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CONTRACT AMENDMENT #1

THIS CONTRACT AMENDMENT #1
("Contract Amendment # 1”), d is effective
on August 07, 2018 (the “Effective Date"), is
by and between

Krajska zdravotni, a.s. located at Socialni
péce 3316/21A, 401 13 Usti nad Labem,
Czech Republic, represented by lng. Petr
Fiala, the executive director, duly registred in
the Commercial Register maintained by the
Regional Court in Usti nad Labem, Section B,
Entry 1550 (the “1nstitution”),

Pharmaceutical Research Associates CZ,
s.r.o., located at Praha 7, Jankovcova
1569/2c, Post Code (PSC): 170 00, Czech
Republic, 1C (company [1) number):
27636852, the limited liability company duly
registered in the Commercial Register of the
Czech Republic maintained by the Municipal
Court in Prague, Section C, Entry 120574,
represented by MUDr. Andrea K16, Proxy
("PRA"), an affiliate of
PHARMACEUTICAL RESEARCH
ASSOCIATES INC, located at 4130
ParkLake Avenue, Suite 400, Raleigh, North
Carolina 27612, USA (“PRA US”), acting as
an independent contractor for

Bristol—Myers Squibb located at Chaussée
de la Hulpe 185, 1170 Bruxelles, Belgium
(the “Sponsor”),

and ,
anemployee ofthe Institution, acting within the
scope of his/her employment, located at
Kardiologicka klinika of Krajska zdravotni
as, Socialni péce 3316/21A, 401 13 Usti nad
Labcm, Czech Republic, who shall serve as the
principal investigator (“Investigator”).

Krajska zdravotni, a.s. /
CV016-007

DODATEK (E. 1' KE SMLOUVE o
PROVEDENI KLINICKEHO

HODNOCENI

Tento DODATEK C 1 KE SMLOUVE 0
PROVEDENI KLINICKEHO
HODNOCENI (dale jen ,,Dodatek a. 1 ke
Smlouve“) n nabyva ucinnosti dne 7. srpna
2018 (dalejen ,,datum ucinnosti"), mezi

Krajskou zdravotni, a.s., se sidlem Socialni
pe’ée 3316/21A, 401 13 Usti nad Labem, Ceska
republika, zastoupenou Ing. Petrcm Fialou,
generalnim reditelem, zapsanou v Obchodnim
rejstriku vedene’m Krajskym soudem v Usti
nad Labem, oddil B, vloika 1550 (dale jen
“Zdravotnicke' zatizeni"),

spolecnosti Pharmaceutical Research
Associates CZ, s.r.o., se sidlem Praha 7,
Jankovcova 1569/2c, PSC 170 00, Ceska
republika, 1C: 27636852, spolecnosti s
ruéenym omezeny’m radne zapsanou v
Obchodnim rejstriku Ceske’ republiky
vedeném Mestskym soudem v Praze, oddil C,
vloZka 120574, zastoupena MUDr. Andreou
c, prokuristkou, dalejen (,,PRA“), pobockou
spolecnosti PHARMACEUTICAL
RESEARCH ASSOCIATES INC, se sidlem
4130 ParkLake Avenue, Suite 400, Raleigh,
North Carolina 27612, USA (dale jen "PRA
US"), jednajicijako nezavisly dodavatel

spolecnosti Bristol-Myers Squibb se sidlem
Chausse’e de la Hulpe 185, 1170 Brusel, Belgie
(dalejen ,,Zadavatel"‘),

a ,
zamestnancem Zdravotnického zarizeni,
jednajiciho v rozsahu sve'ho zamestnani, se
sidlem Kardiologicka klinika Krajské
zdravotni, as, Socialni pe'ce 3316/21A, 401 13
Usti nad Labem, Ceska republika, ktery bude
vystupovat jako hlavni zkouéejici (dale jen
,,Zkousejici“).
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WITNESSETH:

WHEREAS, under the terms of a certain
Clinical Trial Agreement. effective as of
February 9, 2018 19‘'1 March 2018 (the
"Aei‘eenient”) between and among the parties.
PRA retained the Institution and the
Investigator to perform the research study
entitled “A Randomized, Double-Blinded,
Placebo-Controlled, Single and Multiple
Ascending Dose Study to Evaluate the
Safety, Tolerability, Pharmacokinetics and
Pharmacodynamics of BMS-986224 in
Healthy Subjects and Chronic Heart
Failure Patients with Reduced Ejection
Fraction.” (the HM) sponsored by
Bristol-Myers Squibb International
Corporation (the “Sponsor“), as more
panicularly described in the Agreement; and

WHEREAS, the parties hereto have
entered into certain additional agreements with
respect to modification ofthe Agreement, and
which they desire to memorialize in this
Contract Amendment #1;

NOW, THEREFORE, in consideration
of the premises and of the following mutual
promises, covenants and conditions hereinafter
set forth. the parties hereto agree as follows:

1. Budget / Payment Schedule. To
account for changes to the services and costs
under the Agreement due to protocol
amendment ver. 3.4. the parties agree that the
Budget attached to the Agreement as Exhibit B
is hereby stricken and replaced by the Revised
Budget attached hereto as Appendix A.

2. Ratification of Balance of Agreement. In
all other respects, the terms of the Agreement
are hereby ratified and affirmed by each of the
parties hereto.

Czech Republic/ Contract Amendment #1
Krajska’ 2dravotni, as. /

CV016»OO7

UvonNi USTANOVENi:

VZHLEDEM K TOMU, iE na zaklade
Smlouvy o provedeni klinicke’ho hodnoceni
mezi smluvnimi stranami ze dne 9. unora 2018
(dalejen .smlouva"), spolecnost PRA zavazala
Zdravotnicke zarizeni a Zkousejiciho k
provadeni klinicke’ vy’zkumne studie pod
nazvem ,,Rand0mizovana, dvojité
zaslepena, placebem kontrolovana studie
s jednou davkou a sviceéetnym navysenim
davky, hodnotici bezpecnost, snasenlivost,
farmakokinetiku a farmakodynamiku
pi‘ipravku BMS-986224 u zdravych
subjektfi a pacientfi s chronickym srdecnim
selhanim se sniienou ejekéni frakci.“ (dale
jen .,studie“), sponzorované firmou Bristol-
Myers Squibb International Corporation
(dale jen ..Zadavatel“‘). jak je podrobnéji
popsana ve smlouvé: a

VZHLEDEM K TOMU, 2E
smluvm’ strany se dohodly na zmene obsahu
smlouvy. kteraZto ma byt zaznamenana v
tomto Dodatku c. 1 ke Smlouvé;

SE TiMTo s ohledem na
predpoklady a nasledujici vzajemné pf‘isliby.
dohody a podminky dale ustanovene smluvni
strany dohodly takto:

1. Rozpoéet / Rozpis plateb. Za ucelem
zohledneni zmen ve sluibach a nakladech ve
Smlouve dle dodatku kprotokolu ver. 3.4,
strany souhlasi s tim, 2e Rozpoéet pi‘ipojeny ke
Smlouve jako priloha B je timto zrusen a
nahrazen Revidovanym Rozpoctem. ktery
je pripojen niiejako Priloha A.

2. Potvrzeni obsahu smlouvy. Smluvni strany
timto potvrzuji, 2e ve vsech ostatnich
ustanovem’ch zfistava Smlouva nezmenena.
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3. Headings. The headings in this Contract
Amendment #1 are for convenience of
reference only and shall not affect its
interpretation.

4. Publications. The parties hereby agree with
Contract Amendment # 1 and Agreement
publication by the Institution to fulfill the
obligation imposed by valid and effective
legislation. including but not limited to Act
340/2015. on Register of Contracts. as
amended and in compliance with guidelines
and decisions of the Ministry of Health of
Czech Republic.

5. The other party acknowledges that
Institution as a state funded organization is
obliged. based on third parties request. to
provide information in compliance with Act
106/1999, on Free Access to Information, as
amended.

6. The parties agree that publication of this
Contract Amendment # 1 and Agreement at
Register of Contracts will be made by
Institution within 30 days from Contract
Amendment # 1 execution. PRA will provide
the Institution the final redacted version of
Contract Amendment # 1.

7. The parties hereby understand that trade
secrets in compliance with § 504 Civil Code
and other information, which are not subject to
disclosure obligations. will be blacked—out
before the Contract Amendment # 1 and
Agreement publication. PRA and Sponsor
consider following items as trade secrets:
Study duration, number of enrolled patients,
Protocol details, Payment Terms, detailed
Budget.

8. Institution will provide PRA confirmation
about Contract Amendment # I and
Agreement publication to following email
address:

Krajské zdravotni, a.s. /
CV016~OO7

3. Nadpisy. Nadpisy uvedene v tomto Dodatku
c. l kc Smlouve maji pouze infonnativni
vyznam a neniaji jakykoli vliv na vyklad
Smlouvy.

4. Uvef'ejfiovani. Smluvni strany souhlasi
s uvei'ejnenim tohoto Dodatku c. 1 ke Smlouve
a Smlouvy ze strany Zdravotnickeho zai‘izeni
za [leelem splneni povinnosti uloienych mu
platnou a ucinnou pravni upravou. a to zejména
zakonem c, 340/2015 Sb, 0 registru smluv, ve
zneni pozdejsich ptedpisfi. a dale pokyny a
rozhodnutimi Ministerstva zdravotnictvi C eske
republiky.

5. Druha smluvni strana bere na védomi. 2e
Zdravotnicke’ zaiizeni jakoZto statni
prispevkova organizace je povinna na dotaz
treti osoby poskytnout informace podle Zak. c.
106/1999 Sb, 0 svobodném pfistupu
k informacim. ve zneni pozdejSich predpisfi.

6. Smluvni strany se dohodly, ie
uverejneni tohoto Dodatku c.1 ke Smlouve a
Smlouvy prostrednictvim registru smluv bude
provedeno Zdravotnickym zarizenim do 30 drift
od uzavreni tohoto Dodatku c. 1 ke Smlouve.
PRA doruci Zdravotnickemu zai‘izeni
koneCnou podobu Dodatku c. 1 ke Smlouve
s redikci.

7. Smluvni stranyjsou srozumeny s tim.
2e informace tvoi‘ici obchodm’ tajemstvi ve
smyslu § 504 OZ a daléi informace, ktere
nepodléhaji povinnosti uvefejnéni, budou pied
zverejnenim Dodatku c.1 ke Smlouve a
Smlouvy znecitelneny. Za obchodni tajemstvi
PRA a Zadavatel povaZuji zejména: délku
studie. pocet zarazenych pacientfi, detaily
Protokolu, Platebni podminky, podrobny
rozpocet.

8. Zdravotnicke’ zaiizeni zasle PRA
potvrzeni o uverejneni Dodatku e. l ke
Smlouvé a Smlouvy v registru na e—mailovou
adresu
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9. This Contract Amendment # 1 will be 9. 'I‘ento Dodatek c. 1 Re Smlouvé budc
executed in three (3) counterparts. Each Party uzavren ve trech (3) vyhotovcnich. 7. nichi
will receive one. kaidé smluvni strana obdril pojednom.
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IN WITNESS WHEREOF, the panties NA DUKAZ TOHO, f‘édne zmocnéni
hereto, each by a duly authorized zastupci smluvnich stran podepsali tento
representative, have executed this Contract Dodatek &. l ke Smlouvé.
Amendment #14

PHARMACEUTICAL RESEARCH ASSOCIATES CZ, s.r.0.

By/P

Nam

Title/Funkce: Proxy / Prokuristka

Date/Datum: \}" CLug - LOIR

KRAJSKA ZDR OCNICE v USTI NAD LABEM, 0.2.

By/Podepsal: ' if
. In )A

Authorised Signature/ p p zmocnene o zas upce ,LWIM
Name/Jme’no: lng. Petr Fiala u

' f" 03?

Titie/Funkce: Executive Director / Jednate]

1 8 -UQ- 2013Date/Datum:

lNVESTIGATOR/ZKOUSEJICI

By/Podepsal:

Name/Jmc’no:

Title/Funkce: Principal Investigator / Hlavni zkouSeiici
/’ p r', y/g

Date/Datum:
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APPENDIX A / PRILOHA A V
REVISED BUDGET / REVIDOVANY ROZPOCET
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