AMENDMENT N° 1
(hereinafter Amendment)

to the
Clinical Site Agreement (hereinafter Agreement)
dated 28" November 2019

This Amendment is made by and between

(1) Parexel International (IRL) Limited
70 Sir John Rogerson's Quay

Dublin 2

Ireland

(Company number 541507)

(hereinafter CRO)
and

@

Fakultni nemocnice Ostrava

17. listopadu 1790/5

708 52 Ostrava — Poruba

Czech Republic

Organization ID No.: 00843989

Tax ID No.: CZ00843989

Subsidised institution established by the Ministry of Health
of the Czech Republic (Foundation Deed No. OP-054-
25.11.90, dated 25th November 1990);

Acting by: doc. et doc. MUDr. Petr Vavra, Ph.D., Deputy
Director for Science, Research and Education

2 @

(hereinafter Institution)
and
®) @)
with place of work at Hematoonkologicka Klinika Fakultni
nemocnice Ostrava, at 17. Listopadu 1790/5, 708 52

Ostrava — Poruba
(hereinafter Investigator)

regarding

Protocol No: R1-01-006 (hereinafter Protocol)
A Randomised, Double-blind, Parallel-group, Phase 111 Study
to Compare the Efficacy, Safety, and Immunogenicity of
Proposed Rituximab Biosimilar (DRL_RI) with MabThera® in
Subjects with Previously Untreated, Stage II-1V, Cluster of
Differentiation (CD)20-Positive, Low Tumor Burden Follicular
Lymphoma

(hereinafter Study)
DRL_RI (hereinafter Study Drug)

of

Dr. Reddy’s Laboratories S.A.
at Elisabethenanlage 11, CH-4051 Basel, Switzerland

hereinafter SPONSOR
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DODATEK ¢. 1
(dale jen Dodatek)

ke

Smlouvé o provedeni klinického hodnoceni (dale jen Smlouva)

ze dne 28. listopadu 2019

Tento dodatek se uzavira mezi

Parexel International (IRL) Limited
70 Sir John Rogerson's Quay
Dublin 2
Irsko
(Registracni ¢islo 541507)
(déle jen CRO)

a

Fakultni nemocnici Ostrava

17. listopadu 1790/5

708 52 Ostrava — Poruba

Ceska republika

IC: 00843989

DIC: CZ00843989

Prispévkova organizace ziizena Ministerstvem
zdravotnictvi Ceské republiky (Ziizovaci listina &.j.
OP-054-25.11.90, ze dne 25. listopadu 1990);
Jednajici prostiednictvim: doc. et doc. MUDT. Petra Vavry,
Ph.D., naméstka feditele pro védu, vyzkum a vyuku

(déle jen zdravotnické zarizeni)

a

s pracovistém na Hematoonkologické klinice Fakultni
nemocnice Ostrava se sidlem 17. listopadu 1790/5, 708 52
Ostrava — Poruba
(dale jen zkousejici)
atykase

Cisla protokolu: RI-01-006 (dale jen protokol)

Randomizovan4, dvojité zaslepena studie faze III s paralelnimi
skupinami k porovnani ucinnosti, bezpe¢nosti a imunogenicity
navrhovaného
s pripravkem MabThera® u dosud nelééenych subjektii s CD20
pozitivnim folikuldrnim lymfomem s malou nadorovou masou
.- 1v.

biosimilarniho rituximabu (DRL_RI)

klinického stadia

(dale jen “klinické hodnoceni™)
DRL_RI (dale jen studijni 1é¢ivo)

spolecnosti

Dr. Reddy’s Laboratories S.A.
Elisabethenanlage 11, CH-4051 Basel, Svycarsko

dale jen ZADAVATEL
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WHEREAS, SPONSOR is the sponsor of the multi-center/multi-
centre Study to clinically evaluate the Study Drug and CRO (or
its Affiliate) has been retained by SPONSOR (under a separate
written agreement) to act as SPONSOR’s representative in
managing the Study for SPONSOR;

WHEREAS Institution and Investigator shall fully cooperate with
CRO and shall permit CRO to perform any and all of the
SPONSOR’s Study obligations and to exercise any and all of
SPONSOR’s Study rights as has been delegated by SPONSOR to
CRO.

WHEREAS, the parties have entered into the above-referred
Agreement;

WHEREAS, parties agree to updates to the signed agreement
on 28™ November 2019 due Protocol Amendment Version 3,
where Covid-19 test have been included and new criteria
allowed inclusion of subjects with a history of hepatitis B;

Also Investigator agrees to comply and gather and share data as
part of RI-01-006-Hepatitis B Post End of Study Follow-Up
Reporting Template (see Appendix B) to sponsor which is
intended to monitor and record post study management of
hepatitis B positive study subjects.

Therefore, following items will be add to budget:

e Covid-19 testing and related questionnaire

e Conditional Laboratory test to be perform if clinical
indicated: HBV DNA and HCV RNA. Conditional
payment may be made to site if it enrolls Subjects
who show evidence of prior hepatitis B infection, to
cover site expenses for services provided after study
close out in accordance with Protocol.

e Study Coordinator time & work compensation was
increased to account for completing and collecting
Covid-19 questionaries

WHEREAS, the parties are jointly willing to amend the above-
referred Agreement;

Now, therefore the above-referred Agreement shall be amended
and the herein amended wordings shall be effective as of the date
of full execution of this Amendment and shall enter into force
upon publication of this Amendments in the Register of
Contracts.
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VZHLEDEM K TOMU, ZE ZADAVATEL je sponzorem
multicentrického klinického hodnoceni zaméteného na klinické
posouzeni studijniho 1é¢iva a CRO (nebo jeji sesterska
spolecnost) byla ZADAVATELEM (na zékladé samostatné
pisemné smlouvy) povétena, aby pro ZADAVATELE zajistovala
vedeni Klinického hodnoceni; a

VZHLEDEM K TOMU, ZE zdravotnické zafizeni a zkousejici se
zavazuji pIné& spolupracovat s CRO a umoznit CRO plnit vSechny
povinnosti ZADAVATELE v souvislosti s klinickym
hodnocenim, véetné vykonu vsech prav ZADAVATELE, a to ve
stejné mife, jako by tyto povinnosti a prava nalezely piimo CRO;
a

VZHLEDEM K TOMU, ZE strany uzaviely vyse uvedenou
Smlouvu;

VZHLEDEM K TOMU, ZE smluvni strany souhlasi s
aktualizaci podminek smlouvy podepsané dne 28.11.2019, jiz
se v disledku dodatku protokolu ¢. 3 ke studijnim
proceduram pridavaji testy na onemocnéni Covid-19 a nova
kritéria umozZiujici zafazeni subjekti s anamnézou
hepatitidy B;

V souvislosti s dodatkem protokolu se zkousejici zavazuje sbirat
a sdilet se zadavatelem klinicka data dle dotazniku pro hepatitidu
B v rdmci studie RI-01-006 (viz piiloha B tohoto dodatku), jehoz
cilem je monitorovat stav a 1écbu subjekta s hepatitidou B i po
skonceni studie

Timto se do
polozky:

studijniho rozpoétu piidavaji nasledujici

e Platba za test na onemocnéni Covid-19 a za vyplnéni
souvisejiciho dotazniku

e Platba za volitelné laboratorni procedury (provedené
jen v pripadé indikace): HBV DNA a HCV DNA, a to
v pfipadé zaiazeni subjektdi s anamnézou hepatitidy
B, v souladu s protokolem studie.

e NavySeni platby za ¢as a praci studijniho
koordinatora za aktivity spojené se sbérem dotazniki
na Covid-19

VZHLEDEM K TOMU, ZE smluvni strany se dohodly na tipravé
vyse uvedené Smlouvy;

Nyni se proto vySe uvedend Smlouva méni a dopliiuje a znéni

uvedené v tomto dodatku nabyva platnosti k datu podpisu tohoto
Dodatku a u¢innosti k datu jeho uveiejnéni v Registru smluv.
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Parties herewith agree that the Budget table of Exhibit A —
Enrollment and Payment Schedule is replaced in its entirety and
attached hereto as Attachment A, as of the effective date.

All other terms and conditions of the above-referred Agreement
remain unchanged and in full force and effect.

This Amendment is signed in three originals in Czech and
Engligh languages. In the event of conflict the Czech language
version prevails.

IN WITNESS WHEREOF, the parties hereto have set their
hands in triplicate with the intention that this is a binding
agreement to amend as provided herein.

Q) Parexel International
(IRL) Limited:

Smluvni strany se dohodly, Ze Rozpoétova tabulka v rdmci Piilohy
A — Rozpocet a Platebni podmnky pivodni Smlouvy se nové
nahrazuje verzi uvedenou nize v piiloze A tohoto Dodatku.

Ve vSech ostatnich bodech a ustanovenich zustava Smlouva beze
zmeén a platna a G€innd v plném rozsahu.

Tento dodatek je sepsdn ve tiech vyhotovenich, v &eské a
anglické jazykové verzi. V piipadé rozporu mezi jazykovymi
verzemi bude upfednostnéna ceska verze dodatku.

NA DUKAZ CEHOZ smluvni strany této smlouvy vyjadfily
svym podpisem na vSech tfech stejnopisech svij souhlas se
znénim smlouvy dle zde uvedenych podminek.

(Signature of Authorized Official)

(Typed or Printed Name)

2 Fakultni nemocnice
Ostrava
Institution / zdravotnické
zafizeni:

Date

(Signature of Authorized Official)

doc. et doc. MUDr. Petr Vavra, Ph.D., Deputy

Date

Director for Science, Research and Education /
naméstek feditele pro védu, vyzkum a vyuku

3) Investigator:

(Signature of Investigator)
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Date
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