Confidential | Doverné

522/22

AMENDMENT # 2TO CLINICAL TRIAL
AGREEMENT

Protocol # THR-149-002

This Amendment # 2 (“Amendment™), is made out
pursuant to the in § 269. 2 of Law no. 513/1991 Coll.
Commercial Code, as amended (the "Commercial
Code"), to the § 29 to § 44 of Act no. 362/2011 Coll. on
medicines and medical devices (the "Medicines Act") and
the relevant provisions of the Act no. 576/2004 Coll. (the"
Healthcare Act"),

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

Fakultni nemocnica Trenéin

with a place of business at Legionarska 28, 911 71
Trenéin, Slovak Republic

ID: 00610470, VAT: 2021254631

EU VAT: SK 2021254631

Represeted by the director: Ing. Tomas Janik, MBA
(“Institution™)

and

MUDr. Marek Kacerik, PhD.,
. Slovak Republic (“Principal Investigator™).

WHEREAS, the Parties desire to modify the Clinical
Trial Agreement with an effective date of 8.July 2020 as
amended on 10.November 2020 (“Agreement”) for the
clinical trial with Sponsor Drug THR-149, encoded THR-
149-002 entitled *“ A Phase 2, randomised, multicentre
study to assess the dose level of multiple THR-149
injections and to evaluate the efficacy and safety of THR-
149 versus aflibercept for the treatment of diabetic
macular oedema (DME)” (“Protocol”) to be conducted at
Institution (“Trial”) to involve patients participating in
the Trial (“Trial Subjects™).

DODATOK C. 2, K ZMLUVE O KLINICKOM
SKUSANI

Protokol & THR-149-002

Tento dodatok ¢. 2 (d'alej len ,.dodatok™) uzatvoreny v
silade s § 269 ods. 2 zakona ¢. 513/1991 Zb. Obchodného
zakonnika v zneni neskorSich predpisov (dalej len
..Obchodny zakonnik™), s § 29 a7 § 44 zakona ¢. 362/2011
7. z. o liekoch a zdravotnickych pomockach a o doplneni
niektorych zdkonov v zneni neskorsich predpisov (dalej
len ,,zakon o liekoch™) a prisluSnych ustanoveni zakona
& 576/2004 Z. z. (dalej len ,zdkon o zdravotnej
starostlivosti”) medzi

spolognost’ Syneos Health UK Limited, s hlavnym
sidlom v Spojenom kralovstve na adrese Farnborough
Business Park, 1 Pinehurst Road, Farnborough,
Hampshire, GU14 7BF, Spojené kralovstvo, vratane jej
poboéiek, dcérskych spolo¢nosti a predovietkym jej
materskej spolo¢nosti Syneos Health LLC (dalej len
.CRO™)

a

Fakultna nemocnica Trenéin

|. so sidlom podnikania na adrese Legionarska 28911 71
Trenéin, Slovenska republika

1CO: 00610470, DIC: 202125463 1

[C DPH: SK 2021254631

Zastipena riaditel'om: Ing. Tomas Janik, MBA (d’alej len
.Zdravotnicke zariadenie™)

a
MUDr. Marek Kacerik, PhD.,

Slovenska republika (dalej
skasajuci®).

len ,hlavny

KEDZE zmluvné strany si Zelaji upravit zmluvu o
klinickom skt%ani s daitumom nadobudnutia platnosti od
8jula 2020, tak, ako bola zmenena a doplnena
diial0.Novembra 2020 (d'alej len ,,zmluva®) pre klinické
skusanie so skufanym liekom zadavatela THR-149, s
kodovym  oznacenim THR-149-002 pod nazvom
..Randomizované, klinické multicentrické skaSanie fazy
2 na vyhodnotenie urovne davky pri viacnasobnych
injekciach THR-149 a na vyhodnotenie ucinnosti a
bezpe¢nosti THR-149 v porovnani s afliberceptom pri
lie¢be diabetického makularneho edému (DME)™* (d'alej
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WHEREAS, in accordance with Section 25 (Entire
Agreement) of the Agreement, the Parties desire to
modify the specific language and hence agree to the
following modifications to the Agreement:

1. The Attachment B (Financial Arrangements
Worksheet) to the Agreement is deleted in its entirety and
replaced with Attachment B (Financial Arrangements
Worksheet) as attached to this Amendment to reflect the
new budget costs due to alignment with the latest industry
benchmark.

2. Defined terms used in this Amendment and not defined
herein will have the same meanings assigned such terms
in the Agreement. To the extent the Agreement cross
references Attachment B. those cross references are
hereby amended to refer to the revised Attachment B
attached hereto.

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

[SIGNATURE PAGE FOLLOWS]

len ,.protokol), ktoré sa ma vykonat v zdravotnickom
zariadeni (d’alej len ,sku3anie”) s Gcastou pacientov
zaradenych do skusania (dalej len .,0¢astnici skiania®).

VZHLECADOM NA TO, Ze v silade s ¢lankom 25 (Cela
zmluva) zmluvy si zmluvné strany Zelaji upravit jej
Specifické znenie, preto suhlasia s nasledujicimi
upravami v zmluve:

I. Priloha B (Harok s finanénymi podmienkami) tejto
zmluvy sa v celom rozsahu odstrani a nahradi prilohou B
(Hérok s finanénymi podmienkami) pripojenou k tomuto
dodatku, ¢im sa v rozpo¢te zohladnia nové naklady
spojené so zostladenim s najnov§im Standardom v
odvetvi.

2. Vymedzené pojmy, ktoré su pouzité v tomto dodatku
anie si v iom vymedzené, budd mat’ rovnaky vyznam
ako v zmluve. Pokial’ zmluva odkazuje na prilohu B, tieto
odkazy sa tymto upravuju tak, Zze odkazuju na revidovant
prilohu B pripojent k tejto zmluve.

3. Vietky ostatné ustanovenia
nezmenené a plne platné a G¢inné.

zmluvy  zostdvaji

[NASLEDUJE STRANA S PODPISMI|

PI: MUDr.Marek Kacerik Ph.D. | Institution: Fakultna nemocnice Trencin| Oxurion | THR-149-002 / Hlavny skdSajici: MUDr Marek Kacefik Ph.D.] |

Zdravotnicke zariadenie: Fakultna nemocnice Trenéin | Oxurion | THR-149-002

Doc Name: Universal Amendment (CRO/SPN) V2.0 17Mar2020 | Amendment 2| Doc Final: 1 .april 2022 / Nazov dokumentu: Vieobecny dodatok (CRO/SPN)

V2.0 17. marca 2020 | Dodatok 2 | Koneéna verzia dokumentu: 1.aprila 2022

2/23



Confidential | Doverné

This Amendment is executed in English and Slovak
language, the Contracting Parties considering both language
versions to be equivalent, but in case of inconsistencies
between various versions, the Contranting Parties agree that
Slovak version of the Amendment will prevail. This
Amendment and all its Attachments constitute the entire
Agreement of Contracting Parties with respect to the subject
metter hereof. This Amendment is made in Three (3) copies
with the validity of the original and shall enter into force on
the day following the day of its publication in the Central
Register of Contracts managed by the Office of the
Government of the Slovak Republic.

Tento dodatok je vyhotoveny v slovenskom a v
anglickom jazyku, pricom Zmluvné strany povazuji
obe jazykové verzie za rovnocenné, aviak pre pripad
vykladovych nezrovnalosti medzi jednotlivymi
verziami sa Zmluvné strany dohodli, Ze prednost ma
slovenska verzia dodatku. Tento dodatok a vietky

jeho prilohy predstavuju aplnii dohodu Zmluvnych

stran o predmete tohto dodatku. Tento dodatok je
vyhotoveny v troch (3) rovnopisoch s platnostou
origindlu a nadobuda uéinnost’ diiom nasledujucim po
dni jej zverejnenia v Centrdlnom registri zmluv
vedenom Uradom vlady Slovenskej republiky.

Sahlasim a prijimam:

Agreed to and accepted:
CRO

Signature / Podpis

Printed Name / Meno tlatenym pismom

Title / Funkcia

Date / Datum

INSTITUTION /
ZARIADENIE

ZDRAVOTNICKE

Signature / Podpis

Ing. Tomas Janik, MBA

Printed Name / Meno tlacenym pismom

Director/ Riaditel’

Title / Funkcia

Date / Datum

PRINCIPAL INVESTIGATOR / HLAVNY
SKUSAJUCI

Signature / Podpis

MUDr. Marek Kacerik, PhD.

Printed Name / Meno tlatenym pismom

Principal Investigator / Zodpovedny skusajici

Title / Funkcia

Date / Datum
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ATTACHMENT B

FINANCIAL ARRANGEMENTS WORKSHEET

FINANCE SUMMARY BOX

DODATOK B

HAROK S FINANCNYMI PODMIENKAMI

RAMCEK S FINANCNYM ZHRNUTIM

Invoice Currency :EUR
Payment Base : Procedure-based OR Visit-based

Effective Date:This Agreement will become effective
upon signature of each contracting party and legally
binding on the day following its publication in the
Central Register of agreement, managed by the Office of
the Government.

CRO Contracting Entity :Syneos Health UK Limited

Mena faktiry :EUR

Platobny zaklad Podl'a po¢tu navstev alebo procedur, ak
je to aplikovatel'né

Datum Gc¢innosti: Tato Zmluva nadobuda platnost” ditom
jej podpisu stranami Zmluvy a u¢innost’ ditom
nasledujucim po dni jej zverejnenia v Centrdlnom
registri zmliv vedenom Uradom vlady SR

Zmluvny subjekt CRO : Syneos Health UK Limited

Trial Sponsor: Oxurion NV

Trial Protocol: THR-149-002

Title of the Trial:

A Phase 2, randomised, multicentre study to assess the dose level of multiple
THR-149 injections and to evaluate the efficacy and safety of THR-149 versus
aflibercept for the treatment of diabetic macular oedema (DME)

Protocol Version:

Version 3.0 (Amendment 3): 10 November 2021

Project: 7004550

Country: Slovakia

Currency: EUR

Trial Site: Fakulma nemocnica Trencin

Principal Investigator: MUDr. Marek Kacerik

PI: MUDr.Marek Kacerik Ph.DD, | Institution: Fakultna nemocnice Trencin| Oxurion | THR-149-002 / Hlavny skidajuci: MUDr Marek Kacefik Ph.D.]
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Additional Treatment Related Costs (inclusive of applicable overhead)?

Urine collection test (pregnancy test, each) - Visits 1,2, 3,4, 5 and 8 €518
(dipstick will be provided) -

Anterior chamber aqueous humour sampling?® of the study eye at Visits 2 and
5 (includes consent, collection, prep, ship) - only for Trial Subjects who €101.78
consent to procedure

OCT angiography both eyes at Visit 1 and study eye only at Visits 5 and 8 - €47.96
only for subjects at sites that have the required type of OCTA equipment )
Re-Consent (due to Protocol amen(-j.rﬁé;ﬁ)" S € 16.22 o
Unscheduled Visit* INVOICE
Screen Failure® INVOICE
Additional Study Related Costs

(inclusive of applicable overhead)®
Site Start-up Costs (includes administrative, document preparation, staff € 1.500.00
training and Protocol review) T
Additional study management costs (for each additional patient that has €97.50
received at least 1 injection with IMP starting from the 4th patient enrolled)® '

! Cost inclusive of, but is not limited to, the following: staff time with the Trial Subject during
procedures, CRF/eCRF completion, meeting attendance, audits,

and monitoring visits.

2|f applicable, will be reimbursed after CRF data is entered by Institution.

®Only at sites that perform aqueous humour sampling, in Trial Subjects who consent to the
procedure.

“ To be paid based on actual procedures performed, plus applicable additional services and
overhead.

5 Pursuant to section A-3 (Screen Failures) of Attachment A (Payment Terms), reimbursement will
be made based on actual procedures performed

& Will be reimbursed after receipt of invoice reflecting actual costs.

To the extent permissible under Applicable Law and if desired by the site, the site will be reimbursed at the amount
listed above for each eligible treated Trial Subject exceeding three eligible treated Trial Subjects per site to
compensate for the increase in necessary administrative activities by the study coordinator and the principal
investigator.

"INVOICE" = invoiced items will be reimbursed by Sponsor under terms in Attachment A (Payment

Terms).

Payments will be prorated based on number of visits completed; visit payments will be based upon

CRFs completed. If a visit is not completed in full,

reimbursement will be made for actual procedures performed.

All costs above include applicable overhead (operating costs).

PI: MUDr.Marek Kacerik Ph.D. | Institution: Fakultna nemocnice Trencin| Oxurion | THR-149-002 / Hlavny ski$ajiuci: MUDr Marek Kacefik Ph.D.] |
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Additional Treatment Related Costs (inclusive of applicable
overhead)?

Urine collection test (pregnancy test, each) - Visits 1,
2, 3,4, 5 and 8 (dipstick will be provided)

Anterior chamber aqueous humour sampling® of the

study eye at Visits 2 and 5 (includes consent,
collection, prep, ship) - only for Trial Subjects who
consent to procedure

'OCT angiography both eyes at Visit 1 and study eye | )
only at Visits 5 and 8 - only for subjects at sites that
have the required type of OCTA equipment

Re-Consent (due to Protocol amendment)

Unscheduled Visit? " INVOICE
Screen Failure® INVOICE

Additional Study Related Costs
(inclusive of applicable overhead)®

Trial Subject Travel Reimbursement, if applicable’

Pre-screening/Database Review Fee &/
Predskrining/ Poplatok za preskimanie databaz ©

Additional study management costs (for each
additional patient that has received at least 1 injection
with IMP starting from the 4th patient enrolled)®

! Cost inclusive of, but is not limited to, the following: staff time with the Trial Subject during
procedures, CRF/eCRF completion, meeting attendance, audits,

and monitoring visits.

2 |f applicable, will be reimbursed after CRF data is entered by Institution.

30nly at sites that perform aqueous humour sampling, in Trial Subjects who consent to the
procedure.

4 To be paid based on actual procedures performed, plus applicable additional services and
overhead.

® Pursuant to section A-3 (Screen Failures) of Attachment A (Payment Terms), reimbursement will
be made based on actual procedures performed

& Will be reimbursed after receipt of invoice reflecting actual costs.

& A One time fee of € 1,000.00 will be paid to principal Investigator upon receipt of invoice and
completion of Principal Investigator's efforts to pre-screen at least 100 patients from Institution’s
database, which need to be listed in the “Database pre-screen log” documenting the primary reason
not being eligible. Out of those 100 patients, at least 10 potential Trial Subjects need to be entered
into the pre-screening “Medical History check” tool, for evaluation of possible eligibility. The database

Pl: MUDr.Marek Kacerik Ph.D. | Institution: Fakultna nemocmece Trencin) Oxurion | THR-149-002 / Hlavny skodajuci: MUDr Marek Kacefik Ph.D ]
Zdravotnicke zariadenie: Fakultna nemocnice Trencin | Oxurion | THR-149-002
Doc Name: Universal Amendment (CRO/SPN) V2.0 17Mar2020 | Amendment 2| Doc Final: [dd/mmm/20yv] / Nazov dokumentu: Vieobecny dodatok
(CRO/SPN) V2.0 17 marca 2020 | Dodatok 2 | Kone¢nd verzia dokumentu: [dd. mm. 20rr]
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pre-screen log and the pre-screening tool need both be provided to the CRO clinical team. /

Jednorazovy poplatok vo vySke 1 000 EUR sa uhradi Zodpovednému skusajlicemu po prijati faktury

a dokonéeni snah Zodpovedného vysetrujiceho, o predbeznt kontrolu najmenej 100 pacientov z

databazy institucie, ktori musia byt uvedeni v dokumentacii ,Protokol predbeznej kontroly databazy”
dokumentujtici ako primarny dévod, Ze nie je sposobily. Z tychto 100 pacientov musi byt do

predbezneho skriningu ,kontrola anamnézy" vioZenych najmenej 10 potencialnych subjektov, aby sa
vyhodnotila moZna sposobilost. Protokol predbezného skriningu databazy a nastroj predbezného

skriningu sa musia byt poskytné klinickému timu spolo&nosti CRO.

9To the extent permissible under Applicable Law and if desired by the site, the site will be reimbursed at the amount
listed above for each eligible treated Trial Subject exceeding three eligible treated Trial Subjects per site to
compensate for the increase in necessary administrative activities by the study coordinator and the principal
investigator.

"INVOICE" = invoiced items will be reimbursed by Sponsor under terms in Attachment A (Payment

Terms).

Payments will be prorated based on number of visits completed; visit payments will be based upon

CRFs completed. If a visit is not completed in full,

reimbursement will be made for actual procedures performed.

All costs above include applicable overhead (operating costs).

Pl: MUDr.Marek Kacerik Ph.D. | Institution: Fakultna nemocnice Trencin} Oxurion | THR-149-002 / Hlavny skudajiei: MUDr Marek Kacefik Ph.D.]
Zdravotnicke zariadenie: Fakultna nemocnice Trenéin | Oxurion | THR-149-002
Doc Name: Universal Amendment (CRO/SPN) V2.0 17Mar2020 | Amendment 2| Doc Final: [dd/mmm/20yy] / Nazov dokumentu: Vieobecny dodatok
(CRO/SPN) V2.0 17 marca 2020 | Dodatok 2 | Kone¢na verzia dokumentu: [dd.mm. 20rr]
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Additional Treatment Related Costs (inclusive of applicable
overhead)?

Unscheduled Visit* INVOICE
Screen Failure® INVOICE

4 To be paid based on actual procedures performed, plus applicable additional services and overhead.

5 Pursuant to section A-3 (Screen Failures) of Attachment A (Payment Terms), reimbursement will be made based
on actual procedures performed —

"INVOICE" = invoiced items will be reimbursed by Sponsor under terms in Attachment A (Payment Terms).

Payments will be prorated based on number of visits completed; visit payments will be based upon CRFs
completed. If a visit is not completed in full,

reimbursement will be made for actual procedures performed.

All costs above include applicable overhead (operating costs).

PI: MUDr.Marek Kacerik Ph.D. | Institution: Fakultna nemocnice Trencin| Oxurion | THR-149-002 / Hlavny skisajiuci: MUDr.Marek Kacefik Ph.D.]
Zdravotnicke zariadenie: Fakultna nemocnice Trenéin | Oxurion | THR-149-002
Doc Name: Universal Amendment (CRO/SPN) V2.0 17Mar2020 | Amendment 2| Doc Final: [dd/mmm/20yy] / Nazov dokumentu: Vicobecny dodatok
(CRO/SPN) V2.0 17, marca 2020 | Dodatok 2 | Koneéna verzia dokumentu; [dd mm 20rr]
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Additional Treatment Related Costs (inclusive of applicable

overhead)?

Unscheduled Visit* INVOICE
Screen Failure® INVOICE

* To be paid based on actual procedures performed, plus applicable additional services and overhead.

° Pursuant to section A-3 (Screen Failures) of Attachment A (Payment Terms), reimbursement will be made based
on actual procedures performed -

"INVOICE" = invoiced items will be reimbursed by Sponsor under terms in Attachment A (Payment Terms).

Payments will be prorated based on number of visits completed; visit payments will be based upon CRFs
completed. If a visit is not completed in full,

reimbursement will be made for actual procedures performed.

All costs above include applicable overhead (operating costs).

Pl: MUDr Marek Kacerik Ph.D. | Institution: Fakultna nemocnice Trencin| Oxurion | THR-149-002 / Hlavny skusajuct: MUDr Marek Kacefik Ph.D.] |
Zdravotnicke zanadenie: Fakultna nemocnice Trenéin | Oxurion | THR-149-002
Doc Name: Universal Amendment (CRO/SPN) V2.0 17Mar2020 | Amendment 2| Doc Final: [dd/'mmm/20yy] / Nazov dokumentu: Vieobecny dodatok
(CRO/SPN) V2.0 17. marca 2020 | Dodatok 2 | Koneéna verzia dokumentu: [dd.mm.20rr]
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Additional Treatment Related Costs (inclusive of applicable

overhead)?

Unscheduled Visit? INVOICE
Screen Failure® INVOICE

*To be paid based on actual procedures performed, plus applicable additional services and overhead.

? Pursuant to section A-3 (Screen Failures) of Attachment A (Payment Terms), reimbursement will be made based on actual
procedures performed .

"INVOICE" = invoiced items will be reimbursed by Sponsor under terms in Attachment A (Payment Terms).

Payments will be prorated based on number of visits completed: visit payments will be based upon CRFs completed. If a visit
is not completed in full.

reimbursement will be made for actual procedures performed.

All costs above include applicable overhead (operating costs).

PI MUDr Marek Kacerik Ph.D. | Institution: Fakultna nemocnice Trencin| Oxurion | THR-149-002 / Hlavny skasajici: MUDr Marek Kacefik Ph.D ]
Zdravotnicke zariadenie: Fakultna nemocnice Trencin | Oxurion | THR-149-002
Doc Name: Universal Amendment (CRO/SPN) V2.0 17Mar2020 | Amendment 2| Doc Final: [dd/'/mmm/20yy] / Nazov dokumentu: Vieobecny dodatok
(CRO/SPN) V2.0 17 marca 2020 | Dodatok 2 | Konetna verzia dokumentu: [dd.mm.20rr]
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Additional Treatment Related Costs (inclusive of applicable
overhead)?

Unscheduled Visit*

Screen Failure®

INVOICE
INVOICE

* To be paid based on actual procedures performed, plus applicable additional services and overhead.

* Pursuant to section A-3 (Screen Failures) of Attachment A (Payment Terms), reimbursement will be made based on actual

procedures performed .

"INVOICE" = invoiced items will be reimbursed by Sponsor under terms in Attachment A (Payment Terms).

Payments will be prorated based on number of visits completed: visit payments will be based upon CRFs completed. If a visit

is not completed in full,
reimbursement will be made for actual procedures performed.
All costs above include applicable overhead (operating costs).
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