AMENDMENT No. 1 TO CLINICAL TRIAL
AGREEMENT

This Amendment Number One (the “Amendment”)
to Clinical Trial Agreement by and between

IQVIA RDS Czech Republic, s.r.o., having a place
of business at Pernerova 691/42, 186 00 Praha 8 -
Karlin, Czech Republic, Identification number: 247
68 651, Tax identification number; CZ247 68 651,

represented by Ing. Eva Falbrova (“1QVIA”), and

acting in its own name and for and on behalf of and
in the name of Arrowhead Pharmaceuticals, Inc.,
having a place of business at 177 E Colorado Blvd.,
Suite 700, Pasadena, CA91105 USA, by virtue of
a limited agency agreement dated 25th September
2023 (“Sponsor”), and

Krajska zdravotni, a.s., having a place of
business at Socialni péce 3316/12A, 400 11
Usti nad Labem, Czech Republic Identification
number: 25488627, Tax identification number:
CZ25488627, represented by MUDr. Tomas
Hruby, Director (the “Institution’),and

_ with a place of employment at

Interni oddé¢leni, Krajskd zdravotni, a.s. -
Masarykova nemocnice v Usti nad Labem,
0.z., Socidlni péée 3316/12A, 400 11 Usti nad
Labem, Czech Republic (the “Investigator™),

Each a “Party” and together the “Parties”.

and is effective as of its publication in the Register
of Agreements, but the parties agree to be bound
by the rights and obligations arising from this
Amendment from 10 January 2025 (,Effective

Date®)

WITNESSETH:

WHEREAS, IQVIA, Sponsor and Institution and
Investigator entered into that certain Clinical Trial
Agreement for Sponsor's Protocol AROAPOC3-
3003 entited “DOUBLE-BLIND, PLACEBO-
CONTROLLED, PHASE 3 STUDY TO
EVALUATE THE EFFICACY AND SAFETY OF
PLOZASIRAN IN ADULTS WITH SEVERE
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DODATEK &. 1KE SMLOUVE O KLINICKEM
HODNOCENI

Tento dodatek Cislo jedna (dale jen ,Dodatek®) ke
Smlouvé o klinickém hodnoceni mezi témito
stranami:

IQVIA RDS Czech Republic s.r.o. se sidlem na
adrese Pernerova 691/42, 186 00 Praha 8 — Karlin,
Ceska republika, IC: 247 68 651, DIC: CZ247
68 651, zastoupena Ing. Evou Falbrovou (dale jen
JQVIA®), a

Arrowhead Pharmaceuticals, Inc., jednajici
vlastnim jménem av zastoupeni ajménem
spole€nosti, se sidlem na adrese 177 E Colorado
Blvd., Suite 700, Pasadena, CA91105 USA, na
zakladé smlouvy o0 omezeném zastoupeni ze dne
25. zafi 2023 (dale jen ,Zadavatel), a

Krajska zdravotni, a.s., se sidlem Socialni
péce 3316/12A, 400 11 Usti nad Labem, Ceska
republika, Identifika¢ni Cislo: 25488627,
Danové identifikacni cislo: CZ25488627,
zastoupen¢ MUDr. TomaSem Hrubym,
generalnim feditelem (“Zdravotnické

zarizeni”), a
s mistem vykonu zaméstnani

na adrese Interni oddé€leni, Krajsk4 zdravotni,

a.s., - Masarykova nemocnice v Usti nad
Labem, o0.z., Socialni péce 3316/12A, 400 11
Usti  nad Labem, Ceskd republika

(“Zkousejici”),

Kazda samostatné jako “Strana” a spolec¢né
jako “Strany”.

A uzavird se s uUc€innosti ode dne uvefejnéni
v registru smluv, av8ak smluvni strany si pfeji byt
Upravou prav a povinnosti obsazenou v tomto
Dodatku vazany jiz od 10. ledna 2025 (,Datum
ucinnosti)

UVODNIi USTANOVEN:I:

Spole¢nost IQVIA, Zadavatel, Zdravotnické
zafizeni a ZkouSejici uzavrely konkrétni Smlouvu
o provadéni klinického hodnoceni pro protokol

Zadavatele AROAPOC3-3003 S nazvem
,DVOJITE ZASLEPENE, PLACEBEM
KONTROLOVANE KLINICKE HODNOCENI
FAZE 3 POSUzuJici UCINNOST
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HYPERTRIGLYCERIDEMIA (SHASTA-3 Study)’
effective as of 10 January 2025 (the “Agreement”)
and the parties desire to amend such Agreement
as set forth below;

1. To ensure fair compensation for the
Institution and/or Investigator, the Chart Review
Fee shall be provided for the efforts reasonably
required to identify subjects who are potentially
appropriate to screen for the Study.

NOW THEREFORE, in consideration of the mutual
promises and covenants set forth herein, and other
good and valuable consideration, the receipt and
sufficiency of which is hereby acknowledged, the
parties hereby agree to amend the Agreement as
follows:

1. Attachment A. Budget & Payment
Schedule

Attachment A — Budget and Payment Schedule
shall be deleted in its entirety and replaced by a
new Attachment A placed after the signature page
of this amendment

All terms and conditions of the Agreement not
expressly amended by this Amendment remain in
full force and effect.

IN WITNESS WHEREOF, this Amendment has
been executed by the parties hereto through their
duly authorized officers on the date(s) set forth
below.
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A BEZPECNOST PLOZASIRANU
U DOSPELYCH S TEZKOU
HYPERTRIGLYCERIDEMIi (STUDIE SHASTA-
3)“ da€innou ke dni 10. ledna 2025 (dale jen
~Smlouva“) a pfeji si tuto Smlouvu pozmeénit, jak je
uvedeno nize.

1. Aby byla zajisténa pfiméfena odména pro
Zdravotnické zafizenim a/nebo ZkousSejiciho, bude
poskytnut poplatek za analyzu chorobopisu za usili
pfiméfené potfebné k identifikaci pacientl, u nichz
je potencialné vhodné, aby podstoupili vstupni
vySetieni pro Klinické hodnoceni.

NYNi PROTO, po zvaZzeni vzajemnych zavazk(
a pfislibl  zde uvedenych a dalSich Fadnych
a hodnotnych protipInéni, jejichz prijeti
a dostateCnost je timto potvrzena, se strany
dohodly na nasledujici zméné Smiouvy:

1. Priloha A. Rozpocet a rozpis plateb

Pfiloha A — Rozpocet arozpis plateb se maze
v celém svém rozsahu a nahrazuje se novou
pfilohou A umisténou za podpisovou stranu tohoto
Dodatku

VSechny podminky Smlouvy, které nejsou timto
Dodatkem vyslovné pozménény, zlstavaji platné
a ucinné v plném rozsahu.

NA DUKAZ TOHO byl tento Dodatek uzavien
smluvnimi stranami prostfednictvim jejich fadné
opravnénych zastupcl k datu uvedenému nize /
k datim uvedenym nize.
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ACKNOWLEDGED AND AGREED
ARROWHEAD PHARMACEUTICALS, INC.

BY

SIGNED BY IQVIA RDS Czech Republic, s.r.o.
ACTING FOR AND ON BEHALF OF AND IN THE
NAME OF SPONSOR

By:

Name: Ing. Eva Falbrova

Title: Based on the mandate

Date:

ACKNOWLEDGED AND AGREED BY IQVIA RDS
Czech Republic, s.r.o.

By:

Name: Ing. Eva Falbrova

Title: Managing Director

Date:

ACKNOWLEDGED AND AGREED BY

By:
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ZA SPOLECNOST ARROWHEAD
PHARMACEUTICALS, INC. POTVRZUJE
A SOUHLASI

PODEPSANO SPOLECNQSTi IQVIA RDS Czech
Republic s.r.o. JEDNAJICI ZA ZADAVATELE:

Podepsal(a):

Jméno: Ing. Eva Falbrova

Funkce: Na zakladé povéreni

Datum:

ZA SPOLECNOST IQVIA RDS Qzech Republic,
s.r.o. POTVRZUJE A SOUHLASI

Podepsal(a):

Jméno: Ing. Eva Falbrova

Funkce: Jednatelka

Datum:

poTvRzUJE A souHLAs! [

Podepsal(a):
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Date: Datum:

ACKNOWLEDGED AND AGREED BY Krajska | POTVRZUJE A SOUHLASI Krajska zdravotni,
zdravotni, a.s.: a.s.:

By: Podepsal(a):

Name: MUDr. Tomas Hruby Jméno: MUDr. Tomas Hruby

Title: Director Funkce: generalni feditel

Date: Datum:

Attachments: Attachment A - Budget and Prilohy: PFiloha A - Rozpocet a platebni piehled
payment schedule
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ATTACHMENT A

BUDGET & PAYMENT SCHEDULE

A. PAYEE DETAILS

The Parties agree that the payee designated
below is the proper payee for this Agreement,
and that payments under this Agreement will be
made only to the following payee (“Payee”):

In case of changes in the Payee’s bank details, Site
is obliged to inform IQVIA Clinical Trial
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PRILOHA A

ROZPOCET & PLATEBNI PREHLED

A. I’JDAJE O PRIJEMCI PLATEB

Smluvni Strany se dohodly, ze nize uvedeny
ptijemce plateb je fddnym piijemcem plateb z této
Smlouvy a ze platby vyplacené podle této Smlouvy
budou hrazeny vyhradné tomuto piijemci plateb
(déle jen ,,Ptijemce plateb®):

Dojde-li ke zmén€ bankovniho spojeni
Ptijemce plateb, musi o tom Misto provadéni
klinického hodnoceni pisemné informovat
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Paiments in writing by sending an email to:

Site shall contact its IQVIA study team member to
provide signed documentation of changes to
payee’s bank details. Parties agree that in case of
changes in bank details which do not involve a
change of payee or change of country location of
bank account, no further amendments are required.

The Parties acknowledge that the designated
Payee is authorized to receive all of the payments
for the services performed under this Agreement.

If the Investigator is not the Payee, then the
Payee's obligation to reimburse the Investigator, if
any, is determined in accordance with the Payee’s
internal guidelines, which may involve different
payment amounts and different payment intervals
than the payments made by IQVIA to the Payee.

Investigator acknowledges that if Investigator is
not the Payee, IQVIA will not pay Investigator
even if the Payee fails to reimburse Investigator.

B.

PAYMENT TERM

BUDGET TABLE
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C.

spolecnost IQVIA

e-mailem
zaslanym na adresu:

Misto  provadéni  klinického  hodnoceni
kontaktuje piislusného clena studijniho tymu
IQVIA, aby poskytlo podepsanou dokumentaci
o zménach v bankovnim spojeni Piijemce
plateb. Strany se dohodly, Ze nebude nutno
uzavirat zadny dal$i dodatek ke Smlouvé,
jestlize se zména bude tykat pouze bankovniho
spojeni, avSak nezméni se samotny piijemce
plateb ani zemé, v niZ se nachdzi jeho bankovni
ucet.

Strany timto berou na védomi, Ze uvedeny
Piijemce plateb je opravnén pfijimat veSkeré
platby za sluzby poskytované na zakladé této
Smlouvy.

Neni-li Piijjemcem plateb ZkouSejici, bude
pfipadnd povinnost Pfijemce plateb vyplacet
ZkouSejicimu  odménu  upravena  podle
internich pravidel Pfijemce plateb, kdy mohou
byt stanoveny jiné Castky plateb vcetné jinych
vyplatnich terminti neZ Ccéstky, které bude
spolecnost IQVIA vypléacet Pfijemci plateb.

ZkouSejici bere na védomi, Ze pokud neni
Piijjemcem plateb ZkouSejici, spolecnost

IQVIA nebude platit ZkouSejicimu ani
v pfipadé, Ze Pfijemce plateb platby
ZkouSejicimu neprovede.

B. PLATEBNi PODMINKY

TABULKA ROZPOCTU
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D. STUDY START-UP FEE

E. SCREENING FAILURE

To be eligible for reimbursement of a
screening visit, supporting data entry must be
completed and submitted to IQVIA along with
any additional information, which may be
requested by IQVIA to appropriately
document the subject screening procedures.
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D. POPLATEK ZA INICIACI STUDIE
(START-UP)
E. SUBJEKTY, KTERE NEPROJDOU
VSTUPNIM VYSETRENIM (..SCREENING
FAILURE®)

Narok na tthradu za vstupni navstévu vznika za
ptedpokladu, Ze spolecnosti IQVIA budou
ptedlozeny vyplnéné podkladové idaje spolu
s jakymikoli dodatecnymi informacemi, které
muZe spole¢nost IQVIA vyZadovat k fadnému
prokézani vstupnich vySetieni subjektu.
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F. DISCONTINUED OR

EARLY F.

TERMINATION SUBJECTS

G. STUDY SUBJECT COMPENSATION

UNSCHEDULED VISITS

I. CONDITIONAL PROCEDURES

The following conditional procedure costs,
associated with unscheduled visits or
procedures required outside of the visits in
Section C, above, will be paid upon
completion of work that is conducted in
accordance with the Protocol at the amount
indicated in the table below (which includes
overhead). To be eligible for reimbursement
of conditional procedures, data entry must be
completed and be submitted to IQVIA along
with any additional information which may
be requested by IQVIA to appropriately
document the conditional procedures.
Conditional procedures will be then included
on proforma statement, and the payee will
issue their invoice based on this proforma
statement. Subject number and procedure
dates must be included on the invoice for
payment to be issued.
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VYRAZENE SUBJEKTY NEBO SUBJEKTY

S PREDCASNYM UKONCENIM

G. UHRADY SUBJEKTUM STUDIE

H.

NEPLANOVANE NAVSTEVY

I. PODMINENE PROCEDURY

Nasledujici nédklady na podminéné procedury
spojené s nepldnovanymi navstévami nebo
ukony poZadovanymi mimo navstévy uvedené
v bod¢ C vyse budou uhrazeny po dokonceni
prace, ktera je provadéna v souladu s
Protokolem, ve vysi uvedené v tabulce nize
(kterd zahrnuje rezijni naklady). Aby bylo
mozné podminéné procedury proplatit, je titeba
vyplnit a zadat spole¢nosti IQVIA udaje spolu
s dalsimi informacemi, které si spole¢nost
IQVIA  mize vyzadat k  fadnému
zdokumentovani  podminénych procedur.
Podminéné procedury budou poté zahrnuty do
proforma vypisu a piijemce platby vystavi
fakturu na zaklad¢ tohoto proforma vypisu.
Aby mohla byt platba vystavena, musi byt na
faktufe uvedeno c¢islo subjektu a datum
provedeni procedury.
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P. PAYMENT DISPUTES

Site will have thirty (30) days from the receipt
of final payment to dispute any payment
discrepancies during the course of the Study.

Q.INVOICES

Payments will be issued by IQVIA based on
Visit Budget, payment frequency and payment
terms as described above. Payments will be
made only upon receipt of corresponding
invoices, including back-up documentation, in
the specified currency, as described above.
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J. POPLATKY ETICKYM KOMISIM

P. PLATEBNI SPORY

Jakékoli nesrovnalosti v platbach béhem Studie
bude moci Misto provadeéni klinického hodnoceni
rozporovat do tficeti (30) dnil po doruceni zavérecné
platby.

Q. FAKTURY

Platby budou uvoliiovany spolecnosti IQVIA na
zaklad¢ rozpoCtu navstév, frekvence plateb a
platebnich podminek, jak je popsano vysSe. Platby
budou provedeny az po obdrZeni ptislusnych faktur
vcetné souvisejici dokumentace ve stanovené meéng,
jak je popsano vyse. Faktury budou splatné do 30
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Invoices will be payable within 30 days from
the date of receipt by IQVIA of the invoice,
including any applicable back-up
documentation.

Invoices for any additional payments to those
stated in this agreement (i.e., additional
reimbursements) must also be sent to IQVIA
and approved by sponsor. All invoices shall be
raised in the following manner:

Invoices to be billed to:

IQVIA RDS Czech Republic, s.r.o.
Pernerova 691/41, 186 00

Praha 8 - Karlin,

Czech Republic

Identification number: 24768651

VAT identification number: CZ24768651

Invoices including back-up to be sent to:

In addition invoices can be submitted via
portal. The Payee has received an email to
create an account in our Payments Portal. From
the Portal Payee will be able to access subject
activities by protocol, submit invoices as well

as view payment details for all payments made
by IQVIA.

Link to the Portal: _

Emailed or uploaded invoices and backup

dnii od data dorueni faktury spole¢nosti IQVIA
vcetné veskeré prislusné souvisejici dokumentace.
Faktury za jakékoli dodatecné platby kromé téch,
které jsou uvedeny v této smlouvé (tj. dalsi uhrady),
musi byt také zaslany spolecnosti IQVIA a
schvaleny zadavatelem. VSechny faktury budou
vystaveny nasledujicim zpiisobem:

Fakturacni idaje:

IQVIA RDS Czech Republic, s.r.o.
Pernerova 691/41, 186 00

Praha 8 - Karlin

Ceska Republika

ICO: 24768651

DIC: CZ24768651

Adresa pro zasilani
dokumentii:

faktur a souvisejicich

Faktury lze také posilat prostfednictvim portélu.
Piijjemci plateb byl zaslan e-mail s zddosti o
vytvofeni uc¢tu v naSem platebnim portalu. V portalu
bude mit Pfijemce plateb pfistup k cinnostem
spojenym se subjekty podle Protokolu, bude moct
zadavat faktury a zobrazovat si udaje o platbach
provedenych spolecnosti IQVIA.

Odkaz na portal: _

Uprednostiiujeme zasilani faktur a podpurné

are preferred. In the event of invoices in

dokumentace e-mailem. Pokud je zapotrebi

hard copy need to be sent, please send to the

zasilat faktury v tisténé podobé, zasilejte je

following address:

Att IQVIA Clinical Trial Payments
37 The Point

North Wharf Road, Paddington
London, W2 1AF

United Kingdom
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prosim na nasledujici adresu:

IQVIA Clinical Trial Payments
37 The Point

North Wharf Road, Paddington
Londyn W2 1AF

Spojené Kralovstvi

Na faktufe musi byt uvedeny nésledujici udaje:
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The following information should be included
on the invoice:

o Complete INVESTIGATOR name, address
and phone number

o Invoice Date

Invoice Number

Payee Name (must match Payee indicated in

CTA)

Payment Amount

Complete description of services rendered

Study Number:

Sponsor Name

o O

O O O O

All invoice and payment related inquiries shall

be addressed directly to IQVIA Clinical Trial
Payments o I

Invoices and any accompanying documentation
must not include any personally identifying
information of any Subject, including but not
limited to Subject first or last name, initials, date
of birth, address, telephone, passport number,
email address, or credit card information. If
invoices or any accompanying documentation do
contain this information IQVIA will notify
Payee. Payee will need to resubmit a redacted
invoice and accompanying documentation that
does not include any personally identifying
information of any Subject.

R. CHART REVIEW FEE
NO OTHER ADDITIONAL FUNDING
REQUESTS WILL BE CONSIDERED

All amounts include all applicable taxes and
excludes VAT.

All payments for this Study in accordance
with the attached Budget will be paid by
IQVIA electronically.
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celé jméno, adresa a  telefonni  Cislo
ZKOUSEJIC{HO LEKARE

datum vystaveni faktury

Cislo faktury

jméno/nazev Prijemce plateb (musi odpovidat

Ptijemci plateb uvedenému v CTA)
castka platby

kompletni popis poskytnutych sluzeb
¢islo klinického hodnoceni

nazev Zadavatele

Veskeré dotazy tykajici se faktur a plateb smétujte

piimo na spolecnost IQVIA Clinical Trial Payments

Faktury a jakékoli priivodni dokumentace nesméji
obsahovat zadné osobni identifikovatelné udaje
zadného Subjektu studie, jako napiiklad jeho jméno
a pfijmeni, inicidly, datum narozeni, adresu,
telefonni ¢islo, ¢islo pasu, e-mailovou adresu nebo
informace o kreditni karté. Pokud faktury nebo
jakékoli privodni dokumentace takové udaje
obsahuji, IQVIA otom vyrozumi Pfijemce
plateb. Pfijemce plateb bude muset predlozit
upravenou fakturu a podkladovou dokumentaci,
neobsahujici Zadné osobni identifikovatelné tdaje
jakéhokoli Subjektu studie.

R. POPLATEK ZA ANALYZU CHOROBOPISU

ZADNE DALSI ZADOSTI O FINANCOVANI
NEBUDOU SCHVALOVANY.

Vsechny castky zahrnuji veSkeré ptislusné dang,
nikoli vSak DPH.

Veskeré platby za tuto Studii podle pfiloZzené¢ho
rozpoctu bude
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spolecnost IQVIA hradit elektronicky bankovnim
prevodem.
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