AMENDMENT No. 2 TO THE SITE AGREEMENT -

This amendment (the “Amendment”) is entered into
and effective this 2" day of May 2018 between:

Slany Municipal Hospital with its principal place of
business at Politickycm Veznu 576, Slany, 27401,
Czech Republic (hereinafter the “Institution”)

-and-

represented by

s - czEcH REPUBLIC - CENTRE # |l

2 DODATEK KE SMLOUVE O PROVADENI

KLINICKE STUDIE -

Tento dodatek (dale jen ,Dodatek) se uzavira a
nabyva uc¢innosti dne 2 kvéten 2018 (dale jen mezi):

Slany Municipal Hospital se sidlem Politickycm Veznu

576, Slany, 27401, Czech Republic (dale jen
.Instituce")
_a_
zastoupenou

The Institution and - are hereinafter each
individually referred to as a “Party” and collectively
referred to as the “Parties”.

WHEREAS, a Site Agreement was entered into
between Institution _and

represented by
ember , Which was assigned
by o its affiliated company
Il cffective 1%t January 2017 (hereinafter the
“‘Agreement”), and which shall include any
amendments made to the Agreement between HHSC
on behalf of il and Institution for the randomized
controlled trial of ||l for the prevention of
major cardiovascular events in patients with corona
i disease called

, on e

WHEREAS, the_Data Safety Monitoring
Board (hereinafter the “DSMB”) recommended

discontinuation of the arms of the
Study because of a clear benefit of one of the two
arms and that the
placebo treatment

versus
(hereinafter “PPI”) may continue;

WHEREAS, [} acted on the DSMB
recommendation and performed an early closeout of
the

WHEREAS, -is making available
plus I for the Subjects as part of a long-term
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Instituce a -jsou dale uvadéni jednotlivé jako
»Smluvni strana" a spole¢né jako ,Smluvni strany".

VZHLEDEM K TOMUI ZE Mezi Instituci a .

zastoupenou spole¢nosti HHSC, byla dne 27 Zzafi
2013 uzaviena Smlouva o provadéni klinické studie,
ktera byla postoupena spole€nosti jeji
pridruzenou spole¢nosti s ucinnosti
kdatu 1. ledna 2017 (dale jen ,Smlouva®) a ktera
zahrnuje vSechny dodatky Smlouvy mezi HHSC,

jménem spoleénostiF a Instituci, tykajici se na
randomizované, kontrolované klinické hodnoceni
m v prevenci zavaznych

ardiovaskularnich

pfihod u pacientll s onemocnénim
koronarnich nebo perifernich artérii

(dale jen ,Studie®);

VZHLEDEM K TOMU, ZE Data Safety
Monitoring Board (dale jen “DSMB”) doporucila

ozastaveni studijnich vétvi s
I vahledem
jednoznacnemu pfinosu jedné ze dvou vétvi
s - dile Ze lécba SF
v porovnani s placebem dale jen ,PPI")
muize pokracovat;
vZHLEDEM K TOMU, ZE [lliednal v souladu s

doporucenim DSMB a vCas uzaviel vétve
s

vZHLEDEM K TOMU, ZE HEEEM zpristupriuje
plus-ro Subjekty hodnoceni jako



open-label extension protocol amendment (hereinafter
the “LTOLE").

NOW THEREFORE, in consideration of the above, it
has been agreed as follows:

ARTICLE 1: PURPOSE OF THE AMENDMENT

Due to the LTOLE protocol amendment, there will be
additional activities in relation to Subject enrollment
and follow-up. LTOLE visit fees will be paid in
accordance with the new fee schedule Exhibit A —
LTOLE.

ARTICLE 2: TERMS AND CONDITIONS

This Amendment appends to Exhibit A the following
additional payment schedule:

a) Exhibit A—LTOLE

ARTICLE 3: MISCELLANEOUS

3.1
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¢ast dlouhodobého, otevieného rozsifeni v dodatku
k protokolu (dale jen ,LTOLE").

PROTO, sohledem na vySe uvedené, se Smiuvni
strany dohodli na nasledujicim:

CLANEK 1: UCEL DODATKU

Vzhledem k tomu, ze podle dodatku protokolu LTOLE,
vzejdou dalsi aktivity ve spojeni naborem Subjektll
hodnoceni a naslednym sledovanim. Poplatky za
navstévy LTOLE budou zaplaceny v souladu s novym
rozvrhem plateb - Pfiloha A — LTOLE.

CLANEK 2: PODMINKY

Timto Dodatkem se Pfiloha A doplfiuje o nasledovny
rozvrh plateb:

a) Priloha A-LTOLE

CLANEK 3: RUZNA USTANOVENI

3.1




3.2 Except as explicitly amended hereby, all other
provisions of the Agreement shall remain
unchanged.

IN WITNESS WHEREOF, the Parties hereto have
caused this Amendment to be duly executed in two (2)
counterparts, each of which shall be deemed to be an
original, as of the day and year first above written.

Signed for and on behalf of_

Signature -

Name: [N

Position: Director of Contracts, Population Health
Research Institute, HHSC

20(-MAaAY-0y
(YYYY-MMM-DD)

Date:

-and-

INSTITUTION: Slany Municipal Hospital

Signature

Name: _
M pECTER
. orxX —NAT — 76
(YYYY-MMM-DD)

NEMOCNICE SLANY

Politickych véziit 576
PsC 274 51
1C0: 00875295

DIC: CZ00875295
2018-1141-PHRI

Title:

Date:

@

I - cz=cH repusLic - centre ||

3.2 Neni-li vyslovné stanoveno jinak, vSechna ostatni
ustanoveni Smiouvy zdstavaji beze zmény.

NA DUKAZ CEHOZ, strany tohoto Dodatku uzaviraji
tuto Smlouvu vyhotovenou ve dvou (2) kopiich,
prficemz kazda z nich ma platnost originalu, ke dni,
mésici a roku uvedenému vyse.

Podepsano jménem a za spoleénost-

_
-

Podpis
Jméno:

Pozice: !lreclor ol Contracts, Population Health

Research Institute, HHSC

20(€-mAY-c2
(RRRR-MMM-DD)

Datum:

-a-

INSTITUCE: Slany Municipal Hospital

Podpis
ree: T
Titul: /262 17& (_
Do¥ - v — 7€
Datum:
(RRRR-MMM-DD)
NEMOCNICE SL ANy

Politickych vz
5
SC 274 51 6

ICO: 00875295
DIC: cz00875205

a
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EXHIBIT A - LTOLE
PAYMENT SCHEDULE - Page 1/2

PRILOHA A - LTOLE - Strana 1/2
HARMONOGRAM PLATEB

time, pharmacy

The fee per Subject is inclusive of all costs (e.g., staff

costs, events reporting costs,

archiving costs, patient travel costs, drug destruction,

Odména za pfipad zahrnuje vesSkeré naklady (tj. cas
persondlu pfi identifikaci potencidlnich Gcastnikll a
skriningové aktivity, naklady Iékarny, naklady souvisejici

consent obtained
& remaining visit

navstéva, 2.¢ast —
ziskani souhlasu a
dokongeni zbyvajici

overheads). se zasilanim zprav o udalostech ¢&i s archivaci
dokumentll, kompenzace cestovnich naklad pacientt,
likvidace léku, rezijni naklady instituce).
LTOLE navsteva
LTGLE WIBIT Gastka v EUR na Subjekt
Amount In ELR per Suliject, studie, na navstévu a pfijem
LTOLE Visit per visit & receipt of all LTOLE Druh B Lo A prij
Types required visit CRFs navstévy vsech pozadovanych CRF pro
navstévu
With a PPl | Stand-alone navstéva s navstéva
visit visit samostatna
LTOLE initiation LTOLE avodni
visit part 1 — navstéva,1.cast —
consent - pokus o ziskani L
attempted* souhlasu*
LTSILE instisien LTOLE tvodni
visit part 2 —

232’&':; 4 aktivit.

LTOLE Follow- - LTOLE Sledovaci -
up visit navstéva

LTOLE Final LTOLE Zavérecna

follow-up visit - sledovaci navstéva -
LTOLE Holdback LTOLE zadrZena .

Fee** . platba**

T
=
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EXHIBIT A - LTOLE
PAYMENT SCHEDULE - Page 2/2

PRILOHA A - LTOLE - Strana 2/2
HARMONOGRAM PLATEB

*

Sites are expected to contact all participants who
were alive at the final visit and eligible for participating
in LTOLE. Payment is not

made for participants
whose status at the time of theiwashout
visit was either withdrawn consent or dead.

*

Oc¢ekava se, Ze centra oslovi vSechny ucastniky
Zijici pfi zavéretné navstévé avhodné k Ucasti
vLTOLE. Platba nebude provedena za ucastniky,
ktefi pfi navstéveé po odeznéni ucinku jiz
nezili, pfipadné jiz stahli souhlas s Gcasti ve studil.

**  LTOLE Holdback Fee will be paid after country
LTOLE database lock (anticipated to be at latest 4
months after the last LTOLE visit per country). All
required data for the Subject must be collected and
provided to PHRI.

*%

LTOLE zadrzena platba bude proplacena po
uzavieni databaze pro Ceskou Republiku (otekava se
nejméné& 4 meésice po posledni LTOLE navsteve
v zemi). V8echna pozadovana data o subjektu musi
byt shromazdéna a poskytnuta PHRI.

EC invoices must be received within three (3) months
of EC approval and must contain the following
information:

1. Study name
2. Investigator name
3. Centre number

Faktury Etické komise (EK) museji byt pfijaty do tfi (3)
meésicll od schvaleni EK a museji obsahovat
nasledujici informace:

1. Nazev studie
2. Jméno zkousejiciho
3. Cislo centra

Any EC invoices received after Study end are not
eligible for reimbursement.

Jakékoliv faktury EK pfijaté po skonéeni Studie
nebudou proplaceny.
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