Confidential / Doverné

AMENDMENT # 2 TO CLINICAL TRIAL
AGREEMENT

DODATOK €.2 K ZMLUVE O KLINICKOM
SKUSANI

554/20

Protocol # KHB-1802

Protokol ¢. KHB-1802

This Amendment # 2 (“Amendment”), effective as of the
date following its publication in the central register of
contracts (“Effective Date”) between

Tento dodatok ¢. 2 (d’alej len ,,dodatok*), d¢inny ditom
nasledujicim po dni jeho zverejnenia v centrdlnom
registri zmliv medzi spolo¢nostiou

Syneos Health UK Limited, with principal offices
located at Farnborough Business Park, 1 Pinehurst Road,
Farnborough, Hampshire, GU14 7BF, United Kingdom,
including its affiliates and subsidiaries (“CRO”)

Syneos Health UK Limited, shlavnhym sidlom
podnikania na adrese Farnborough Business Park, 1
Pinehurst Road, Farnborough, Hampshire, GU14 7BF,
Velka Britdnia, vrdtane jej pobociek a dcérskych
spolo¢nosti (d’alej len ,,CRO%)

and

a

CHENGDU KANGHONG BIOTECHNOLOGY
CO., LTD., with a principal place of business at 108
Shuxi Road, Jinniu Dis, Chengdu 610036, China
(“‘Sponsor”), represented by CRO

spolo¢nostou CHENGDU KANGHONG
BIOTECHNOLOGY CO., LTD., s hlavnym sidlom
podnikania na adrese 108 Shuxi Road, Jinniu Dis,
Chengdu 610036, Cina (dalej len ,,zadavatel™), ktord
zastupuje CRO

and

a

Fakultna nemocnica Tren¢in, with a place of business
at Legiondrskd 28, Trencin 911 71, Slovakia
(“Institution”)

Fakultna nemocnica Tren¢in, so sidlom podnikania na
adrese Legiondrskd 28, Trenéin 911 71, Slovensko,
(d’alej len ,,zdravotnicke zariadenie®)

and

a

MUDr. Marek Kacerik, Ph.D., with a place of business
at , Slovakia (“Principal
Investigator”).

MUDr. Marek Kacerik, Ph.D., so sidlom bydliska na
adrese , Slovensko (d’alej len
,hlavny skiiSajici®).

WHEREAS, the Parties desire to modify the Clinical
Trial Agreement dated of 24. January 2019 and
Amendment # 1 dated of 16 January 2020
(“Agreement”) for the clinical trial with Sponsor Drug
Conbercept, encoded KHB-1802 entitled “A
Multicenter, Double-Masked, Randomized, Dose-
Ranging Trial to Evaluate the Efficacy and Safety of
Conbercept Intravitreal Injection in Subjects with
Neovascular  Age-related Macular Degeneration”
(“Protocol”) to be conducted at Institution (‘“Trial”) to
involve patients participating in the Trial (“Trial
Subjects”).

KEDZE zmluvné strany chcti zmenit zmluvu o
klinickom skiSani s dditumom platnosti 24. januara 2019,
Dodatok ¢. 1 sddatumom platnosti 16. januira 2020
(d’alej len ,,zmluva®) pre klinické skdSanie s liekom
zadavatela Conbercept, s kédovym oznacenim KHB-
1802 a ndzvom ,Multicentrické, dvojito zaslepené,
randomizované skiSanie srdéznymi davkami na
vyhodnotenie ucinnosti a bezpecnosti intravitredlnej
injekcie konberceptu u ucastnikov s neovaskuldrnou
vekom podmienenou degenerdciou makuly* (d’alej len
,protokol®), ktory sa ma vykonavat v zdravotnickom
zariadeni (d’alej len ,zdravotnicke zariadenie®) so
zapojenim pacientov zaradenych zo klinického skidSania
(d’alej len ,icastnici klinického skiiSania®).

WHEREAS, in accordance with Section 24 (Entire
Agreement) of the Agreement, the Parties desire to
modify the specific language and hence agree to the
following modifications to the Agreement:

KEDZE v siilade s ¢ldnkom 24 (Celd zmluva) zmluvy si
zmluvné strany Zelaju upravit' jazyk zmluvy, a preto
suhlasia s nasledujicimi tpravami:
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1. The Attachment A (Payment Terms) to the Agreement
is updated in Section A-12. as follow:

a. Section A-12. is deleted in its entirety:

Payee Name: MUDr. Vladimira Solnikova
Payee Address:

Republic

IBAN Number:

, Slovak

b. Wordnig of Section A-12. is replaced with
wording in this Amendment:

1. V prilohe A (Platobné podmienky) ku zmluve sa
aktualizuje v bode A-12. nasledovne:

a. V bode A-12. sa v celom rozsahu odstrani:

Meno prijemcu platby: MUDr. Vladimira Solnikova
Adresa prijemcu platby: ,
Slovenska republika

IBAN:

b. Znenie bodu A-12. sa nahradi novym znenim
uvedenym v tomto dodatku:

Payee Name / Meno prijemcu platby: MUDr. Kristina Igazova

Payee Address / Adresa prijemcu platby:
Slovenska republika/Slovak Republic

Payee Bank Account Details / Podrobnosti bankového tctu prijemcu platby:

Bank Name / Nazov banky:

Bank Account Number / Cislo dé&tu:
IBAN Number / IBAN:

SWIFT Code / BIC (kod Swift):
remittance

Email address for

@

c. All payments payable to MUDr. Kristina
Igazovd has to be paid retrospective for
procedure she has performed from 20 April
2020, when she was delegated by Principal
Investogator.

information / E-mailova adresa na zaslanie

informdcie o prevode:

c. Vsetky platby splatné MUDr. Kristine Igazovej
musia byt  zaplatené retrospektivne za
procedury, ktoré vykonala odo diia 20. aprila
2020, kedy bola poverena hlavnym skuiSajicim.

2. In Attachment B, ,,GRANT AMOUNTS
PAYABLE TO MUDr. Vladimira Solnikova
FOR EACH ENROLLED TRIAL SUBJECT* in
the Agreement is deleted in its entirety and is
replaced with ,, GRANT AMOUNTS PAYABLE
TO MUDr. Kristina Igazovai FOR EACH
ENROLLED TRIAL SUBJECT* attached hereto
this Amendment.

2. V Prilohe B, ,FINANCNA ODMENA MUDr.
Vladimire  Solnikovej ZA  KAZDEHO
UCASTNIKA SKUSANIA ZAPISANEHO DO
SKUSANIA“ zmluvy sa v celom rozsahu odstrani
anahradi sa ,,FINANéNA ODMENA MUDr.
Kristine Igazovej ZA KAZDEHO UCASTNIKA
SKUSANIA ZAPISANEHO DO SKUSANIA“
priloZenej k tomuto dodatku.

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, ktoré nie
st definované v tomto dokumente, budd mat’ rovnaky
vyznam, ako je uvedené v zmluve.

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

4. VSetky ostatné ustanovenia zostanu

nezmenené a plne ucinné.

zmluvy

[SIGNATURE PAGE FOLLOWS]

[NASLEDUJE STRANA S PODPISMI]
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This Amendment has been executed in 3 (three)
equal original counterparts in English and Slovak
language. In case of any conflict between the
English and Slovak version of this Amendment,
the Slovak version will prevail.

Tento dodatok je vyhotoveny v 3 (troch)
origindloch), v anglickom a slovenkom jazyku,
pricom kaZzdy znich sa po podpise vSetkymi
zmluvnymi stranami povaZuje za origindl a ma
rovnaky prdvny ucinok. V pripade rozporu
slovenského a anglického textu tohto dodatku, text
v slovenskej jazykovej verzii je smerodajny.

This Amendment becomes effective on the day
following the date of its publication in the central
register of contracts administered by the Central
Governmental Office of the Slovak Republic.

Tento dodatok nadobida platnost’ dnom jeho
podpisu zmluvnymi stranami a u¢innost’ diiom
nasledujicim po dni jeho  zverejnenia
v Centralnom registri zmliv vedenom Uradom
vlady SR.

Agreed to and accepted:

Sihlasim a prijimam:

CRO/CRO

Signature / podpis

Printed Name / meno tlacenym pismom

Title / titul

Date / datum

SPONSOR / ZADAVATEL

(CRO for and on behalf of Sponsor) /
(podpisané CRO za zadadvatela a v jeho
mene)

Signature / podpis

Printed Name / meno tlaCenym pismom

Title / titul

Date / datum

INSTITUTION / ZDRAVOTNICKE

ZARIADENIE

Signature / podpis

Printed Name / meno tlacenym pismom

Title / titul

Date / datum

INSTITUTION / ZDRAVOTNICKE
ZARIADENIE

Signature / podpis

Printed Name / meno tlacenym pismom

Title / titul

Date / datum
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PRINCIPAL INVESTIGATOR/
HLAVNY SKUSAJUCI

Signature / podpis

MUDr. Marek Kacerik, Ph.D.

Printed Name / meno tlaCenym pismom

Principal Investigator / Hlavny skisajuci

Title / titul

Date / datum
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ATTACHMENT B/ PRiLOHA}B )
FINANCIAL ARRANGEMENTS WORKSHEET/ HAROK S FINANCNYMI
PODMIENKAMI

FINANCE SUMMARY BOX/ RAMCEK S FINANCNYM ZHRNUTIM

Invoice Currency/ Mena faktiry:

EURO/ EURO

Payment Base/ Platobny zdklad:

Visit Based/ Na zaklade navstev

Effective Date/ Datum ac¢innosti:

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. / T4to Zmluva nadobuda
platnost ditom jej podpisu stranami Zmluvy a
ucinnost’ dilom nasledujicim po dni jej zverejnenia
v Centrdlnom registri zmliv vedenom Uradom
vlady SR.

Syneos Health Contracting Entity/ Zmluvna entita
Syneos Health:

Syneos Health UK Limited/ Syneos Health UK
Limited
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GRANT AMOUNTS PAYABLE TO MUDr. Kristine Igazovej FOR EACH ENROLLED
TRIAL SUBJECT: / FINANCNA ODMENA MUDr. Kristine Igazovej ZA KAZDEHO

UCASTNIKA SKUSANIA ZAPISANEHO DO SKUSANIA:

Trial Subject Visits ' / Navstevy Géastnika skasania ':

Visit 1/ Screening / 1. naviteva / Skrining

Visit Cost
(each)/
Naklady na
nastevu
(kazdu)

Visit 2/ Day 1/ 2. naviteva / 1. den

Visit 3/ Week 4/ 3. naviteva / 4. tyzden

Visit 4 / Week 8 / 4. navsteva / 8. tyzden

Visit 5/ Week 12 / 5. navsteva / 12. tyzden

Visit 6 / Week 16 / 6. navsteva / 16. tyzden

Visit 7/ Week 20 / 7. navsteva / 20. tyzden

Visit 8 / Week 24 / 8. navSteva / 24. tyZdefi

Visit 9 / Week 28 / 9. navsteva / 28. tyzden

Visit 10 / Week 32/ 10.

navsteva / 32.

tyzder

Visit 11/ Week 36/ 11.

navsteva / 36.

tyzden

Visit 12 / Week 40 / 12.

navsteva / 40.

tyzde

Visit 13/ Week 44 / 13.

navsteva / 44.

tyzden

Visit 14 / Week 48 / 14.

navsteva / 48.

tyzden

Visit 15/ Week 52 / 15.

navsteva / 52.

tyzden

Visit 16 / Week 56 / 16.

navsteva / 56.

tyzden

Visit 17 / Week 60/ 17.

navsteva / 60.

tyzden

Visit 18 / Week 64 / 18.

navsteva / 64.

tyzden

Visit 19/ Week 68 / 19.

navsteva / 68.

tyzden

Visit 20 / Week 72 / 20.

navsteva / 72.

tyzden

Visit 21/ Week 76 / 21.

navsteva / 76.

tyzden

Visit 22 / Week 80/ 22.

navsteva / 80.

tyzden

Visit 23 / Week 84 / 23.

navsteva / 84.

tyzden

Visit 24 /| Week 88 / 24.

navsteva / 88.

tyzdefs

Visit 25 / Week 92 / 25.

navsteva / 92.

tyZden

Exit Visit /Visit 26 / Week 96 / Vystupna navsteva / 26.

navsteva / 96. tyzden

M || M| M| d|ADid]|d| MmN | d dm

Total Per Trial Subject Cost for all Completed Visits /

Celkové naklady na ucastnika skusania za vSetky
vykonané navstevy:
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Additional Treatment Related Costs 2/ Naklady slvisiace s dodatoénou

Specular Microscopy (specific sites only, in a subgroup of
subjects for both eyes) / Zrkadlova mikroskopia (len konkrétne €
pracovska, v podskupine u¢astnikov pre obe oéi)

OCT-A, study eye (in a subgroup of patients where feasible) /
OCT-A, skusané oko (v podskupine pacientov, u ktorych to je €
mozné)

Widefield OCT, study eye (in a subgroup of patients where
feasible) / Sirokouhlé OCT, skugané oko (v podskupine €
pacientov, u ktorych to je mozné)

Reconsent in connection with Protocol Amendment /
Opatowneé ziskanie suhlasu v sivislosti zo zmenou protokolu
Interval History (AEs review) as needed outside scheduled
timepoints in accordance with the Protocol / Anamnéza
intervalov (postudenie AE) podl'a potreby mimo planovanych
¢asowych bodov, v sulade s protokolom

Interval History (concomitant medications review) as needed
outside scheduled timepoints in accordance with the Protocol
/ Anamnéza intervalov (posudenie subezne podavanych liekov) €
podla potreby mimo planovanych €asowch bodov, v sulade s
protokolom

Ophthalmological Exam (includes manifest refraction, slit-
lamp biomicroscopy, IOP (at Visit 1, Visit 96 and
Unscheduled Visit), dilated indirect ophthalmoscopy as per
Protocol time points) as needed outside scheduled timepoints
in accordance with the Protocol / Oftalmologické wySetrenie
(watane manifestnej refrakcie, biomikroskopie strbinovou
lampou, IOP (na 1. naviteve, 96. navdteve a neplanovanej
navstewe), nepriamej oftalmoskopie s dilatovanou zormicou v
¢asowch bodoch podla protokolu) podla potreby mimo
planovanych €asowch bodov, v sulade s protokolom

SD-OCT, study eye (bilateral at key visits) as needed outside
scheduled timepoints in accordance with the Protocol / SD-
OCT, skusané oko (obe odi pri kfu¢owch navdtevach) podla €
potreby mimo planovanych ¢asowch bodov, v sulade s
protokolom

Unscheduled Visit (Up to a maximum amount) 3 /
Neplanovana navéteva (az do maximalnej sumy) °
Screen Failure * / Zlyhanie pri skriningu * €
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' Cost inclusive of, but is not limited to, the following: staff time with the Trial Subject during procedures, AE/SAE
reporting, CRF/eCRF completion, meeting attendance, audits, monitoring visits, registration and confirmation of
visit in IxR system and assignment of subject and randomization numbers. / Naklady zahfiiajd, okrem iného: Gas
zamestnancov straveny pri ucastnikoch skusania po¢as procedir, hlasenie AE/SAE, vyplitanie CRF/eCREF, Giéast’ na
stretnutiach, audity, monitorovacie navstevy, registracia a potvrdenie navitevy v systéme IxR a prirad’ovanie
ucastnickych a randomiza¢nych é&isel.

*If applicable, will be reimbursed after CRF data is entered by Institution. / Ak je to aplikovatel'né, uhradi sa potom,
¢o zdravotnicke zariadenie zada Gdaje do CRF.

} Will be reimbursed based on actual procedures and services performed after receipt of invoice reflecting actual
costs. Reimbursement for each Unscheduled Visit shall not exceed the amount set forth above unless approved by
Sponsor or Syneos Health in writing. / Bude uhradené na zaklade skutoéne vykonanych procedr a sluzieb po prijati
faktary uvadzajicej skutoéné naklady. Uhrada za kazdu neplanovani navstevu nesmie prekro¢it’ sumu uvedent
vySSie bez pisomného schvalenia zadavatel'om alebo spolonost'ou Syneos Health.

* Pursuant to section A-7 (Screen Failures) of Attachment A (Payment Terms), Screen Failures will be reimbursed at
a ratio of one (1) Screen Failure for every three (3) Trial Subjects randomized. Failure to adhere to the above limits
will not create Sponsor or Syneos Health liability for any compensation attributed to the non-adherence to these
terms and conditions of payment. / Podl'a oddielu A-7 (Zlyhania pri skriningu) prilohy A (Platobné podmienky) sa
zlyhania pri skriningu budu uhradzat’ v pomere jedno (1) zlyhanie pri skriningu na kazdych troch (3)
randomizovanych c¢astnikov klinického skusania. Nedodrzanim vyssie uvedenych obmedzeni nevznika povinnost
thrady zadavatel'ovi ani spolo¢nosti Syneos Health z dovodu nedodrzania tychto platobnych podmienok.

PI: Kéacerik, Marek | Institution: Fakultnd nemocnica Trenéin| Chengdu Kanghong Biotechnology Co., Ltd. | KHB-1802
Doc Name: Global Amendment (CRO) | CTA Amendment 2 | Doc Final: 19Aug2020 8/8



