Research Agreement

between

Mestex AG

Elisabethenanlage 7, 4051 Basel, Switzerland

Hereinafter called “Mestex”

Represented by
QPS Austria GmbH,
Parkring 12, 8074 Grambach, Austria,
Trade Reg. No.: FN185179y
VAT nr.: ATU 47660204
Hereinafter called “QPS”

and

‘Narodny ustav reumatickych choréb Piestany

Nabrezie |. Krasku 4
4921 12 Piestany
Slovak Republic
Represented by:
doc. MUDr. Richard Imrich, DrSc.
Generalny riaditel
Ing. Veronika Judi¢akova, MBA
Ekonomicky riaditel
MUDr. JUDr. Daniela Knaze Dolezalova

Medicinsky riaditel

Bank connection: Statna pokladnica SR,
Radlinského 16, 811 07 Bratislava,
Slovak Republic
IBAN: SK85 8180 0000 0070 0028 5239

SWIFT: SPSRSKBA
Hereinafter called
“INSTITUTION”

Preamble

QPS is organizing, performing, monitoring and

auditing a clinical study with the title:

Zmluva o vyskume

medzi

spolo¢nostou Mestex AG
Elisabethenanlage 7, 4051 Basel, Switzerland,

dalej len ,,Mestex“

ktoru zastupuje spolo€nost
QPS Austria GmbH,
Parkring 12, 8074 Grambach, Austria,
IC: FN185179y
DIC.: ATU 47660204
dalej len ,QPS”

a

Narodny ustav reumatickych choréb Piestany
Nabrezie |. Krasku 4
4921 12 Piestany
Slovenska republika
ktory zastupuje:
doc. MUDr. Richard Imrich, DrSc.
Generalny riaditel
Ing. Veronika Judi¢akova, MBA
Ekonomicky riaditel
MUDr. JUDr. Daniela Khaze DoleZalova

Medicinsky riaditel

Bankové spojenie: Statna pokladnica SR,
Radlinského 16, 811 07 Bratislava,
Slovenska republika
IBAN: SK85 8180 0000 0070 0028 5239

SWIFT: SPSRSKBA
dalej len
»INSTITUCIA“

Preambula
Spolo¢nost QPS organizuje, vykonava, monitoruje
klinicki $tudiu a vykonava audit klinickej Studie s
nazvom:
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“A randomized, double-blind, placebo-
controlled, single dose phase IIb exploratory
study to document the clinical effects and
safety of intra-articular injections of Lopain
(MTX-071) in patients with chronic
osteoarthritic knee joint pain”

on behalf of Mestex AG (Elisabethenanlage 7,
4015 Basel, Switzerland). QPS acts as the
authorized representative of Mestex and will be
responsible for contractual and financial
aspects of this study as mentioned below.

Mestex has developed a compound/medical
device known as Lopain (MTX-071) with a
pharmacological profile/properties suitable for
the treatment of chronic ostheoarthritic knee
joint pain, hereinafter referred to as ,drug“.
Mestex is interested to perform a clinical study
with the drug. INSTITUTION is interested in
carrying out a clinical study with the drug.

NOW, THEREFORE, the parties hereto agree
as follows:

§ 1

Subject of Agreement

1. INSTITUTION undertakes to carry out a
clinical study according to the study
protocol MTX-071-P03 A randomized,
double-blind, placebo-controlled, single
dose phase Ilb exploratory study to
document the clinical effects and safety of
intra-articular injections of Lopain (MTX-
071) in patients with chronic osteoarthritic
knee joint pain (Appendix B).

2. The study protocol MTX-071-P03 including
appendices are an integral part of this
agreement. The study will be performed in
strict adherence to the study protocol and
no amendments and/or changes shall be
made without written agreement by all
parties, except where necessary to
eliminate apparent immediate hazards to
human subjects.

§ 2
INSTITUTION’S Obligations

1. INSTITUTION'’S obligations are set forth in
the study protocol. The INSTITUTION and
the study team is obliged to conduct the
study according to the latest approved
study protocol MTX-071-P03, ICH
Guidelines for Good Clinical Practice, the

,Randomizovana, dvojito zaslepena, placebom
kontrolovana, prieskumna Studia s jednorazovou
davkou, faza Il.b, zamerana na dokumentaciu
klinickych ucinkov a bezpecnost intraartikularnych
injekcii Lopainu (MTX-071) u pacientov s
chronickou osteoartritickou bolestou kolenného
kibu.*

V mene spolo¢nosti Mestex AG (Elisabethenanlage
7, 4015 Basel, Switzerland). Spolo¢nost QPS kona
ako splnomocneny zastupca spolo¢nosti Mestex a
bude zodpovedna za vSetky zmluvné a finan¢ne
zavazky tejto studie, ako je uvedené nizsie.

Spolo¢nost Mestex vyvinula zluéeninu/ zdravotnicky
prostriedok znamy ako Lopain (MTX-071) s
farmakologickym profilom a vlastnostami vhodnymi
na lieCbu chronickej bolesti osteoartritickych
kolennych kibov, dalej len ,liegivo“. Spolo¢nost
Mestex ma zaujem vykonat klinicku Studiu s
liegéivom. INSTITUCIA ma zaujem vykonavat
klinicku studiu s lie€ivom.

ZMLUVNE STRANY SA PRETO TERAZ dohodli
nasledovne:

§ 1

Predmet Zmluvy

1. INSTITUCIA sa zavézuje vykonat klinicku $tudiu
podla protokolu klinického skusania MTX-071-
P03 ,Randomizovana, dvojito zaslepena
placebom kontrolovand, prieskumna Studia s
jednorazovou davkou, faza Il.b, zamerana na
dokumentaciu klinickych ucinkov a bezpecnost
intraartikularnych injekcii Lopainu (MTX-071) u
pacientov s chronickou osteoartritickou bolestou
kolenného kibu.“ (priloha B).

2. Protokol klinického skusania MTX-071-P03
vratane jeho priloh tvoria nedelitelnu sucast tejto
zmluvy. Studia sa vykona striktne v sulade s
protokolom klinického skusania a Ziadne
doplnenia a/alebo zmeny sa nemézu urobit bez
pisomnej dohody zmluvnych stran, s vynimkou
pripadov, ak by to bolo nevyhnutné v pripade
zrejmého bezprostredného ohrozenia o0séb.

§ 2 )
Povinnosti INSTITUCIE

1. Povinnosti INSTITUCIE su stanovené v protokole
klinického skusania. INSTITUCIA a $tudijny tim
su povinni vykonat $tudiu podfa protokolu
klinického skasania MTX-071-P03, Direktiv ICH
pre spravnu klinicku prax, Helsinskej deklaracie a
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Declaration of Helsinki, and all applicable
national and federal law.

Current Curricula vitae of each of the
persons involved in the study have to be
presented to QPS prior to commencement
of the study. '

INSTITUTION undertakes to provide the
pseudonomized data and results obtained
by this clinical study to QPS. Any discovery
or invention arising from the research,
relating directly to the use of the drug
whether patentable or not, shall be the
exclusive property of Mestex, at the
request of which INSTITUTION will
execute all lawful procedures and perform
all lawful acts, required for the purpose of
transferring to Mestex legal type to the
relevant patents and secret know how.
Mestex will pay arising costs for the
INSTITUTION.

§ 3

Mestex’s or QPS’s Obligations

Mestex’s obligations are set forth in the
study protocol MTX-071-P03.

2. QPS will perform all regulatory activities on

behalf of the Sponsor (submission and
correspondence to the Competent
Authorities, Ethic Committees, and other
institutions as applicable).

§ 4

Remuneration

In consideration of performing the clinical
study, but independently from the volume
of research actually done, QPS shall pay
to the INSTITUTION the following
remuneration [as depicted in Appendix Al:

a) Clinical work
Total patient fees for 8 study visits.

The remuneration covers all costs related
to the clinical study. In case Mestex
terminates the clinical study according to
§ 8.2, Mestex agrees to reimburse to
INSTITUTION the remuneration incurred
up to the time of termination.

véetkych  platnych  vnutrostatnych alebo
federalnych zakonov.

2. Pred za&atim klinickej $tudie sa musi spoloCnosti
QPS prediozit  Zivotopis kazdej osoby
podielajucej sa na klinickej studii.

3. INSTITUCIA sa zavazuje poskytnut spolocnosti
QPS pseudonomizované udaje a vysledky
ziskané podas klinickej Studie. Kazdy pripadny
objav alebo vynalez, ku ktorym dojde pocas
vyskumu a ktoré sa tykaju priamo uzivania
liegiva, bez ohladu na to, ¢i budu patentovatelné
alebo nie, budu vyluénym majetkom spolo¢nosti
Mestex, na ziadost ktorej INSTITUCIA vykona
véetky zakonné postupy a vykona vsetky ukony
pozadované podia zakona a potrebné na ucely
zakonného prevodu prislusnych patentov a
tajného know-how na spolocnost Mestex.
Spoloénost Mestex zaplati naklady, ktoré tym
INSTITUCII vzniknu.

§ 3
Povinnosti spolo¢nosti Mestex a
QPS

1. Povinnosti spolo¢nosti Mestex su stanovené v
protokole klinického skusania MTX-071-P03.

2. Spoloénost QPS bude vykonavat vSetky
regulaéné ¢Cinnosti v mene  sponzora
(predkladanie a korespondencia prislusnym
organom, etickym vyborom a inym instituciam
podla potreby).

§ 4

Odmena

1. Ako odplatu za vykonanie klinickej Studie, ale
nezavisle od objemu skutoéne vykonaného
vyskumu, zaplatia spolognost QPS INSTITUCII
nasledujucu odmenu (ako je uvedené v Prilohe
A) za:

a)  klinické prace

Celkovy poplatok za pacienta za 8 studijnych

navstev.

2. Odmena zahfiia vSetky naklady suvisiace s
Klinickou &tadiou. V pripade, ak spolocnost
Mestex ukonéia klinicki $tudiu podla ¢lanku 8
ods. 2, spolo¢nost Mestex, sa zavazuje, ze
uhradia INSTITUCII odmenu, na ktord ma narok
za obdobie do ukoncenia Studie.
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No remuneration will be paid for failed
screening visits. Remuneration will be paid
only for patients randomized in the study

No remuneration will be paid for patients
who were randomized but did not meet the
in/exclusion criteria specified in the study
protocol at study entry

Balance will . be invoiced after
corresponding monitoring visits
§ 5

Payment Schedule

Invoices can be issued upon first enrolled
patient. Remuneration will be performed
according to attached payment schedule
Appendix A.

Mestex or QPS will pay to the
INSTITUTION on a three-monthly basis
after receiving an invoice listing number of
patients enrolled/investigated during this
period, and also listing type of visits
performed.

Mestex or QPS will reimburse invoices
within 30 working days after receipt of
correct invoice.

Last payments for the final visits will be on
hold until the study database is declared
clean and is locked

§ 6
Confidentiality

. The INSTITUTION undertakes to keep

secret any confidential information
provided by QPS/Mestex and any know-
how owned by QPS/Mestex as well as
information supplied by QPS/Mestex for
the purpose of conducting the clinical
study during the validity of this agreement
and after its termination. The
INSTITUTION undertakes to impose the
same obligation on all co-operators who
are involved in the clinical study. Every
information, documentation and
knowledge pertaining to the drug/medical
device is covered by this secrecy
obligation unless the parties agree
otherwise in writing.

Za neplatné skriningové navstevy sa nevyplati
Zziadna odmena. Odmena sa vyplati len za
pacientov zaradenych do Studie

Ziadna odmena sa nevyplati za pacientov, ktori
boli randomizovani, ale nespiﬁali na zaciatku
studie kritéria na zaradenie do Studie, resp.
vyradenie znej, vymedzené v protokole
klinického skusania.

Zvysna suma sa vyfakturuje po
zodpovedajucich monitorovacich navstevach.

§ 5
Splatkovy kalendar

. Faktary moézu byt vystavené pri prvom

prinlasenom pacientovi. Odmena sa bude
vyplacat podla priloZzeného harmonogramu
platieb Priloha A..

. Spoloénost  Mestex alebo QPS zaplati

INSTITUCII kazdé tri mesiace po obdrzani
faktary s uvedenym pocétom pacientov
zapisanych/vy$etrovanych pocas tohto obdobia,
a tiez s uvedenymi typmi vykonanych navstev.

. Spolo¢nost Mestex alebo QPS uhradi faktury do

30 pracovnych dni od prijatia riadnej faktury.

. Posledné platby za posledné zavere¢né navstevy

sa pozdrzia dovtedy, kym nebude vyhlasené, ze
databaza klinickej studie je Ccista akym sa
neuzavrie

§ 6

Ochrana dovernych informacii

. INSTITUCIA sa zavézuje uchovavat v tajnosti

vsetky doverné informacie poskytnuté
spolo¢nostami QPS/Mestex a akékolvek know-
how spolo¢nosti QPS/Mestex, ako aj informacie
poskytnuté spoloc¢nostami QPS/Mestex na ucely
vykonavania klinickej Studie pocas platnosti tejto
zmluvy i po jej ukonéeni.

INSTITUCIA zavazuje uloZit rovnaku povinnost
véetkym spolupracujucim osobam, ktoré sa budu
podielat na klinickej s$tudii. Tato povinnost
zachovavat' mic¢anlivost sa vztahuje na kazdu
informaciu, dokumentaciu a poznatky tykajuce sa
lieGiva/ zdravotnickych prostriedkov, pokial sa
zmluvné strany pisomne nedohodnu inak.
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§ 7

Publications

Study results arising out of or in connection
with the clinical study under this
agreement will only be published by
mutual agreement " between
INSTITUTION, QPS and Mestex
according to procedures described in the
study protocol MTX-071-P03.

§ 8

Effective Date and Duration

This agreement shall take effect as of the
last data execution by the last of the parties
to execute this agreement, and shall
remain in effect until the completion of the
services performed under this agreement,
or until earlier termination in accordance
with the section on termination below.

QPS/Mestex and INSTITUTION reserve
the right to terminate the clinical study at
any time for medical and/or administrative
reasons according to termination
agreements set forth in the study protocol.
Patient Welfare will be kept in mind at all
times.

§ 9

Notices and Payments

Except as otherwise provided herein, any
notice or other communications or any
invoices required under this agreement
shall be delivered via email or post to the
party at the address listed below.

If to QPS:

QPS Austria GmbH
Parkring 12

8074 Grambach
AUSTRIA

If to INSTITUTION:

Narodny ustav reumatickych chordb
Piestany
PRINCIPAL INVESTIGATOR
MUDr. Roman Stancik
Nabrezie |. Krasku 4
4921 12 Piestany
Slovenska republika

§ 7

Publikacie

1. Vysledky $tudie vyplyvajuce zo S$tudie alebo

sUvisiace s hou sa budu publikovat len po
vzajomnej dohode medzi INSTITUCIOU a
spoloénostami QPS a Mestex podlfa postupov
opisanych v protokole klinického skusania MTX-
071-P03.

§ 8

Datum uéinnosti a trvanie

. Tato zmluva nadobuda ucinnost v den podpisu

tejto zmluvy poslednou zmluvnou stranou a
zostane v platnosti do ukonéenia sluzieb
poskytovanych na zaklade tejto zmluvy, alebo do
jej predéasného vypovedania v sulade s nizsie
uvedenym odsekom o vypovedani.

. Spolognosti QPS/Mestex si vyhradzuju pravo

klinick  $tudiu  kedykolvek  ukonCit  z
lekarskych/zdravotnickych alebo
administrativnych dévodov podia vypovedacich
dohéd stanovenych v $tudijnom protokole. Budu
mat na pamati vzdy starostlivost o pacientov

§ 9

Oznamenia a platby

. Pokial' nie je v tejto zmluve ustanoveneé inak,

kazdé oznamenie alebo ina komunikacia alebo
akakolvek faktura, ktora sa pozaduje na zaklade
tejto zmluvy, sa doru¢i e-mailom alebo postou na
adresu druhej zmluvnej strany.

Ak su uréené pre spolo¢nost QPS:
QPS Austria GmbH

Parkring 12

8074 Grambach

RAKUSKO

Ak su uréené pre INSTITUCIU:

Narodny ustav reumatickych choréb
Piestany :
HLAVNY SKUSAJUCI
MUDr. Roman Stancik
Nabrezie |. Krasku 4
4921 12 Piestany
Slovenska republika
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Tatra banka, a.s. -
IBAN: SK8111000000002918625062
BIC: TATRSKBX

Any such notice shall be effective when
received at QPS Austria.

Payments will be made to INSTITUTION
by wire-transfer into an account as
specified by the INSTITUTION after
receipt of correct invoice.

§ 10
Modifications

No changes shall be made in this
agreement except by written agreement of
the parties, * signed by authorized
representatives of both parties.

§ 11

Entire Agreement

. This agreement, including the protocol,
shall be the entire and complete
understanding between the parties in
regard to the covered subject matter. This
agreement merges all prior discussions
between the parties and neither party shall
be bound by conditions, definitions,
warrantees, understandings or
representations concerning such subject
matter except as provided in this
agreement or as specified on or
subsequent to the effective date of this
agreement in writing signed by properly
authorized representatives of both of the
parties.

§ 12
Severance

Each clause of this agreement is a distinct
and severable clause and if any clause is
deemed, illegal, void or unenforceable, the
validity, legality and enforceability of any
other clause or portion of this agreement
shall not be affected hereby.

Tatra banka, a.s.
IBAN: SK8111000000002918625062
BIC: TATRSKBX

. Kazdé takéto oznamenie nadobuda ucinnost v

pripade doru¢enia do QPS Austria.

. Platby sa budu INSTITUCI  uhradzat

bezhotovostnym prevodom na ucet, ktory urci
INSTITUCIA, po obdrzani riadnej faktury.

~§10
Upravy

. Zmeny tejto zmluvy su povolené len vo forme

pisomného dodatku odsuhlaseného zmluvnymi
stranami a podpisaného opravnenymi
zastupcami oboch zmluvnych stran.

§ 11

Uplnost zmluvy

. Tato zmluva vratane protokolu predstavuju celt a

uplni  dohodu medzi zmluvnymi stranami
tykajucu sa predmetu tejto zmluvy. Tato zmluva
zahfna vsetky predchadzajuce diskusie medzi
zmluvnymi stranami a Zziadna zo zmluvnych stran
nie je viazand podmienkami, definiciami,
zarukami, dohodami alebo  vyhlaseniami
tykajucimi sa predmetu tejto zmluvy inymi, ako su
podmienky, definicie, zaruky, dohody a
vyhlasenia uvedené v tejto zmluve alebo
pisomne vymedzené po dni uc€innosti a
podpisané riadne opravnenymi zastupcami
oboch zmluvnych stran.

§ 12
Oddelitefnost

. Kazdé ustanovenie tejto zmluvy je samostatné a

oddelitelné a v pripade, ak sa ktorékolvek
ustanovenie tejto zmluvy bude povazovat za
nezakonné, neplatné alebo nevymahatelne,
nema to vplyv na platnost, zakonnost a
vymahatelnost ktoréhokolvek iného ustanovenia
alebo Casti tejto zmluvy.
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§ 13 § 13

Waiver Zrieknutie sa prav
1. The failure of a party in any instance to 1. Ak niektora zmluvna strana nebude trvat na
insist on a strict performance of the terms striktnom splneni podmienok tejto zmluvy, nema
of this agreement shall not be construed to sa to vykladat ako vzdanie sa alebo zrieknutie sa
be a waiver or relinquishment of any of the akejkolvek podmienky tejto dohody, ani v Case,
terms of this agreement, either at the time ked zmluvna strana netrva na striktnom spineni
of the party’s failure to insist upon strict podmienok, ani kedykolvek potom.

performance-or at any subsequent time.

§ 14 § 14
Applicable Law, Place of Rozhodné pravo, sudna
Jurisdiction prislusnost
1. This agreement is construed according to 1. Tato Zmluva sa vyklada a riadi zakonmi Rakuske;j
and will be governed by the laws of the republiky.

Republic of Austria.

2. Disputes and all misunderstandings 2. Spory a vSetky nezrovnalosti vyplyvajuce z tejto
arising under this agreement shall be zmluvy zmluvné strany prerokuju a vyvinu
discussed and every effort will be made maximalne Usilie, aby spor vyriesili zmierom.
to resolve these amicably between the
parties.

3. If nevertheless an agreement cannot be 3. Ak by naprieck tomu nedospeli k dohode,
reached, place of jurisdiction is Vienna, rozhodujucou jurisdikciou je miestne prislusny
Austria. sud vo Viedni v Rakusku.
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Priloha B:

| PROTOKOL KLINICKEHO SKUSANIA
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