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AMENDMENT NO.1TO THE
CLINICAL TRIAL AGREEMENT

This Amendment No. 1 (“Amendment No. 1”) to
Clinical Trial Agreement dated 23 July, 2021, is
valid on the date of last signature and effective
on the date of publishing in accordance with the
Act no. 340/2015 Coll. On the Register of
Contracts (the “Effective Date”), by and between

Vseobecna fakultni nemocnice v Praze
located at U Nemocnice 499/2, Praha 2, 128 08,

Czech Republic, Company ID number:
00064165, TAX ID number: CZ00064165,
represented by  XXXXXXXXXXXXXXXX (the

“Institution”),
and

Pharmaceutical Research Associates CZ,
s.r.o., located at Jankovcova 1569/2¢c, 170 00,
Praha 7, Czech Republic, ICO (company ID
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 XXXXXXXXXXXXXXXX
(“PRA”), acting as an independent contractor for
Ionis Pharmaceuticals, Inc. se sidlem 2855
Gazelle Court, Carlsbad, CA 92010, USA (the
“Sponsor”), legally represented in European
Union by Ionis Developement (Ireland)
Limited, se sidlem 10 Earlsfort Terrace, Dublin,

D02 T380, Ireland (the “Sponsor
Representative”)

and
XXXXXXXXXXXXXXXX, an employee of the

Institution, acting within the scope of his/her
employment (“Investigator”), each of which are
also referred to herein individually as a “Party,”
and collectively as the “Parties”.

VSeobecna fakultni nemocnice / XXXXXXXXXXXX
ION-682884-CS2

DODATEK C. 1 KE SMLOUVE 0
PROVEDENI KLINICKEHO
HODNOCENI

Tento Dodatek ¢. 1 (dale jen ,,Dodatek ¢&. 1°) ke
Smlouveé o provedeni klinického hodnoceni ze
dne 23. cervence 2021, nabyva platnosti ke dni
podpisu posledni stranou a stava se Géinnym
dnem uvetejnéni dle zdkona ¢. 340/2015 Sb., o
registru smluv (dale jen ,Datum ucinnosti®),
mezi

Vseobecnou fakultni nemocnici v Praze se
sidlem U Nemocnice 499/2, Praha 2, 128 08,
Ceska republika, IC: 00064165, DIC:
CZ00064165, zastoupenou XXXXXXXXXXXXXXXX
(dale jen ,,Zdravotnické zafizeni®),

a

spole¢nosti Pharmaceutical Research
Associates CZ, s.r.0., se sidlem Jankovcova
1569/2¢, 170 00, Praha 7, Ceska republika, ICO:
27636852, spolecnosti s ruenym omezenym
fadné zapsanou v Obchodnim rejstiiku Ceské
republiky vedeném Méstskym soudem v Praze,
oddil C, vlozka 120574, zastoupenou
XXXXXXXXXXXXXXXX (dale jen ,,PRA®), jednajici
jako nezavisly dodavatel spolecnosti lonis
Pharmaceuticals, Inc. se sidlem 2855 Gazelle
Court, Carlsbad, CA 92010, USA (dale jen
»Zadavatel™), v Evropské unii pravné zastoupen

spolecnosti Ionis Developement (Ireland)
Limited, se sidlem 10 Earlsfort Terrace, Dublin,
D02 T380, Irsko (dale jen ,Zastupce
Zadavatele®).

a

XXXXXXXXXXXXXXXX, zamgstnancem

Zdravotnického zafizeni, jednajiciho v rozsahu
svého zaméstnani (dale jen ,,Zkousejici®),
z nichz kazdy je zde také oznacovan jednotlive
jako ,,smluvni strana“ a spolecn¢ jako ,,smluvni

strany*®,
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RECITALS:

WHEREAS, the Parties executed Agreement to
conduct a clinical study with the title “A Phase
3 Global, Double-Blind, Randomized,
Placebo- Controlled Study to Evaluate the
Efficacy and Safety of ION-682884 in Patients
with  Transthyretin-Mediated = Amyloid
Cardiomyopathy (ATTR CM)”, (the “Study”),
bearing protocol number ION-682884-CS2 (the
“Protocol”).

WHEREAS, Protocol Amendment No. 5 was
implemented, which revised costs for the
performance of the Study; and

WHEREAS, the Parties now desire to make
certain modifications to the Agreement to
account for changes to Budget, all as set forth in
this Amendment No. 1.

NOW THEREFORE, in consideration of the
premises and mutual covenants herein contained,
and for other good and valuable consideration,
the receipt and sufficiency of which are hereby
acknowledged, the Parties hereto agree as
follows:

AGREEMENT:

Effective as of the Amendment No. 1 Effective
Date, the Parties hereby agree as follows:

1. Change in Budget. The Budget set forth
under Exhibit B to the Agreement, is hereby
deleted in its entirety and replaced with the
revised Budget set forth Exhibit B to this
Amendment No. 1, attached hereto and
incorporated herein by this reference.

MISCELLANEOUS:

This Amendment No. 1 amends the terms of the
Agreement and is deemed incorporated into and
governed by all other terms of the Agreement. To

VSeobecna fakultni nemocnice / XXXXXXXXXXXX
ION-682884-CS2

ODUVODNENI:

VZHLEDEM K TOMU, Ze smluvni strany
uzaviely Smlouvu za ti€elem provedeni klinické
studie s ndzvem ,,Globélni, dvojité zaslepena,
randomizovana, placebem Kkontrolovana
studie faze 3 hodnotici ucinnost a bezpe¢nost
pripravku ION-682884 u pacienti s
transthyretinem zprostiedkovanou
amyloidovou kardiomyopatii (ATTR CM)*
(dale jen ,Studie”), scilem protokolu ION-
682884-CS2 (dale jen ,,Protokol”).

VZHLEDEM K TOMU, Ze byl implementovan
Dodatek Protokolu €. 5, ktery upravil naklady na
provedeni Studie; a

VZHLEDEM K TOMU, ze smluvni strany si
nyni pieji provést urcitou upravu Smlouvy, ktera
zohledni zménu Rozpoctu, jak je uvedeno
v tomto Dodatku ¢. 1;

PROTO NYNI sohledem na zde obsazené
predpoklady a vzajemné shody a dohody spolu
sfadnym ahodnotnym protiplnénim, jehoz
pfijem a dostate¢nost jsou timto uznany, se
smluvni strany dohodly takto:

DOHODA:

K Datu t¢innosti Dodatku €. 1 se smluvni strany
dohodly takto:

1. Zména Rozpoctu. Rozpocet stanoveny v
Ptiloze B Smlouvy se timto v celém rozsahu
rusi a nahrazuje revidovanym Rozpoétem v
Ptiloze B k tomuto Dodatku ¢. 1, pfipojeny
nize a zahrnuty timto odkazem.

RUZNE:
Tento Dodatek ¢. 1 upravuje podminky Smlouvy

a je povazovan za zaClenény do vSech ostatnich
podminek Smlouvy aftidi se vSemi ostatnimi
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the extent that the Agreement is explicitly
amended by this Amendment No. 1, the terms of
this Amendment No. 1 will control where the
terms of the Agreement are contrary to or
conflict with the following provisions. Where the
Agreement is not explicitly amended, the terms
of the Agreement will remain in full force and
effect. Capitalized terms used in this
Amendment No. 1 that are not otherwise defined
herein shall have the same meanings as such
terms have in the Agreement. Except as
expressly modified by this Amendment No. 1, all
the other provisions contained in the Agreement
remain valid, binding and unchanged.

Amendment No. 1 is executed in three (3)
counterparts, each of which shall be deemed an
original but taken together shall constitute one
and the same instrument. Each Party shall
receive one copy. The priority language of this
Agreement will be Czech. In the event of any
discrepancy between the two language versions,
the Czech version shall prevail

The Parties agree that, no later than on the date
of signing of this Amendment No. 1, the
Institution will publish the Amendment version
specifically prepared and provided to the
Institution for this purpose by PRA, in machine-
readable format in electronic form, by sending it
to the email address xxxxxxxxx. Notification
from the Register about publication of the
Agreement will be sent to PRA to email:
XXXXXXXXXXXX, XXXxxxxxX. The value of the
Agreement as amended by Amendment No. 1 is
CZK 2,566,000.

Signature page to follow.

VSeobecna fakultni nemocnice / XXXXXXXXXXXX
ION-682884-CS2

podminkami Smlouvy. Do rozsahu, do n¢hoz je
Smlouva vyslovné upravena timto Dodatkem ¢.
1, budou podminky tohoto Dodatku ¢. 1
regulovat ustanoveni, kde jsou podminky
Smlouvy  protichidné  nebo v rozporu
s nasledujicimi  ustanovenimi.  Tam, kde
Smlouva neni vyslovné upravena, ziistanou jeji
ustanoveni plné platnd a G¢inna. Vyrazy psané
velkym pismem, které se pouzivaji v tomto
Dodatku €. 1 anejsou v ném jinak definovany,
maji  stejny vyznam jako ve Smlouvé.
S vyjimkou vyslovné Gpravy timto Dodatkem ¢.
1 zGstavaji vSechna ostatni ustanoveni obsazena
ve Smlouvé platna, zavazna a nezménéna.

Dodatek ¢. 1 je wuzavien ve tfech (3)
vyhotovenich, z nichz se kazdé¢ vyhotoveni
povazuje za original, ale které spolecn¢ zakladaji
jeden a tentyz dokument. Kazda smluvni strana
obdrzi po jednom vyhotoveni.

Rozhodnym jazykem Dodatku ¢. 1 bude Cesky
jazyk. V piipadé jakéhokoli rozporu mezi obéma
jazykovymi verzemi je rozhodujici ¢eska verze.

Smluvni strany se dohodly, ze Zdravotnické
zatizeni uvetejni verzi Dodatku €. 1, kterou mu
za timto ucelem pfipravi a poskytne PRA
nejpozdéji v den podpisu dodatku, a to v strojove
Citelném formatu v elektronické podobé
zaslanim na emailovou adresu — XXXXXXXXX.
Notifikace spravce registru smluv o uvetejnéni
Smlouvy bude zaslana PRA na e-mail povérené
0SObY: XXXXXXXXXXXX, XXXXXXXXxX. Hodnota
Smlouvy ve znéni Dodatku ¢. 1 ¢ini 2 566 000
K¢.

Podpisova strana ndsleduje.
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IN WITNESS WHEREOF, the Parties have NA DUKAZ CEHOZ smluvni strany uzaviely
caused this Amendment No. 1 to be executed tento Dodatek ¢. 1 prostrednictvim fadné
by their duly authorized representatives. zmocnénych zastupcu.

PHARMACEUTICAL RESEARCH ASSOCIATES CZ, s.r.o.

By/Podepsal:
Authorised Signature / Podpis zmocnéného zastupce

Name/Jméno: XXXXXXXXXXXXXXXXXXX

Title/Funkce: XXXXXXXXXXXXXXXXXXX

Date/Datum:

VSEOBECNA FAKULTNI NEMOCNICE V PRAZE

By/Podepsal:
Authorised Signature / Podpis zmocnéného zastupce

Name/Jméno: XXXXXXXXXXXXXXXXXXX

Title/Funkce: XXXXXXXXXXXXXXXXXXX

Date/Datum:

XXXXXXXXXXXXXXX

By/Podepsal:

Name/Jméno: XXXXXXXXXXXXXXXXXXX

Title/Funkce: Principal Investigator / Hlavni zkouSejici

Date/Datum:
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EXHIBIT A / PRILOHA A
REVISED BUDGET / REVIDOVANY ROZPOCET

XXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXX
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