Confidenti

al / Déverné

AMENDMENT # 1 TO CLINICAL TRIAL
AGREEMENT

DODATOK C.1K ZMLUVE O
KLINICKOM SKUSANI

501/20

Protocol # KHB-1802

Protokolé. KHB-1802

This Amendment # 1 (“Amendment”), effecti
as of the date following its publication in t
central register of contracts (“Effective Date¢
between

e ento dodatok. 1 (dalej len ,dodatok"), ginny
neliom  nasledujucim po dni jeho zverejne
"y centralnom registri zmlav medzi spdfms’ou

a

Syneos Health UK Limitec, with principal
offices located at Farnborough Business Par
Pinehurst Road, Farnborough, Hampshire, G
7BF, United Kingdom, including its affiliates af
subsidiaries (“CRQO")

Syneos Health UK Limitec, s hlavnym sidlom
kpddnikania na adrese Farnborough Business |
J14 Pinehurst Road, Farnborough, Hampsh
1d5U14 7BF, Velka Britania, vratane jej paiek

a dcérskych spotmosti (alej len ,CRO")

Park,
ire,

and a
CHENGDU KANGHONG | spolanogou  CHENGDU KANGHONG
BIOTECHNOLOGY CO., LTD., with a|BIOTECHNOLOGY CO., LTD., s hlavnym

principal place of business at 108 Shuxi Rqg
Jinniu Dis, Chengdu 610036, China (“Sponso
represented by CRO

asidlom podnikania na adrese 108 Shuxi Rd
r'Jinniu Dis, Chengdu 610038;ina dalej len
,zadavaté"), ktoru zastupuje CRO

ad,

and

a

Fakultna nemocnica Trertin, with a place of
business at Legionarska 28, T¢gn 911 71,
Slovakia (“Institution”)

FakultnA nemocnica Trertin, so sidlom
podnikania na adrese Legionarska 28, Tirel
911 71, Slovensko, d@lej len ,zdravotnicke
zariadenie®)

and

a

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

MUDr. Marek Ka éerik, Ph.D., so sidlom
bydliska na adrese

Slovensko (’alej len ,hlavny skaSajuci®).

WHEREAS, the Parties desire to modify thKEDZE zmluvné strany chcl zménzmluvu o

Clinical Trial Agreement dated of 24. ledna 2Q
(“Agreement”) for the clinical trial with Sponsq
Drug Conbercept, encoded KHB-1802 entit
“A Multicenter, Double-Masked, Randomize
Dose-Ranging Trial to Evaluate the Efficacy &
Safety of Conbercept Intravitreal Injection
Subjects with Neovascular Age-related Macy
Degeneration” (“Protocol”) to be conducted
Institution  (“Trial”) to involve patientg
participating in the Trial (“Trial Subjects”).

r
4

Iinickom skdSani s datumom platnosti
pfjanuara 2019 dalej len ,zmluva®) pre klinické
egkiSanie s liekom zadavéide Conbercept,

dk6dovym ozn&enim KHB-1802 a nézvor
ndMulticentrické, dvojito zaslepené
imandomizované skuSanie s rdoznymi davkami
layhodnotenie dinnosti a bezp@osti
antravitreélnej injekcie konberceptu wastnikov
s neovaskularnou vekom podmiener
degeneraciou makuly” dialej len ,protokol),
ktory sa m& vykonava v zdravotnickom

zapojenim pacientov zaradenych zo Klinicke
skiSania dalej len ,®&astnici Klinického
skuSania").

zariadeni {'alej len ,zdravotnicke zariadenie®) $

24,

> UJ

na

ou

o]
:ho
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WHEREAS, in accordance with Section
(Entire Agreement) of the Agreement, the Par|
desire to modify the specific language and he
agree to the following modifications to tf
Agreement:

PKEDZE v sllade silankom 24 (cela zmluva
tiemluvy si zmluvné strany Zelaju upréviazyk
no@luvy, a preto suhlasia s nasledujic
n€ipravami:

1. The Attachment B (Financial Arrangemer
Worksheet) to the Agreement is deleted in
entirety and replaced with Attachment
(Financial Arrangements Worksheet) as attag
to this Amendment, said costs will be effective
of 14 August 2019 and changes conerning T
Subject reimbursement will be effective as of
Effective Date of the Agreement.

1ts. Priloha B (Harok s finamymi podmienkami

ikszmluve sa vypd® v celom rozsahu a nahrad
Ba prilohou B (Harok s fingnymi
heddmienkami), ktord je prilozend k tomu

aodatku, pom uvedené naklady budu ptatd
ried. augusta 2019 a zmeny tykajuce sa uhra
thgastnika klinického skiSania uz odenad
acinnosti zmluvy.

mi

to

d za

2. Attachment A is amended to include:

Friloha A sa meni a dbfa tak, aby zaftala:

A-14 Monthly Administrative Fee. I
acknowledgement of the administrative effg
required to manage the logistics of multif
enrolled Trial Subjects which efforts were 1
contemplated by the parties at the time
execution of the original CTA
Institution/Principal  Investigator  will b
compensated at fair market value (“FMV”) f
additional time and resources required to mar

concurrent enroliment of a high number of Tri@lbezného

Subjects. If Institution/Principal Investigator
any time have nine (9) or more concurrent T
Subjects within a monthly window they will &
reimbursed atEUR 1,046.70for that calendal
month . Additional compensation for these effqg
will begin to apply when concurrent enrolime
reaches nine (9) patients and from the effec

date of this Amendment and only during thaplatiova’ vtedy,

duration of such concurrent enrolime
Institution/Principal Investigator agree that
payments shall be made to Trial Subjects
enrollment in the Trial other than permitt
expenses.

n1A-14 Mesd&ny administrativny poplatok. N
riznanie administrativnej prace potrebnej
nldadenie  logistiky  viacerych  zaradeny
aicastnikov klinického skusSania, s ktorou zmluv
efrany nepditali v ¢ase podpisu pévodnej zmlu
,0 klinickom skdSani budd zdravotnic
b zariadenie/hlavny  skd3ajuci  kompenzovany
pprimeranej trhovej hodnotel'alej len ,PTH") za
atpdat@ény c¢as a zdroje potrebné na riade
zadmvania  vysokého  piu
aficastnikov klinického skiSania. Ak budu thma
ristoromkd’vek momente zdravotnick
ezariadenie/hlavny ska3ajlci devéd) alebo viag
r subeznych &mstnikov klinického skdSania
rt&mci casového okna jeden mesiac, dostand
rdany kalendarny mesiac uhraddfidR 1,046.70
tibmdat@na Ohrada za tato pracu sadéma
ke’ subezné zadovanie
ndosiahne deva (9) pacientov a od datum
nacinnosti tohto dodatku a len as trvania

edariadenie/hlavny skuSajaci suhlasia s tym,
Ucastnikom klinického skdSania nebudd

zaradenie do klinického skuSania uhradené Zia
iné platby okrem povolenych vydavkov.

faakéhoto subeZzného zdimvania. Zdravotnicke

a
na
ch
né
y
ke
Y,

hie

za

u

D
ze

za

dne

3. As of 3 January 2019, CRO has changed
legal name from “INC Research UK Limited”
“Syneos Health UK Limited” and is now defing
as “CRQO".As of 29 May 2018, location of CR
has changed as below.

8sS &innog’ou od 3. januara 2019 sa obchod
taneno CRO zmenilo z ,INC Research U
2dimited” na ,Syneos Health UK Limited”
Gpolanoy’ sa teraz uvadza ako ,CROS
Gcinnogou od 29. maja 2018 sa adresa CH
zmenila, ako je uvedené niZSie.

iné
K
;)

RO

a.Consequently any and all references
CRO’s name and address shall refer to
following:

to
the

a.V doésledku toho sa v3etky odkazy
nazov a adresu CRO budutahova na
spol@nog”.
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Syneos Health UK Limited Syneos Health UK Limited
Farnborough Business Park Farnborough Business Park
1 Pinehurst Road 1 Pinehurst Road
Farnborough Farnborough

Hampshire Hampshire

GU14 7BF, UK GU14 7BF, Vika Britania

b. Section A-13 (Invoices) of Attachment b.V ¢lanku A-13 (Fakturécia) Prilohy
A (Payment Terms) is amended to revise (Platobné  podmienky) sa upravuju

P

CRO'’s details for invoices as follows: kontaktné udaje CRO pre faktdrg &ely
takto:
Attn. Investigator Payment Department Do ruk: Inigedor  Paymen
Department

Syneos Health UK Limited Syneos Health UK Limited
Farnborough Business Park Farnborough Business Park
1 Pinehurst Road 1 Pinehurst Road
Farnborough Farnborough
Hampshire Hampshire
GU14 7BF, UK GU14 7BF, Vika Britania
VAT: GB806650142 ¢ DPH: GB806650142
Re: Project Code 1009548 Vec: Kéd projektu 1009548
E-mail: E-mail:
SM_InvestigatorPayments@Syneoshgal SM_InvestigatorPayments@Syneoshgal
th.com th.com

All payment related queries may be directed tq:  tkSetazky k platbAm mozno zaglaa adresu

SM_InvestigatorPayments@Syneoshealth.com SM_ImgagstiPayments@ Syneoshealth.com

4. Defined terms used in this Amendment and ndtDefinované vyrazy pouzité v tomto dodatku,
defined herein will have the same meaningtoré nie su definované v tomto dokumente, budud
assigned such terms in the Agreement. mat’ rovnaky vyznam, ako je uvedené v zmluve.

5. All other provisions of the Agreement shab. VSetky ostatné ustanovenia zmluvy zostanu
remain unaltered and given full force and effegtnezmenené a pingiané.

[SIGNATURE PAGE FOLLOWS] [NASLEDUJE STRANA S PODRNSJ
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This Amendment has been executed in 3 (th
equal original counterparts in English and Slo
language. In case of any conflict between
English and Slovak version of this Amendmeg
the Slovak version will prevail.

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

rdento dodatok

je vyhotoveny v3 (troc
akiginaloch), v anglickom a slovenkom jazyK
tipeicom kazdy z nich sa po podpise vSetky
remluvnymi stranami povazuje za original a
rovnaky pravny &inok. V pripade rozport
slovenského a anglického textu tohto doda
dégxt v slovenskej jazykovej verzii je smerodajn
ra

tleénto dodatok nadobuda platdosiiom jeho
podpisu zmluvnymi stranami &iaGnog’ dnom
nasledujucim po dni jeho
v Centralnom registri zmliv vedenom Urad
viady SR.

zverejneni

m

Suhlasim a prijimam:

Agreed to and accepted:

CRO/CRO

Signature / podpis

Printed Name / meno tlanym pismom

Title / titul

Date / datum

SPONSOR / ZADAVATEL

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

Signature / podpis

Printed Name / meno tlanym pismom

Title / titul

Date / datum

Pl: K&erik, Marek | Institution: Fakultnd nemocnica Tdin

INSTITUTION ZDRAVOTNICKE

ZARIADENIE

/

Signature / podpis

Printed Name / men@diaym pismom

Title / titul

Date / datum

PRINCIPAL INVESTIGATOR /
HLAVNY SKUSAJUCI

Signature / podpis

MUDr. Marek Kaerik, Ph.D.

Printed Name / men@d&iaym pismom

Hlavny skuSajuci

Title / titul

Date / datum
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ATTACHMENT B/ PRILOHA B
FINANCIAL ARRANGEMENTS WORKSHEET/ HAROK S FINAN CNYMI
PODMIENKAMI

FINANCE SUMMARY BOX/ RAMCEK S FINANCNYM ZHRNUTIM

Invoice Currency/ Mena faktary:

EURO/ EURO

Payment Base/ Platobny zaklad:

Visit Based/ Naadikhavstev

Effective Date/ Datumdinnosti:

This Agreement will become effective upon

signature of each contracting party and leg

binding on the day following its publication in the

Central Register of agreement, managed by

ally

the

Office of the Government. / Tato Zmluva nadobuida

platnos dinom jej podpisu stranami Zmluvy

a

G¢innog’” diiom nasledujacim po dni jej zverejnenia

v Centralnom registri zmliv vedenom Uradom

vlady SR.

INC Contracting Entity/ Zmluvna entita INC:

Synddsalth UK Limited/ Syneos Health UK
Limited
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GRANT AMOUNTS PAYABLE TO THE INSTITUTION FOR EACH E NROLLED TRIAL
SUBJECT: / FINANCNA ODMENA ZDRAVOTNICKEMU ZARIADENIU ZA KAZDY
SUBJEKT SKUSANIA ZAPISANY DO SKUSANIA:

Visit Cost (each) /
Trial Subject Visits !/ Navstevy G éastnika skiSania Néklady na
nastevu (kazdu)

Visit 1/ Screening / 1. navSteva / Skrining € 272.22
Visit 2/ Day 1/ 2. ndvSteva / 1. def € 264.83
Visit 3/ Week 4/ 3. nasteva / 4. tyzden € 243.38
Visit 4 / Week 8/ 4. ndSteva / 8. tyZzden € 243.38
Visit 5/ Week 12 / 5. navsteva / 12. tyzden € 243.38
Visit 6 / Week 16 / 6. ndvSteva / 16. tyZzden € 243.38
Visit 7/ Week 20/ 7. navsteva / 20. tyzden € 243.38
Visit 8 / Week 24 / 8. ndvSteva / 24. tyzden € 254.81
Visit 9 / Week 28 / 9. navsteva / 28. tyzden € 243.38
Visit 10 / Week 32/ 10. navsteva / 32. tyzden € 243.38
Visit 11 / Week 36 / 11. navsteva / 36. tyzden € 334.82
Visit 12 / Week 40/ 12. navsteva / 40. tyZzden € 243.38
Visit 13/ Week 44 / 13. navsteva / 44. tyzden € 243.38
Visit 14 / Week 48 / 14. navsteva / 48. tyzden € 286.46
Visit 15/ Week 52 / 15. navsteva / 52. tyzden € 243.38
Visit 16 / Week 56 / 16. navsteva / 56. tyZden € 243.38
Visit 17 / Week 60/ 17. navsteva / 60. tyzder € 243.38
Visit 18 / Week 64 / 18. navsteva / 64. tyzden € 243.38
Visit 19 / Week 68 / 19. navsteva / 68. tyzder € 243.38
Visit 20 / Week 72 / 20. navsteva / 72. tyzden € 270.64
Visit 21/ Week 76 / 21. navsteva / 76. tyzden € 243.38
Visit 22 / Week 80/ 22. navsteva / 80. tyzden € 243.38
Visit 23 / Week 84 / 23. navsteva / 84. tyzden € 243.38
Visit 24 | Week 88 / 24. navsteva / 88. tyzden € 243.38
Visit 25 / Week 92 / 25. navsteva / 92. tyzden € 243.38
Exit Visit /Visit 26 / Week 96 / Vystupna navsteva / 26. €225 80

navsteva / 96. tyZzden

Total Per Trial Subject Cost for all Completed Visi  ts/

Celkové naklady na U ¢€astnika skiSania za vSetky € 6,533.73
vykonané navstevy:
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Additional Treatment Related Costs 2/ Naklady stvisiace s dodato énou

lie &bou 2

Urine Pregnancy Test / Tehotensky test z mocu €9.38
Blood Sampling for PK and Immunogenicity
Testing/Handling/Shipping (in a subgroup of patients where
feasible) - central lab / Odber vzoriek kni na FK a testovanie
imunogenicity Testovanie/Manipulacia/Odoslanie (v
podskupine pacientov, u ktorych to je mozné) do centralneho
laborat6ria

Specular Microscopy (specific sites only, in a subgroup of
subjects for both eyes) / Zrkadlova mikroskopia (len konkrétne € 35.17
pracoviskd, v podskupine U¢astnikov pre obe oci)

OCT-A, study eye (in a subgroup of patients where feasible) /
OCT-A, skusané oko (v podskupine pacientov, u ktorych to je € 15.83
mozne)

Widefield OCT, study eye (in a subgroup of patients where
feasible) / Sirokouhlé OCT, skusané oko (v podskupine € 15.83
pacientov, u ktorych to je mozné)

Reconsent in connection with Protocol Amendment /
Opéatowné ziskanie suhlasu v suvislosti zo zmenou protokolu
Intenal History (AEs review) as needed outside scheduled
timepoints in accordance with the Protocol / Anamnéza
intervalov (posudenie AE) podla potreby mimo planovanych
¢asowych bodoy, v sulade s protokolom

Intenval History (concomitant medications review) as needed
outside scheduled timepoints in accordance with the Protocol
/ Anamnéza intervalov (posudenie subezne podavanych liekov) €6.33
podla potreby mimo planovanych ¢asowch bodoyv, v sulade s
protokolom

BCVA by ETDRS, both eyes as needed outside scheduled
timepoints in accordance with the Protocol / BCVA podla
ETDRS, obe oc¢i podla potreby mimo planovanych ¢asowch
bodov, v sulade s protokolom

€ 23.45

€21.10

€7.04

€11.25

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 wSetrenie
(watane manifestnej refrakcie, biomikroskopie Strbinovou
lampou, IOP (na 1. navstewe, 96. navsteve a neplanovanej
navstewe), nepriamej oftalmoskopie s dilatovanou zornicou v
¢asowych bodoch podla protokolu) podfa potreby mimo
planovanych ¢asowch bodov, v stlade s protokolom

€28.14

SD-OCT, study eye (bilateral at key visits) as needed outside
scheduled timepoints in accordance with the Protocol / SD-
OCT, skuSané oko (obe oci pri klu€owch navstevach) podra € 31.65
potreby mimo planovanych ¢asowch bodov, v sulade s
protokolom

Unscheduled Visit (Up to a maximum amount) 3/
Neplanovana navsteva (aZz do maximalnej sumy) °
Screen Failure 4 / Zlyhanie pri skriningu 4 €272.22

€ 137.87

Additional Trial Related Costs ¢/ Dodato éné naklady suvisiace s klinickym

6

skdSanim
One-time Ph,armacy Start-up fee / Jednorazowy start up € 700.00
poplatok lekarni
Site Start-up Costs (one-time fee, includes administrative
. o . € 1,000.00
document preparation, staff training and Protocol review)
[ Monthly administrative fee / M&siény administrativny € 314.01 |
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| poplatok | |

! Cost inclusive of, but is not limited to, the faliing: staff time with the Trial Subject during pemlures, AE/SAE
reporting, CRF/eCRF completion, meeting attendaagdits, monitoring visits, registration and comidtion of visit
in IXR system and assignment of subject and ranziation numbers. / Naklady zalaju, okrem inéhotas
zamestnancov straveny piiastnikoch skiSania pas procedur, hlasenie AE/SAE, \ifanie CRF/eCRF,dag’ na
stretnutiach, audity, monitorovacie navstevy, regiga a potvrdenie navstevy v systéme IXR a @ioanie
Gcastnickych a randomizaychcisel.

2If applicable, will be reimbursed after CRF dat@igered by Institution. / Ak je to aplikovéite, uhradi sa potom,
¢o zdravotnicke zariadenie zada Udaje do CRF.

® Will be reimbursed based on actual proceduressandces performed after receipt of invoice refregactual
costs. Reimbursement for each Unscheduled Viait sbt exceed the amount set forth above unlegsapd by
Sponsor or Syneos Health in writing. / Bude uhrédes zaklade skutoe vykonanych procedur a sluzieb po prijati
faktary uvadzajicej skutmé naklady. Uhrada za kazdd neplanovant navstesriagrekrsit sumu uvedent
vySSie bez pisomného schvélenia zaddeatealebo spoknog’ou Syneos Health.

* Pursuant to section A-7 (Screen Failures) of Amaent A (Payment Terms), Screen Failures will xabersed at
a ratio of one (1) Screen Failure for every thi@eT¢ial Subjects randomized. Failure to adherthéoabove limits
will not create Sponsor or Syneos Health liabildy any compensation attributed to the non-adher¢émthese
terms and conditions of payment. / Padddielu A-7 (Zlyhania pri skriningu) prilohy Al@obné podmienky) sa
zlyhania pri skriningu budd uhradza pomere jedno (1) zlyhanie pri skriningu na kaddgroch (3)
randomizovanychdastnikov klinického skasania. Nedodrzanim vysSedewnych obmedzeni nevznika povinhos
Uhrady zadavafevi ani spolénosti Syneos Health z dévodu nedodrZania tychtmipigych podmienok.

® Will be reimbursed after receipt of invoice. / Bud

uhradené po prijati faktdry.

"INVOICE" = invoiced items will be reimbursed by &msor under terms in Attachment A (Payment Terms).
,FAKTURA* = fakturované polozky budi uhradené zadtd@iom poda podmienok prilohy A (Platobné
podmienky).

Payments will be prorated based on number of \isitspleted; visit payments will be based upon C&dtspleted.
/ Platby budu alikvotne na zakladecpovykonanych navstev; platby za navstevy budizaaié na vyplnenych
formularoch CRF.
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GRANT AMOUNTS PAYABLE TO PRINCIPAL INVESTIGATOR FOR ~ EACH ENROLLED
TRIAL SUBJECT: / FINAN ¢NA ODMENA HLAVNEHO SKUSAJUCEHO ZA KAZDY
SUBJEKT SKUSANIA ZAPISANY DO SKUSANIA:
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