AMENDMENT # 1
to
CLINICAL TRIAL AGREEMENT
008/0VZ/17/029-P

DODATEK ¢. 1
ke
SMLOUVE O KLINICKEM HODNOCEN(
008/0VZ/17/029-P

This is Amendment # 1 to Clinical Trial
Agreement (the “Amendment”) made effective as of
the date of publishing this Amendment according to
the Act No. 340/2015 Coll., on Register of Contracts
(“Amendment Effective Date”) by and among
Syneos Health UK Limited, located at Farnborough
Business Park, 1 Pinehurst Road, Farnborough,
Hampshire GU14 7BF, United Kingdom (“CRQO”),
acting in its own name and for and on behalf of and
in the name of Incyte Corporation, located at 1801
Augustine Cut-Off, Wilmington, DE 19803, USA
(“Sponsor”), Fakultni nemocnice Ostrava, located at
17. listopadu 1790/5, 708 52 Ostrava — Poruba,
Czech Republic, ID No.: 00843989, VAT No.:
CZ00843989, in matters related to this Amendment
represented by: doc. MUDr. Petr Vavra, Ph.D.,
Deputy Director for Science and Research
(“Institution”), and prof. MUDr. Roman Hajek,
CSc., having his place of work at Fakultni
nemocnice Ostrava, Hematology Clinic, 17.
listopadu 1790/5, 708 52 Ostrava - Poruba, Czech
Republic (“Principal Investigator”). CRO, Sponsor,
Institution and Principal Investigator each shall be
referred to individually as “Party” and collectively
as “Parties.”

Toto je dodatek ¢. 1 ke smlouvé o klinickém
hodnoceni (déle jen ,dodatek”), ktery nabyva
ucinnosti dnem zvefejnéni tohoto dodatku podle
zakona ¢. 340/2015 Sb., o registru smluv (dale jen
,datum u¢innosti dodatku®“) mezi spolecnosti
Syneos Health UK Limited, se sidlem na adrese
Farnborough Business Park, 1 Pinehurst Road,
Farnborough, Hampshire GU14 7BF, Velka
Britanie (dale jen ,,CRQO"), jednajici vlastnim
jménem a za a jménem spolecnosti Incyte
Corporation, se sidlem na adrese 1801 Augustine
Cut-Off, Wilmington, DE 19803, USA (déle jen
»,Zadavatel“) a Fakultni nemocnici Ostrava, se
sidlem na adrese 17. listopadu 1790/5, 708 52
Ostrava — Poruba, Ceska republika, ICO: 00843989,
DIC: CZ00843989, kterou ve vécech souvisejicich
stimto dodatkem zastupuje: doc. MUDr. Petr
Vévra, Ph.D., naméstek feditele pro védu a vyzkum
(instituce*) apanem prof. MUDr. Romanem
Hajkem, CSc., smistem pracovisté: Fakultni
nemocnice Ostrava, Klinika hematoonkologie, 17.
listopadu 1790/5, 708 52 Ostrava — Poruba, Ceské
republika (dale jen ,hlavni zkouSejici“). CRO,
zadavatel, instituce ahlavni zkouSejici jsou
jednotlivé oznacovani jako ,,smluvni strana“ a
spole¢né jako ,,smluvni strany*.

WHEREAS, the Parties entered into that certain
Clinical Trial Agreement dated 26" September 2017
(the “Agreement) for Sponsor’s clinical study,
Protocol No. INCB50465-102 entitled “An open-
label, dose-finding, and cohort-expansion Phase 1
study evaluating safety and efficacy of
INCBO050465 in combination with bendamustine
and obinutuzumab in subjects with relapsed or
refractory Follicular Lymphoma (CITADEL-102)”
(the “Protocol”);

VZHLEDEM k tomu, Ze smluvni strany uzaviely
dne 26. zaii 2017 smlouvu o klinickém hodnoceni
(dale jen ,smlouva“) pro Kklinickou studii
zadavatele, ¢. protokolu INCB50465-102 s ndzvem
,Oteviené klinické hodnoceni faze 1 s rozsifenim
kohorty a s cilem stanovit davku a vyhodnotit
bezpecnost a ucinnost pripravku INCB050465
podavaného v kombinaci s bendamustinem a
obinutuzumabem u subjektd s relabujicim nebo
refrakternim folikularnim lymfomem (CITADEL -
102)“ (déle jen ,,protokol*);

WHEREAS, the Parties wish to amend the
Agreement to modify the Study budget.

VZHLEDEM k tomu, Ze smluvni strany chtéji
smlouvu zménit a upravit rozpocéet klinického
hodnoceni.

NOW, THEREFORE, in consideration of the
mutual promises and covenants herein set forth, and

PROTO Z TECHTO DUVODU a po zvazeni zde
uvedenych vzajemnych slibli a zavazkl a po dalSich
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other good and valuable consideration, the receipt
and sufficiency of which is hereby acknowledged,
the Parties hereby agree to amend the Agreement as
follows:

potfebnych tvahach, jejichz pfijeti a dostate¢nost
jsou timto potvrzeny, se smluvni strany dohodly
zménit smlouvu takto:

1. Schedule A, including Exhibit A, Budget, to the
Agreement is hereby deleted and replaced with the
updated Schedule A and Exhibit A, Budget, as set
forth under Appendix | attached hereto and
incorporated herein by reference.

1. Plan A smlouvy, véetné Planu A, Rozpodet, se
timto rusi a nahrazuje aktualizovanym Planem A a
Planem A, Rozpoétem, jak je uvedeno v piilozené
pfiloze I a zahrnuto zde jako odkaz.

2. As of January 3, 2019, CRO has changed its legal
name from “INC Research UK Limited” to “Syneos
Health UK Limited”. As of May 29, 2018, location
of CRO has changed as below. Consequently, any
and all references to CRO’s name and address shall
refer to the following:

Syneos Health UK Limited
Farnborough Business Park
1 Pinehurst Road
Farnborough

Hampshire

GU14 7BF, UK

2. CRO ke dni 3. ledna 2019 zménila sviij nazev z
“INC Research UK Limited” na “Syneos Health UK
Limited”. CRO ke dni 29. kvétna 2018 zménila své
sidlo, jak je uvedeno niZe. Z tohoto diivodu veskeré
odkazy na nazev a sidlo CRO budou odkazovat na
nasledujici:

Syneos Health UK Limited
Farnborough Business Park

1 Pinehurst Road

Farnborough

Hampshire

GU14 7BF, Spojené kralovstvi

3. As of January 2, 2019, CRO’s parent company
has changed its legal name from “INC Research,
LLC” to “Syneos Health, LLC” and as of January 2,
2019, location of Syneos Health, LLC has changed.
Therefore, Article 16 (Notices) is updated as
follows:

If to CRO:

Syneos Health, LLC

1030 Sync Street

Morrisville, North Carolina 27560 USA
Re: Project Code Incyte 1008561
Attention: Site Contracts Department

3. Matetska spole¢nost CRO ke dni 2. ledna 2019
zménila sviij nazev z “INC Research, LLC” na
“Syneos Health, LLC” a spole¢nost Syneos Health,
LLC zmenila ke dni 2. ledna 2019 své sidlo.
Z tohoto diivodu se ¢lanek 16 (Oznameni) méni
nasledujicim zptsobem:

Pokud je adresatem CRO:

Syneos Health, LLC

1030 Sync Street

Morrisville, North Carolina 27560 USA
Piedmét: Kdd projektu Incyte 1008561
K rukam: Site Contracts Department

All other terms and conditions of the Agreement
shall continue to have full force and effect. Defined
terms in this Amendment shall have the same
meaning assigned to them in the Agreement unless
such terms are expressly defined in this
Amendment.

VSechny ostatni podminky smlouvy budou mit
i nadale plnou platnost a u¢innost. Pokud nejsou
podminky uvedené v tomto dodatku vyslovné
definovany v tomto dodatku, maji stejny vyznam
jako ve smlouvé.

{Signature page follows}

{Nasleduje stranka s podpisy}
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IN WITNESS WHEREOF, the parties hereto have | NA DUKAZ CEHOZ se smluvni strany dohodly,
executed or caused this Amendment to be executed | Ze tento dodatek podepisi jejich zastupci fadné k
by their respective officer or other representative | tomu povéfeni k vySe uvedenému datu Gcinnosti
officer or other representatives hereunder duly | dodatku.
authorized as of the Amendment Effective Date first
above written.

SYNEOS HEALTH UK LIMITED
For itself and on behalf of Sponsor/Za sebe a jménem zadavatele

By/Podpis:

Sign Here/Zde podepiste

Print Name/Jméno tiskacimi pismeny:

Title/Pozice:

Date/Datum:

FAKULTNI NEMOCNICE OSTRAVA

By/Podpis:

Sign Here/Zde podepiste

Print Name/Jméno tiskacimi pismeny:
DOC. MUDR. PETR VAVRA, PH.D.

Title/Pozice: Deputy Director for Science and Research / Naméstek feditele pro védu a vyzkum
Date/Datum:

PRINCIPAL INVESTIGATOR/HLAVNI ZKOUSEJICI

By/Podpis:

Sign Here/Zde podepiste

Print Name/Jméno tiskacimi pismeny:
PROF. MUDR. ROMAN HAJEK, CSC.

Title/Pozice: Principal Investigator/Hlavni zkouSejici

Date/Datum:
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APPENDIX | PRILOHA 1
SCHEDULE A PLAN A
FINALIZED PAYMENT SCHEDULE & DOKONCENY HARMONOGRAM PLATEB A
BUDGET ROZPOCET

Payments: Payment should be made to the
following organization (“Payee”):

Platby: Platby musi byt uhrazeny nasledujici
organizaci (,,pFijemce"):

Payee Name: Fakultni nemocnice Ostrava

Jméno piijemce: Fakultni nemocnice Ostrava

Payee Address: 17. listopadu 1790/5
708 52 Ostrava — Poruba
Czech Republic

Adresa piijemce: 17. listopadu 1790/5
708 52 Ostrava — Poruba
Ceska republika

Tax ID: CZ00843989

Danové identifikacni ¢islo: CZ00843989

Bank Name:
Bank Account No.:
SWIFT:
Variable Symbol:

variabilni symbol:

Invoices: All payments under this Schedule A shall
be made by Sponsor through CRO.

Faktury: VSechny platby v rdmci tohoto planu A
musi byt provedeny sponzorem prostiednictvim
CRO.

All invoices submitted by Institution shall be mailed
to CRO at the address set forth below or emailed to

Il
invoices submitted by Institution must be submitted
to CRO within ninety (90) days of occurrence and
include the Protocol number and Principal
Investigator name. Additional invoices or
corrections to final payment may be submitted up to
fifteen (15) days after receipt of the final payment
by Payee.

VSechny faktury zaslané instituci budou zaslany
poStou organizaci CRO (smluvni vyzkumné
organizace) na adresu uvedenou niZze nebo budou
zaslan e-mailem na adresu

VSechny faktury zaslané instituci musi byt zaslany
organizaci CRO do devadesati (90) dnii od vzniku
a musi obsahovat ¢islo protokolu a jméno hlavniho
zkousejiciho. DalSi faktury nebo opravy kone¢né
platby mohou byt zaslany do patnacti (15) dnti od
okamziku, kdy piijemce pfijme konecnou platbu.

All cost shall be invoiced to:
SYNEOS HEALTH UK LIMITED
Attention: Investigator Payment Department
Farnborough Business Park

1 Pinehurst Road

Farnborough

Hampshire GU14 7BF

United Kingdom

VAT No.: GB806650142

Re: Incyte 1008561

Email:

Contact: For questions regarding invoices or
payments, please contact the CRO Investigator
Payment Team atl

VSechny néklady budou vyfakturovany na:
SYNEOS HEALTH UK LIMITED
Attention: Investigator Payment Department
Farnborough Business Park

1 Pinehurst Road

Farnborough

Hampshire GU14 7BF

United Kingdom

Danové identifika¢ni ¢islo: GB806650142
Predmét: Incyte 1008561

E-mail:

Kontakt: V piipadé otazek tykajicich se faktur
nebo plateb se obratte na tym pro platby
zkou3ejiciho CRO na ¢isle

Payments shall be made quarterly on a basis of
invoices issued by Institution which become due
within 30 days of invoice issue date.

Invoicing shall be made on a basis of materials for
invoicing delivered by CRO where the summary of

Platby budou provadény ¢tvrtletné na zakladé faktur
vystavenych instituci se splatnosti do 30 dnii ode
dne vystaveni faktury.

Fakturace bude probihat na zakladé podkladi pro
vystaveni faktury dodanych CRO, kde bude
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realized visits of Study Subjects and numbers of
individual realized assessments shall be stated.
Amounts for services provided by Institution’s
pharmacy must be stated separately from the other
amounts in the materials for invoicing.

Sponsor/CRO is responsible for handover of proper
materials in time enabling fulfilment of terms
defined in this appendix (Schedule A).

Sponsor/CRO is obliged to make a claim to recover
any excess payments originated by delivery of
incorrect materials for invoicing by Sponsor or any
of its designee within 6 months from the date of
realization of payment according to this Agreement.
Sponsor is aware that Institution is not obliged to
return any excess amounts after this period as
Institution is in good faith in acceptance of the
related payments by way of the invoicing provided

vyznacen pirehled uskuteénénych navstév subjekti
hodnoceni a poéty jednotlivych provedenych
vysetfeni. Céastky za sluzby provedené lékarnou
zdravotnického zatizeni musi byt v podkladech k
fakturaci vzdy uvedeny odd€lené od ostatnich
castek.

Za predani fadnych podkladd v dob€, umoznujici
naplnéni termint v této piiloze (Planu A) odpovida
zadavatel/CRO.

Vraceni piipadnych preplatkl, které vzniknou
dodanim chybnych podkladu k fakturaci ze strany
Zadavatele ¢i jakéhokoliv jeho zastupce, je
Zadavatel/CRO povinen uplatnit nejpozdéji do 6
mesict ode dne uskutecnéni platby dle této
smlouvy. Zadavatel bere na védomi, Ze po tomto
okamziku neni Zdravotnické zafizeni povinno
vracet jakékoliv pieplatky, jelikoz vzhledem ke
zpusobu fakturace je Zdravotnické zatizeni v dobré

by CRO. vife k nabytym finan¢nim prostiedkiim.
Al STUDY SUBJECT ENROLLMENT Al  ZARAZENI SUBJEKTU DO
HODNOCENI ROZSAHU DAVEK

Enrollment for the Study is competitive. Institution
acknowledges that this is a Study designed to
evaluate a set number of subjects. Institution will be
expected to apply best efforts for enrollment as
provided for under the Agreement.

Zatazeni do hodnoceni rozsahu davek je
konkuren¢ni. Instituce potvrzuje, Ze toto je
hodnoceni rozsahu davek navrzené pro ucely
vyhodnoceni stanoveného poctu subjektd. Od
instituce se ocekdva, ze vynalozi maximalni usili
0 zafazeni tak, jak stanovi tato smlouva.

An “Evaluable Subject” is one who has been
properly screened and meets all eligibility criteria in
accordance with the Protocol.

»,Hodnotitelny subjekt* je subjekt, ktery absolvoval
fadny screening aspliuje vSechna  kritéria
zpusobilosti v souladu s protokolem.

When enrollment of the target number of subjects
for the entire Study is complete, Institution will be
notified and instructed not to continue enrolling
subjects.

Jakmile bude dokonéeno zatazeni cilového poctu
subjektd pro celé hodnoceni rozsahu davek, bude
instituce vyrozuména a bude ji dan pokyn, aby jiz
nepokracovala v zafazovani subjektd.

The budget for the Study is attached hereto as
Exhibit A (Budget).

Rozpocet pro hodnoceni rozsahu dévek je timto
priloZen jako ptiloha A (rozpocet).
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EXHIBIT A/PLAN A
BUDGET/ROZPOCET

(See Attached Budget)/(Viz priloZeny rozpocet)
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