DODATEK €. 1 KE SMLOUVE O PROVEDENI KLINICKEHO HODNOCENI
AMENDMENT NO. 1 TO CLINICAL TRIAL AGREEMENT

Klinické hodnoceni: CA045-001

,Randomizovana, oteviena studie faze Ill hodnotici |éCbu
NKTR-214 v kombinaci s nivolumabem oproti

nivolumabem u  pacientl

neresekovatelnym nebo metastatickym melanomem®”

uzaviené dne 16. kvétna 2019, dale jen ,,smlouva“.

XXX
XXX
XXX
XXX
dale jen ,,zkousejici”

Masarykav onkologicky ustav
Zastoupeny

prof. MUDr. Markem Svobodou, Ph.D., feditelem

Zluty kopec 7

656 53 Brno

Ceska republika
ICO: 00209805
DIC: CZ00209805
dale jen ,,zhotovite

Ill

Bristol-Myers Squibb International Corporation

Chaussée de la Hulpe 185
1170 Brusel

Belgie

DIC: BE0415033504

dale jen ,,zadavatel”,

spolecné dale také jako ,smluvni strany” a jednotlivé jako

,smluvni strana”“,

uzaviraji podle § 1746 odst. 2 zadkona ¢. 89/2012 Sb.,
obcanského zakoniku, ve znéni pozdéjsich predpist tento
dodatek (dale jen ,,dodatek”) ke smlouvé.

1) Smluvni strany se dohodly na zméné ¢l. Xlll, odst. 1
smlouvy, jehoz plvodni znéni se rusi a ktery nadale zni

takto:

Clinical Trial: CA045-001

“A Phase 3, Randomized, Open-label Study of NKTR-214
Combined with Nivolumab versus Nivolumab in
Participants with Previously Untreated Unresectable or
Metastatic Melanoma”

Executed on 16 May 2019, hereinafter ”Agreement”.

XXX
XXX
XXX
XXX
hereinafter “Investigator”

and

Masarykdv onkologicky tstav

Represented by

prof. MUDr. Marek Svoboda, Ph.D., CSc., Director
Zluty kopec 7

656 53 Brno

Czech Republic

Identification No.: 00209805

Tax Identification No.: CZ00209805

hereinafter “Institution”

and

Bristol-Myers Squibb International Corporation

Chaussée de la Hulpe 185

1170 Brussels

Belgium

Tax Identification No.: BE415033504

hereinafter “Sponsor”,

Hereinafter referred to jointly as “Parties” and
individually as “Party”,

conclude, pursuant to Sec. 1746 (2) of Act No. 89/2012
Coll., Civil Code, as amended, this amendment
(“Amendment”) to the Agreement.

1) The Parties have agreed to amend Article XlII (1) of the
Agreement, the original text of which is repealed, and
which shall continue to read as follows:
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1) Smluvni strany se dohodly, Ze pfijemcem odmény za

provadéni klinického hodnoceni je zhotovitel.
Odmeéna zkousejictho za provadéni klinického
hodnoceni bude zkousejicimu uhrazena zhotovitelem
v souladu s jeho vnitfnimi predpisy.

Zadavatel se zavazuje uhradit zhotoviteli za provadéni
klinického hodnoceni, tj. za navstévy, vysetreni a dalsi
sluzby poskytnuté na zakladé této smlouvy, odménu
v souladu s pfilohou €. 1 této smlouvy. Smluvni strany
berou na védomi, Ze predpokladané celkové finan¢ni
plnéni bude 5 617 600,00 bez DPH.

Odmeéna za provadéni klinického hodnoceni bude
hrazena Ctvrtletné, vidy za ndvstévy, vysetieni a dalsi
sluzby poskytnuté v pfislusném kalendarnim ctvrtleti.
V prfipadé, Ze bude ukoncen nabor subjektd
hodnoceni a nasledné vsechny subjekty hodnoceni,
které podepsaly informovany souhlas, bud ukondi
ucast v klinickém hodnoceni, nebo zahaji sledovani
pro preziti, coz bude zhotoviteli pisemné oznameno,
dojde sucinnosti od prvniho dne kalendarniho
Ctvrtleti nasledujictho po pisemném oznameni dle
predchozi véty ke zméné frekvence plateb a odména
za provadéni klinického hodnoceni bude hrazena v
6meésicnich intervalech, tzn. za obdobi 1. 4. -30.9. a
1. 10. - 31. 3. pfislusného kalendarniho roku.
Zadavatel je povinen zaslat zhotoviteli po ukonceni
kalendafniho c¢tvrtleti/vySe uvedeného 6mési¢niho
intervalu podklady pro vypocet odmény. V navaznosti
na tyto podklady vystavi zhotovitel fakturu.

Podklady pro vypocCet odmény musi zahrnovat
polozkové vyucétovani vsech navstév, vysSetreni a
dalSich sluzeb provedenych v pfislusném kalendafnim
Ctvrtleti/pfislusném 6mésicnim intervalu. Vyuctovani
musi byt provedeno zvlast pro kaidy subjekt
hodnoceni, ktery musi byt oznacen svym cislem. U
kazdého subjektu hodnoceni musi byt uvedeno, jaké
navstévy Ci vySetfeni absolvoval a rovnéz ocenéni
téchto ndvstév a vysetfeni v souladu s Pfilohou ¢. 1
této smlouvy. Byly-li poskytnuty néjaké dalsi sluzby,
museji byt tyto v polozkovém vyuctovani rovnéz
uvedeny spolu s ocenénim dle rozpoctu uvedenym
v Priloze €. 1 této smlouvy.

V pripadé, Zze zadavatel nezasle zhotoviteli podklady
pro vypocet odmény ve |hité 14 dnl ode dne
ukonéeni kalendafniho ctvrtleti/vyse uvedeného
6mésicniho intervalu, je zhotovitel opravnén vystavit
fakturu za vSechny ndavstévy, vysetieni a dalsi sluzby
provedené v ramci klinického hodnoceni v pfislusném
kalendarnim Ctvrtleti/pFislusném 6meésicnim
intervalu.

V pripadé, Ze zhotovitel zjisti, Ze jsou v podkladech
pro vypocet odmény jakékoli nedostatky, tyto oznami
bez zbyte¢ného odkladu zadavateli, ktery je povinen
je bezodkladné odstranit. Ma-li zadavatel zato, ze v
podkladech zddné nedostatky nejsou, je povinen toto
sdélit zhotoviteli. Smluvni strany jsou nasledné

1) The Parties agreed that payee of the payments for
Clinical Trial conduct is the Institution. The
Investigator’s remuneration for Clinical Trial
conduct will be paid by the Institution to the
Investigator in accordance with its internal
regulations.

The Sponsor undertakes, to pay to the Institution
for Clinical Trial conduct, i.e., for Vvisits,
examinations and other services provided based on
this Agreement, the remuneration according to
Exhibit 1 of this Agreement. The Parties
acknowledge that the expected total financial
commitment shall be 5,617,600.00 CZK.

The remuneration for Clinical Trial conduct will be
paid quarterly, every time for visits, examinations
and other services provided in respective calendar
quarter. If recruitment of Clinical Trial Subjects is
terminated and all Clinical Trial Subjects, who have
signed the informed consent, either terminate
their participation in the Clinical Trial or start
survival follow-up, which shall be notified to the
Institution in writing, the frequency of payments
will change with the effective date being the first
day of the calendar quarter following the written
notification referred to in the previous sentence
and the remuneration for Clinical Trial conduct will
be paid at 6-month intervals, ie for the period of 1.
4.-30.9.and 1. 10. - 31. 3. of the relevant calendar
year.

Upon end of a calendar quarter/above stated 6-
month interval, the Sponsor is obligated to send
the Institution materials for the remuneration
calculation. Based on these materials, the
Institution issues an invoice.

The remuneration calculation materials must
include itemized listing of all visits, examinations
and other services performed within the respective
quarter/the respective 6-month interval. The
calculation must be performed separately for each
Clinical Trial Subject which has to be indicated by a
number. For each Clinical Trial Subject there must
be stated which visits or examinations and also
pricing of these visits and examinations according
to Exhibit 1 of this Agreement. In case any other
services were provided, they must also be listed in
itemized calculation with pricing according to the
budget stated in Exhibit 1 of this Agreement.

In case the Sponsor does not send the
remuneration calculation materials to the
Institution in term of 14 days from the date of
calendar quarter/above stated 6-month interval
end, the Institution is entitled to issue an invoice
for all visits, examinations and other services
performed within the Clinical Trial in respective
calendar quarter/the respective 6-month interval.
In case the Institution finds out that there is any
deficiency in the remuneration calculation
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povinny si navzdjem poskytnout soucinnost materials, the Institution shall notify the Sponsor
nezbytnou k odstranéni pfipadnych rozpor(. without undue delay who is obligated to remove it
Neposkytnuti soudinnosti se povaZzuje za podstatné immediately. If the Sponsor believes that there is
poruseni této smlouvy. no deficiency in the materials, the Sponsor
Neodstrani-li zadavatel nedostatky v podkladech pro undertakes to inform the Institution. The Parties
vypocet odmény anive Ih(ité 5 dnd ode dne oznameni are subsequently obligated to provide mutual
dle predchoziho odstavce, nebo v téze lhaté nesdéli assistance necessary to remove possible
zhotoviteli, Ze v podkladech Zzadné nedostatky discrepancies. Not providing the assistance is
nespatfuje, je zhotovitel opravnén vystavit fakturu za considered a substantial breach of this Agreement.
vSechny navstévy, vysetreni a dalsi sluzby provedené If the Sponsor does not remove the deficiency in
dle  zhotovitele v  pfrislusném  kalendarnim remuneration calculation materials in term of 5
Ctvrtleti/pfislusném 6mésicnim intervalu. days from the date of notification pursuant to the
Zavérec€na platba bude uhrazena poté, co zadavatel previous part or does not inform the Institution in
obdrzi vsechny fadné vyplnéné a zkousejicim the same period that the Sponsor does not
schvélené zaznamy subjektd hodnoceni a nepouzity consider any deficiency in the materials, the
hodnoceny |écivy pfipravek a zkousejici Fadné vyplini Institution is entitled to issue an invoice for all
a predlozi vsechny formulafe a inventarizacni visits, examinations and other services performed
dokumenty poZzadované zadavatelem, které dokladaji in the Institution’s opinion in respective calendar
doruceni, vydani, pouziti a navraceni hodnoceného quarter/the respective 6-month interval.

|éCivého pripravku, zodpovi dotazy ke studijnim The final payment will be made after the Sponsor
datim a dokondi provedeni klinického hodnoceni v has received all dully completed and approved by
souladu s touto smlouvou a protokolem klinického the Investigator Case Report Forms and any unused
hodnoceni. Investigational Medicinal Product, provided that
Odména je splatnd vidy ve |h(té 30 dnd ode dne the Investigator duly completes and submits all
vystaveni faktury. forms and stocktaking documents as required by
Smluvni strany se dohodly, Ze ke vSem cenam the Sponsor, which evidence the delivery, issuance,
uvedenym v této smlouvé bude pripocitana DPH ve use and return of the Investigational Medicinal
vysi dle pravnich predpisd uUcinnych ke dni Product, answers study data queries and concludes
uskuteénéni zdanitelného pInéni, kterad bude s témito the conduct of the Clinical Trial in accordance with
rovnéz uhrazena. this Agreement and the Clinical Trial Protocol.
Odména uhrazena na zakladé této smlouvy zahrnuje The payment is- due within 30 days from the date
odménu zhotoviteli za splnéni veskerych ukoll of the invoice.

popsanych v této smlouvé a jejich prilohach, zejména The Parties agreed that to all prices stated in this
pak za pfipadny ndkup ¢i prondjem produktl di Agreement a VAT will be added, in rate according
zatizeni pouzitych vramci plnéni takového ukolu, to legal regulations effective as of the date of
jakoZ i uhradu nakladd za provedeni laboratornich a taxable event realization, which will be paid
jinych vysettfeni poZzadovanych protokolem klinického together with those prices.

hodnoceni, Uhradu nakladd souvisejicich The remuneration paid based on this Agreement
s poskytnutim kopii dokument( dle ¢l. IV odst. 7 pism. includes remuneration for the Institution for
f), Ghradu naklad( lékarny, vietné nakladl na performance of all tasks as described in this
zajisténi likvidace prazdnych nebo poloprazdnych Agreement and its Exhibits, including without
oball hodnocenych léCivych pripravkl a na nakladani limitation, for any purchase or lease of products or
s vratnymi obaly, které slouzi k prepravé lécivych facilities used in performing such task, as well as
pfipravkl do mista hodnoceni a Uhradu compensation for costs of conducting any
administrativnich nakladd spojenych s provadénim laboratory and other examinations as required by
klinického hodnoceni, a to vcéetné ndakladd na the Clinical Trial Protocol, compensation for costs
archivaci dokumentace vztahujici se ktomuto related to the provision of the copies of documents
klinickému hodnoceni. as per Article IV (7) (f), reimbursement of the costs
Dohodnuta cena dale zahrnuje odménu naleZejici of the pharmacy, including costs of liquidating
zkousejicimu a c¢lendm studijniho tymu a dalsim empty or half-empty containers with
zaméstnancim zhotovitele podilejicim se na Investigational Medicinal Products and of handling
provadeéni klinického hodnoceni. recyclable containers serving for the transport of
Veskera ujednani, platby, odmény, bonusy a dalsi medicinal products to the Clinical Trial Site, as well
finan¢ni podminky Ucasti osob, které se podileji na as reimbursement of any administrative costs
provadéni klinického hodnoceni podle této smlouvy a connected with the conduct of the Clinical Trial,
jejichz odména je soucasti ceny dle prilohy €. 1, jsou including costs of archiving documents relating to
vyhradné zdlezZitosti zhotovitele a téchto osob. this Clinical Trial.
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Zhotovitel je odpovédny za to, Ze vSem témto osobdm
za jejich cinnost poskytne plnéni prfimérené jejich
ucasti na klinickém hodnoceni.

Smluvni strany se ddle dohodly na zméné ¢l. V odst. b.
Ptilohy €. 1 smlouvy, jehoZ plvodni znéni se rusi a které
naddle zni takto:

b.Smluvni strany se dohodly, Ze zadavatel uhradi

zhotoviteli cenu ve vysi xxx K¢ za ukony souvisejici se
zahdjenim klinického hodnoceni (start-up faze). Tato
cena je splatnd na zdakladé faktury vystavené
zhotovitelem po uzavieni této smlouvy, a to ve lhité
30 dnid ode dne vystaveni faktury.

Smluvni strany se dale dohodly, Ze zadavatel uhradi
zhotoviteli ¢astku ve vysi xxx K¢, ktera slouzi k
pokryti administrativnich dkon( spojenych s
uzavienim pripadného dodatku k této smlouvé. Tato
¢astka je splatna na zakladé faktury vystavené
zhotovitelem po uzavieni takovéhoto dodatku, a to
ve |hité 30 dnd ode dne vystaveni faktury.

2) Veskerd ostatni ustanoveni plvodni smlouvy zlstavaji v

3)

4)

5)

platnosti.

Smluvni strany se dohodly, Ze tento dodatek nabyva
platnosti dnem podpisu posledni smluvni stranou a
ucinnosti dnem uverejnéni v registru smluv.

Tento dodatek je vyhotoven ve tfech stejnopisech,
kazdda smluvni strana obdrzi jedno vyhotoveni.

Tento dodatek je vyhotoven vceském a anglickém
jazyce a v pripadé jakéhokoli sporu je pravné zavazné
Ceské znéni tohoto dodatku.

Smluvni strany prohlasuji, Ze tento dodatek ke smlouvé
je projevem jejich urcité, vainé a svobodné vile, na
dlkaz
vlastnorucnimi podpisy.

¢eho tento dodatek potvrzuji  svymi

2)

3)

4)

5)

The agreed price further includes remuneration for
the Investigator and members of the Study Team
and other employees of the Institution
participating in the conduct of the Clinical Trial.
All  arrangements, payments, remuneration,
bonuses and other financial terms of the
participation of the persons involved in the
conduct of the Clinical Trial pursuant to this
Agreement, whose remuneration is part of the
price as per Exhibit 1, are the sole responsibility of
the Institution and these persons. The Institution is
responsible for providing all these persons, for
their activities, with performance adequate to their
involvement in the Clinical Trial.
The Parties have further agreed to amend Article V
(b) of Exhibit 1 of the Agreement, the original text of
which is repealed, and which shall continue to read
as follows:

b. The Parties agreed that the Sponsor shall pay the

price of xxx CZK to the Institution for acts in
connection with commencement of the Clinical
Trial (start-up phase). This price is due based on
invoice issued by the Institution upon this
Agreement execution, in term of 30 days from the
date of invoice issue.
The Parties further agreed that the Sponsor shall
pay the price of xxx CZK to the Institution, which
serves to cover the administrative acts connected
with the conclusion of a possible Amendment to
this Agreement. This amount is due based on
invoice issued by the Institution upon such
Amendment execution, in term of 30 days from the
date of invoice issue.

All other provisions of the Agreement shall remain in
full force and effect.

The Parties agreed that this Amendment becomes
valid on the date of its execution by the last Party and
effective upon publishing at the Registry of
Agreements.

This Amendment is made in three counterparts, with
each Party receiving one counterpart.

This Amendment is made in Czech and English
languages and, in the event of any dispute, the Czech
language version of this Amendment shall be legally
binding.

The Parties represent that this Amendment to the
Agreement expresses their definite, serious and free
will, in witness whereof they attach their signatures
to this Amendment.
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V Brné dne / Brno, date

21.1.2020

Zkousejici / Investigator:

XXX

V Brné dne / Brno, date

21.1.2020

Za zhotovitele / On behalf of Institution:

prof. MUDr. Marek Svoboda, Ph.D.

feditel / Director
Masaryk(v onkologicky Ustav

V Praze dne / Prague, date

19.12.2019

Za zadavatele / On behalf of Sponsor:

XXX
Bristol-Myers Squibb International Corporation
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halouzka
Text napsaný psacím strojem
21. 1. 2020

halouzka
Text napsaný psacím strojem
21. 1. 2020

halouzka
Text napsaný psacím strojem
19. 12. 2019
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