DUVERNE / CONFIDENTIAL

AMENDMENT NO. 2
TO THE CONTRACT WITH THE
INVESTIGATOR AND THE CENTRE FOR
CONDUCTING MEDICINAL PRODUCT
CLINICAL STUDY

Concluded on 29. 8. 2016 in Brno, by and
between:

XBiotech Germany GmbH, with its seat in
Frankfurt am Main, at 14 Lyoner Strasse Str.,
60528 Frankfurt am Main, Germany, a

company registered under the laws of
Germany, hereinafter referred to as
“Sponsor”

represented by proxy:

KCR S.A. (Polish joint-stock company) with
its registered office in Warsaw at 6 Postepu
Street, 02-676 Warsaw, entered in the
register of entrepreneurs kept by the District
Court for the Capital City of Warsaw in
Warsaw, 13" Commercial Division of the
National Court Register under number KRS
0000289542, tax identification number NIP:
521-31-69-665, with the share capital in the
amount of PLN 700,000.00 (covered in total),
hereinafter referred to as “KCR”, represented
by Mr. Piotr Ochman — Associate Director,
Site Contracting

and

DODATEK C. 2 KE SMLOUVE SE
ZKOUSEJICiM A ZARIZENIM PRO
PROVADENI KLINICKE STUDIE
LECIVEHO PRIPRAVKU

Uzavien dne 29. 8. 2016 v Brné meazi:

XBiotech Germany GmbH, se sidlem na
adrese Frankfurt nad Mohanem, ul. Lyoner
Strasse 14, 60528 Frankfurt nad Mohanem,

Némecko, spole¢nost zapsana podle
némeckych zakon(, dale jen ,Sponzor*
zastoupena na zakladé piné moci

spole€nosti:

KCR S.A. (polska akciova spolecnost) se
sidlem na adrese VarSava, 6 ulice Postepu,
02-676 VarSava, zapsana v obchodnim
rejstfiku vedeném krajskym soudem pro
hlavni meésto VarSavu ve VarSaveé, 13.
obchodni divize Narodniho rejstfikového
soudu pod Cislem KRS 0000289542, dariové
identifikacni Cislo NIP: 521-31-69-665, s
akciovym kapitalem ve vysi PLN 700 000,-
(splaceny v celé vysi), dale pouze jako
.KCR",  zastoupeného panem Piotrem
Ochmanem, zastupcem Feditele ve vécech
smluvnich

a

Masaryk Memorial Cancer Institute with its
seat at Zluty kopec 543/7, 656 53 Brno, under
the identification number 00209805, TAX
number CZ00209805, represented by prof. Jan
Zaloudik, M.D., Ph.D., the Director, hereinafter
referred to as “the Centre”

Masarykav onkologicky ustav, se sidlem
Zluty kopec 543/7, 656 53 Brno, IC:
00209805, DIC CZz00209805, zastoupeny
prof. MUDr. Janem Zaloudikem, CSc.,
feditelem, dale jen ,Zafizeni”

and a

Radim Nemecek M.D., xxx, hereinafter | MUDr. Radim Némecek, xxx dale pouze

referred to as “the Investigator”

and hereinafter jointly referred to as “the
Parties”.

WHEREAS:

The Parties concluded on 13.10.2015 the
Contract with the Investigator and The Centre
for conducting medicinal product clinical
study, protocol no. 2012-PT023, as amended

jako ,Zkousejici®

a spole¢né dale jako ,Smluvni strany*.

VVZHLEDEM K TOMU, ZE:

Smluvni strany uzaviely dne 13.10.2015
Smlouvu se zkouSejicim a zafizenim pro
provedeni  klinické  studie IéCivého
pfipravku, Cislo protokolu 2012-PT023, ve

Dodatek €. 2 ke smlouvé pro provadéni klinické studie - Zafizeni a ZkousSejici/

Amendment No. 2 to contract for conducting medical product clinical study — Centre and Investigator
Kod Studie/ Study code: 2012-PT023 (Czech Republic) ) 5 §-]
Zkousejici/Zafizeni / Investigator/Centre: Radim Némecek / MasarykGv Onkologicky Ustav %1

v, Page 1 of 6




DUVERNE / CONFIDENTIAL

in Amendment No. 1
and

Due to taking into consideration of

subsequent payments for Patients visits’,

znéni dodatku ¢&. 1.
a

Vzhledem k zohlednéni naslednych plateb
navstévy Pacient,

The Parties are willing to change the Smluvni strany projevuji  vlli  zménit
Contract, Smlouvu,
THEREFORE: PRrRoTO:
The Parties concluded this amendment no. 2 Strany uzavfely tento dodatek ¢&. 2

(“Amendment”) with the following content:

§1.

In the § 10 of the Contract (Study Completion.
Remuneration) the clause 10.1. shall be
changed as follows:

10.1. Full Study completion means that
Patients have been included and
observed (including performance of all
procedures) under this Contract and
appendices thereto and KCR has been
provided with adequately completed

(“Dodatek”) s nasledujicim obsahem:

§1.

V § 10 smlouvy (Dokoncéeni studie.
Odména), ustanoveni 10.1 bude zménéno
nasledovné:

10.1. Plnym dokonfenim  Studie se
rozumi, ze Pacienti byli zahrnuti a
sledovani (vC€etné provedeni vSech
postupll) podle této Smlouvy a jejich
pfiloh a Ze spole¢nosti KCR byla
poskytnuta pfiméfené dokon&ena

Study documentation, in particular the dokumentace Studie, zejména

Case Report Forms, as stated in the formulafe pro zaznam subjektl

Protocol. hodnoceni (CRF), jak vyplyva
z Protokolu.

Sponsor through KCR will pay the
Centre for the conduct of the Study,
i.e. the visits, examinations and other
services pursuant to this Contract
according to the budget (“Budget”)
provided below.

Remuneration for performance of the
Study shall be paid on quarterly basis,
for visits, examinations and other
services performed and supplied
within the relevant calendar quarter.

Before the first payment from KCR,
the Centre is obliged to deliver original
of their actual Certification on Tax-
Payers Residence to KCR, issued by
the relevant tax office. Otherwise KCR
might be enforced to deduct 20% of
the amount for income tax purposes.

Sponsor through KCR shall deliver

Sponzor se zavazuje prostfednictvim
KCR uhradit Zafizeni za provadéni
Studie, tj. za navstévy, vysetfeni a
dalsi sluzby poskytnuté na zakladé
této Smlouvy, odménu v souladu s
rozpisem plateb (,Rozpis plateb®)
uvedenym nize.

Odména za provadéni Studie bude
hrazena Ctvrtletng, vZdy za navstévy,
vySetfeni a dalSi sluzby poskytnuté v
prisluSném kalendafnim Ctvrtleti.

Pfed prvni platbou ze strany KCR, je
Zartizeni povinno dorucit KCR vlastni
original  potvrzeni o  dafovém
domicilu, které vystavi pfislusny
finanéni Ufad. V opacném pfipadé je
KCR opravnéno odeéist 20 % z
Castky na ucely platby dané z pfijmu.

Centre documentation for Sponzor je prostfednictvim KCR
remuneration  calculation to the povinen zaslat Zafizeni po ukonceni
Centre. On basis of  such kalendarniho Ctvrtleti podklady pro

Dodatek €. 2 ke smlouvé pro provadéni klinické studie - Zafizeni a ZkousSejici/

Amendment No. 2 to contract for conducting medical product clinical study — Centre and Investigator

Kod Studie/ Study code: 2012-PT023 (Czech Republic) ) 5
Zkousejici/Zafizeni / Investigator/Centre: Radim Némecek / MasarykGv Onkologicky Ustav ﬂ'ﬁ't

Page 2 of 6

§)

NOVE




DUVERNE / CONFIDENTIAL

documentation, the Centre shall issue vypoCet odmény. V navaznosti na
the invoice. tyto podklady vystavi Zafizeni
fakturu.

Documentation  for  remuneration

calculation shall include itemized Podklady pro vypocet odmény musi
statement of all visits, examinations zahrnovat polozkové  vyuctovani
and other services performed in vSech navstév, vysSetfeni a dalSich
relevant calendar quarter. Statement sluzeb provedenych v pfislusném
shall be submitted separately for each kalendafnim  &tvrtleti.  Vyuctovani
Patient and each Patient must be musi byt provedeno zvlast pro
identifiable by appointed number. Any kazdého Pacienta, ktery musi byt
statement pertaining to each Patient oznaCen svym cislem. U kazdého
shall further include details about Pacienta musi byt uvedeno, jaké
performed visits and examination navstévy Ci vySetfeni absolvoval a
along with relevant dates and further, kdy je absolvoval a rovné&z ocenéni
valuation of such visits and téchto navstév a vysetfeni v souladu
examinations in accordance with the s Rozpisem plateb uvedenym v této
Budget. Should any other services are smlouvé. Byly-li poskytnuty néjaké
supplied, itemized statement shall dalsi sluzby, museji byt tyto v
include such activities along with dates polozkovém  vyuétovani  rovnéz
of their performance and its valuation uvedeny spolu s datem jejich
in accordance with the Budget. poskytnuti a ocenénim dle rozpoctu

uvedenym v této smlouve.
In the event Sponsor through KCR

does not submit to the documentation V pfipadé, Ze Sponzor nezaSle
for remuneration calculation within the prostfednictvim KCR Zafizeni
period of 30 days from the end of podklady pro vypoCet odmény ve
calendar quarter, the Centre shall be Ihité 30 dn0 ode dne ukonéeni
entitled to issue invoice for any/all kalendarniho Ctvrtleti, je Zafizeni
visits, examinations and other services opravnéno vystavit fakturu za
performed in relation to and in the vSechny navstévy, vySetfeni a dalSi
course of performance of the clinical sluzby provedené v ramci Studie v
study in relevant calendar quarter. prislusném kalendarnim Ctvrtleti.

In the event the Centre ascertains that

the documentation for remuneration V pfipadé, ze Zafizeni zjisti, ze jsou
calculation contains any discrepancies, v podkladech pro vypocet odmény
Sponsor through KCR shall be jakékoli nedostatky, tyto oznami bez
immediately notified thereof. Without zbyte€ného odkladu Sponzorovi
undue delay, Sponsor through KCR prostfednictvim  KCR, ktery je
shall clarify and/or remove such povinen je bezodkladné odstranit.
discrepancies. Should Sponsor Ma-li Sponzor zato, Zze v podkladech
through KCR comes to a conclusion Zadné nedostatky nejsou, je povinen
that the documentation does not toto sdélit Zafizeni prostfednictvim
contain any discrepancies, it shall KCR. Smluvni strany jsou nasledné
inform the Centre thereof. Contracting povinny si navzajem poskytnout
Parties shall subsequently provide soucinnost nezbytnou k odstranéni
each other assistance necessary to pfipadnych rozpord. Neposkytnuti
clarify and/or remove any such soucinnosti se  povazuje za
discrepancies. Failure to provide such podstatné poruseni této Smiouvy.

assistance shall be deemed as a
substantial violation of this Contract.
In the event the Sponsor through KCR

fails to clarify and/or remove any Neodstrani-li Sponzor
discrepancies in the documentation for prostfednictvim KCR nedostatky v
remuneration calculation within 30 podkladech pro vypocet odmény ani
working upon notified pursuant to the ve lhaté 30 dnd ode dne oznameni
previous provision, or within such dle predchoziho odstavce, nebo v
period fails to inform the Centre, that it téze |haté nesdéli Zafizeni, ze v
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considers the documentation absent of
any discrepancies, the Centre shall be
entitled to issue invoice for any/all
visits, examinations and other services
performed by the Centre in relevant
calendar quarter.

Remuneration shall be paid within 30
days from the delivery of properly
issued invoice to KCR.

Due to the fact that the reverse charge
is applied in accordance with the law,
VAT will not be added to the referred
prices within this Agreement.

The Parties have agreed that as the
payee of remuneration under the terms
of this Contract shall be considered the
Centre. Remuneration of the
Investigator for performance of the
Study will be paid by the Centre in
accordance with its internal rules.

The Parties also agree that KCR shall
pay to Centre a fee of 1500 USD for all
expenditures the Centre is faced with
due to actions related to the start-up
phase of the Study. This fee is payable
against an invoice which will be issued
by the Centre after execution of this
Contract, within a period of 30 days
from the date of invoice receipt at
KCR.

podkladech Zadné nedostatky
nespatfuje, je Zafizeni opravnéno
vystavit fakturu za jakékoli/vdechny
navstévy, vySetfeni a dalSi sluzby
provedené dle Zafizeni v pFislusném
kalendarnim Ctvrtleti.

Odména je splatna vzdy ve lhaté 30
dnd ode dne doruCeni fadné
vystavené faktury KCR.

Vzhledem ke skuteCnosti, Ze se
v souladu S pravnimi predpisy
uplatni rezim pFeneseni danové
povinnosti (reverse charge), nebude
k cenam uvedenym v této smlouvé
pfipoCitana DPH.

Smluvni strany se dohodly, ze
pfijemcem v8ech plateb z této
smlouvy je Zafizeni. Odména
ZkouSejiciho za provadéni Studie
bude ZkouS$ejicimu uhrazena
Zafizenim v souladu s jeho vnitfnimi
predpisy.

Smluvni strany se dale dohodly, Ze
Sponzor uhradi Zafizeni cenu ve
vySi 1500 USD za ukony souvisejici
se zahajenim Studie (start-up faze).
Tato cena je splatna na zakladé
faktury vystavené Zafizenim po
uzavieni této smlouvy, a to ve lhaté
30 dnUl ode dne doruceni faktury
Sponzorovi.

BUDGET / ROZPIS PLATEB:

Both parties further agree that the
Sponsor shall pay to the Centre for
each subsequent visit cycle performed
in accordance with the Protocol after

Smluvni strany se dale dohodly, ze
Sponzor uhradi Zafizeni za kazdy
dal$i cyklus provedeny v souladu s
protokolem po cyklu xxx cenu ve
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XXX in the amount equal to the
remuneration for visit at xxx.

In the case that CT or MRI
examination will be performed in
accordance with the Protocol, the
Sponsor undertakes to pay through
KCR the amount of 600 USD per each
CT, or 900 USD per MRI examination.

The Centre is obliged to perform the
same method of examination of
Patient (CT or MRI) which will be
perform during the xxx in the course of
entire Study.

Patients who undregone xxx and are
Screening Failure, the Sponsor shall
pay throuhg KCR the amount
according to the scheme below
assuming that all procedures were
performed during the visit according to
the Protocol. Sponsor through KCR
shall pay remuneration, corresponding
to the screening failure (see the
following spreadsheet) to the Centre in
the accounting period immediately
following the Patients’ recruitment
completion in the Centre occurs.

vySi odpovidajici cené za xxx.

V pfipadé, ZzZe bude v souladu
s Protokolem provedeno CT anebo
MRI vySetfeni, zavazuje se Sponzor
prostfednictvim KCR uhradit
Zafizeni za kazdé vysetifeni Castku
ve vySi 600 USD za CT vySetfeni,
resp. 900 USD za MRI vySetfeni.

Zafizeni je povinno podle toho, jaké
vySetfeni u Pacienta bude
provedeno v ramci navstévy xxx (tj.
CT nebo MRI), provadét shodné
vySetfeni v pribéhu celé studie®.

V pfipadé Pacientu, ktefi absolvovali
navstévu xxx, ale nebyli shledani
zafaditelnymi do studie (screening
failure), uhradi Sponzor
prostfednictvim KCR ¢&astku podle
nize uvedené v tabulky, za
predpokladu, Zze byly béhem
navstévy dodrzeny vSechny postupy

podle Protokolu: Sponzor
prostfednictvim KCR zaplati
Zarizeni Castku odpovidajici

sreening failure (viz nasledujici
tabulka) v platebnim obdobi
bezprostfedné  nasledujicim  po
ukonéeni obdobi naboru Pacientd v
Centru.

No remuneration shall be paid for Patients who
have been included and observed during the
Study contrary to this Contract.

§2.

All other provisions in the Contract shall stay
unchanged.

§3.
Both parties further agree that the Sponsor
throw KCR will pay to the Center the amount

Za Pacienty, ktefi byli zahrnuti a sledovani
po dobu Studie v rozporu s touto Smilouvou,
nebude vyplacena Zadna odména.

§2.

Ostatni ustanoveni Smlouvy zUstavaji
nezménéna.

§3.
Smluvni strany se dohodly, ze Sponzor
prostfednictvim KCR uhradi Zafizeni cenu
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of visit, examination, and other services
performed from 1* of October 2015 until the
conclusion of this Amendment, and in the
amount stipulated by this Amendment. The
amount of visit, examination, and other
services will be paid in the accounting period
immediately following the conclusion of this
Amendment.

§4.

This Amendment has been executed in four
counterparts in Czech and English language
version with one for each Party and for KCR.

za navstévy, vySetieni a dalsi sluzby
provedené od 1. fijna 2015 do uzavfeni
tohoto dodatku, a to ve vysi sjednané timto
dodatkem. Cena za tyto navstévy,
vySetfeni a dalSi sluzby je splatna v
platebnim obdobi bezprostfedné
nasledujicim po uzavieni tohoto dodatku.

§4.

Tento Dodatek je vyhotoven ve ¢&tyfech
stejnopisech v Ceské a anglické verzi,
pficemz kazda ze smluvnich stran a KCR
obdrzi po jednom.

Zkousejici: / The Investigator:

29. 8. 2016

Podpis/signature
MUDr. Radim Némedek
Zkousejici/lnvestigator

V zastoupeni Sponzora/ On behalf of Sponsor:

13.7.2016

Podpis/signature
Piotr Ochman

Zarizeni: / The Centre:

29. 8. 2016

Podpis/signature .
prof. MUDr. Jan Zaloudik, CSc.
feditel/Director

zastupce feditele ve vécech smluvnich / Associate Director, Site Contracting
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