

History / Concomitant Medication and
assessment of BCVA in the Study Eye
only.

e If a Subject screen fails for another reason
after completion of all procedures of the

Kazda faktura musi obsahovat tyto udaje: 1)
Nazev zadavatele, (2) cislo protokolu, (3) kod
projektu, (4) jméno zkouSejictho, (5) Ccislo
pracoviste, (6) kontaktni telefonni cislo a e-
mailovda adresa prijemce plateb, (7) udaje o
bankovnim uctu prijemce plateb, (8) prehled
uhrad, které maji byt provedeny v souladu s
dodatkem B, (9) pokud je prijemce plateb
subjektem  registrovanym k platb¢e DPH,
registracni cislo platce DPH a (10) pro
preshranicni platby dani: (i) DIC CRO (i) a
poznamka ,,DPH je nulovda v rdamci prenosu
danové povinnosti “.

Prijemci plateb nebudou proplaceny Zadné
prefakturované naklady, pokud neposkytne kopie
prislusnych faktur nebo jinou dokumentaci jasné
dokladajici, Ze vznikle naklady byly skutecne,
opodstatnéné a overitelné v rozsahu
odpovidajicim pozadované cdastce.

2. Sucinnosti od 7. zaii 2021 se priloha A
»Rozpocet a rozpis plateb®, odstavec E Subjekty,
které  neprojdou  vstupnim  vySetfenim
(»Screening Failure”) Smlouvy rusi v celém
svém rozsahu a nahrazuje se nasledujicim
znénim:

Platba za nelspé$né screeningy pacienti bude
uhrazena pfi nasledujicich scénéfich:

e Pokud vstupni navstéva Subjektu selze
kvili DARC(Central Reading Center),
budou Instituce uhrazeny vsSechny tyto
neuspeSné vstupni navstévy.

e Pokud vstupni navstéva Subjektu selze
kvuli BCVA, bude Instituci hrazeno pouze
ziskani Formulate informovaného
souhlasu, shromazdéni
Demografickych/Lékarskych udaju
a ziskani O¢ni zdravotni historie / Soucasné
uzivanych 1¢kti aposouzeni BCVA ve
Studijnim oku.

e Pokud vstupni navstéva Subjektu selze
zjiného divodu po dokonceni vSech
procedur Vstupni navstévy (NO), bude
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Screening Visit (V0), the reimbursement is
29 621 K¢ [which includes overhead].

To be eligible for reimbursement of a screen failure,
supporting data must be submitted to IQVIA along
with an original invoice listing the Screening Visits
and procedures conducted, Subject number, and
visit/procedures date(s).

3. With effect from 1 September 2022,
Attachment A “Budget and Payment Schedule”,
paragraph E “Screening Failure” of the
Agreement is deleted in its entirety and replaced
as follows:

The payment for screen failures will be reimbursed
for the following scenarios:

o If a Subject screen fails due to BCVA, the
Institution will be reimbursed for Informed
Consent Form, collection of Demographics
/ Medical and Ocular History / Concomitant
Medication and assessment of BCVA in the
Study Eye only.

e |If a Subject screen fails for another reason
after completion of all procedures of the
Screening Visit (V0), the reimbursement is
29 621 K¢ [which includes overhead].

To be eligible for reimbursement of a screen failure,
supporting data must be submitted to IQVIA along
with an original invoice listing the Screening Visits
and procedures conducted, Subject number, and
visit/procedures date(s). A payment summary will
be sent to the Institution by the CRO.

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

5. Unless expressly modified herein, all other
provisions of the original Agreement and

Instituci  uhrazena c&astka 29 621 K¢

[zahrnujici rezijni néklady].

Aby byl neuspésny screening pacienta zpusobily
k ahradé, musi byt spolecnosti IQVIA spolu
spuvodni fakturou uvadéjici Vstupni navstévy
aprovedené tUkony, ¢isla Subjektd a data
navstév/ukontl, zaslany Instituci téz doprovodné
udaje. Pozadované udaje uvede IQVIA ve vyzvé
k fakturaci.

3. Sudinnosti od 1. zari 2022 se priloha A
»Rozpocet a rozpis plateb®, odstavec E Subjekty,
které  neprojdou  vstupnim  vySetienim
(»Screening Failure”) Smlouvy ru$i v celém
svém rozsahu a nahrazuje se nasledujicim
znénim:

Platba za neuspéSny screening pacienta bude
uhrazena na zaklad¢ nasledujicich scénart:

o Pokud vstupni navstéva Subjektu selze
kvili BCVA, bude Instituci uhrazen pouze
ziskani Formulate informovaného
souhlasu, shromazdéni
Demografickych/Lékarskych udajil
a ziskani O¢ni zdravotni historie / Soucasné
uzivanych 1€kt aposouzeni BCVA ve
Studijnim oku.

e Pokud vstupni navstéva Subjektu selze
zjiného divodu po dokonceni vSech
procedur Vstupni navstévy (NO), bude
Instituci uhrazena cCastka 29 621 K¢
[zahrnujici rezijni néklady].

Aby byl neuspésny screening pacienta zpusobily
k uhradé¢, musi byt spolecnosti IQVIA spolu
spivodni fakturou uvadgjici Vstupni navstévy
aprovedené tukony, ¢isla Subjektd a data
navstév/ukonll zaslany Instituci téz doprovodné
udaje. Pozadované tidaje uvede IQVIA ve vyzveé
k fakturaci.

4. Pojmy, at’ jiz vymezené ¢i nevymezené v tomto
dodatku budou mit stejné vyznamy, jak je uvedeno
ve smlouvé.

5. Pokud zde neni vyslovné uvedeno jinak, vSechna
ostatni ustanoveni piivodni smlouvy a naslednych
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subsequent amendments shall remain unaltered and
given full force and effect.

6.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 from Effective
Date 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.
Where this Amendment is executed by Institution
and/or Investigator through the use of an electronic
or digital signature, Institution and/or Investigator
agree that: (i) their electronic or digital signature has
same effect as a handwritten signature; (ii) signature
by electronic or digital means is permitted under
Applicable Law for the execution of the
Amendment; (iii) the electronic or digital signature
platform used to generate such signature meets the
requirements under Applicable Law for creating a
valid advanced electronic or digital signature; and
(iv) Institution and/or Investigator shall provide to
CRO and/or to Sponsor any further necessary
certification or supporting documentation around
their electronically generated signatures in
compliance with this Section.

In the event of a conflict between the Czech and
English versions of this Amendment No. 2, the
Czech version shall prevail and prevail.

[SIGNATURE PAGE FOLLOWS]

dodatkt zGistdvaji nezménéna a maji plnou platnost
a ucinnost.

6.V pfipadé, Ze smluvni strany tento dodatek
podepisi zaslanim podepsanych kopii elektronicky
nebo faxem, vstoupi dodatek v platnost dnem
ucinnosti a stane se zdvaznym po podpisu vSemi
smluvnimi stranami, pficemz dikazem o jeho
zavaznosti budou vytisky z faxu a/nebo elektronické
podpisy. Pozdgji lze v dobré vife poskytnout
origindlni dokumenty. Pokud tento dodatek
podepise zdravotnické zatfizeni a/nebo zkousSejici
pomoci elektronického nebo digitalniho podpisu,
zdravotnické zafizeni a/nebo zkousejici souhlasi s
tim, Ze: (i) jejich elektronicky nebo digitalni podpis
ma stejny ucinek jako ruéné psany podpis; (ii)
podpis elektronickymi nebo digitalnimi prostiedky
je povolen platnou legislativou upravujici
podepisovani dodatkd; (iii) platforma pouzita
k vytvoteni takového podpisu spliuje pozadavky
relevantni legislativy na vytvofeni platného
pokrocilého elektronického nebo digitalniho
podpisu; a (iv) zdravotnické =zafizeni a/nebo
zkousejici poskytnou CRO a/nebo zadavateli
veskerd dalsi potiebna potvrzeni nebo podpiirnou
dokumentaci k jejim elektronickym podpisim
v souladu s timto oddilem.

V piipadé rozporu mezi ¢eskou a anglickou verzi
tohoto Dodatku ¢. 2 ma ptednost a je rozhodujici
verze Ceska.

[NASLEDUJE STRANA S PODPISY]
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Agreed to and accepted:

Souhlasi a pFijima:

CRO/CRO

INSTITUTION /  ZDRAVOTNICKE
ZARIZENI

Signature / Podpis

XXX

Signature / Podpis

XXX

Printed Name / Jméno hilkovym pismem

Manager SSU & Regulatory

Printed Name / Jméno hilkovym pismem

Director / Reditel

Title / Funkce

Title / Funkce

22.11.2023

Date / Datum

CRO ON BEHALF OF THE SPONSOR /
CRO JMENEM ZADAVATELE

Date / Datum

INVESTIGATOR / ZKOUSEJIiCi

Signature / Podpis

XXX

Signature / Podpis

XXX

Printed Name / Jméno htlkovym pismem

Manager SSU & Regulatory

Printed Name / Jméno hilkovym pismem

Investigator / Zkousejici

Title / Funkce

Title / Funkce

Date/ Datum

Date / Datum
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