AMENDMENT #1 DODATEK C. 1
TO THE KE
INSMED INS1007-221 CLINICAL TRIAL SMLOUVE O PROVEDENI KLINICKEHO
AGREEMENT HODNOCENI INSMED INS1007-221

This Amendment #1 effective as of the date of
publication in the Contract Registry to the Clinical Trial
Agreement from 3rd of October 2024 (the
“Agreement”) in support of Insmed Incorporated’s INS
1007-221 Trial by and between Insmed Incorporated, a
Virginia corporation having offices at 700 US Highway
202/206, Bridgewater, NJ 08807-1704, USA
(“Sponsor”) acting through its legal representative in

the European Union, Insmed Netherlands B.V.
Stadsplateau 7, 3521 AZ Utrecht Netherlands
(“Sponsor’s EU Legal Representative”) and

Nemocnice Pardubického kraje, a.s. with a

place of business at Kyjevska 44, 532 03

Pardubice, Czech Republic

Represented by:

MUDr. ToméaSem Gottvaldem, MHA, Chairman of the
Board of Management

and

MUDr. Vladimir Ninger, Ph.D. Chairman of the

Board of Management

Company ID no.: 275 20 536

Tax ID no.: CZ275 20 536

(“Imstitution”) and XXX, with a place of business at
Nemocnice Pardubického kraje, a.s., Kyjevska 44, 532
03  Pardubice, Czech Republic (“Principal
Investigator”) modifies the terms of the Agreement as
follows:

Tento Dodatek ¢. 1 u¢inny ke dni jeho uvefejnéni
v registru smluv ke Smlouvé o klinickém hodnoceni ze
dne 03. 10. 2024 (dale jen ,,Smlouva“) na podporu
klinického hodnoceni INS 1007-221 spole¢nosti Insmed
Incorporated mezi Insmed Incorporated, spole¢nost ze
statu Virginie, se sidlem na adrese 700 US Highway
202/206, Bridgewater, NJ 08807-1704, USA

(dale jen ,zadavatel“), kterého v Evropské unii
zastupuje spole¢nost Insmed Netherlands
B.V.Stadsplateau 7, 3521 AZ Utrecht, Nizozemsko
(déle jen ,zdkonny zastupce zadavatele v EU
Nemocnice Pardubického kraje, a.s se sidlem

na adrese Kyjevska 44, 532 03 Pardubice, Ceska
Republika

zastoupena:

MUDr. Tomasem Gottvaldem, MHA, piedsedou
predstavenstva, pfedsedou

predstavenstva a

MUDr. Vladimirem Ningerem, Ph.D. ¢lenem
predstavenstva

1CO: 275 20 536

DIC: CZ275 20 536

(dale jen ,,zdravotnické zafizeni) a

XXX, s mistem vykonu pracovni

¢innosti na adrese Nemocnice Pardubického

kraje, a.s Kyjevska 44, 532 03 Pardubice, Ceska
Republika (déale jen ,hlavni zkouSejici“) upravuje
podminky Smlouvy nasledovné:

1. Budget Replacement: The Parties hereby agree
to amend the Agreement by deleting the existing
Attachment A Payment Terms and Attachment B
Financial Arrangements Worksheet in their entirety and
replacing them with the new Attachment A Payment
Terms and Attachment B Financial Arrangements
Worksheet attached as Exhibit | to this Amendment #1
in order to incorporate changes in line with Protocol
Version 3.0 Amendment #2 as well as the addition of
pharmacy fees such as IP receipt, IP destruction,
Pharmacy close-out fee and IP storage monitoring.

1. Zména rozpoctu: Smluvni strany se timto
dohodly na zméné Smlouvy odstranénim
stavajici Piilohy A Platebni podminky a
Prilohy B Pracovni vykaz s finanénimi
podminkami v plném rozsahu a jejim
nahrazenim novou Pfilohou A Platebni
podminky a novou Ptilohou B Pracovni
vykaz s finan¢nimi podminkami, ktera je
pfipojena jako Pfiloha I k tomuto
Dodatku ¢. 1 za Gcelem zaclenéni zmén v
souladu s dodatkem ¢. 2 protokolu verze
3.0 a ptidanim poplatkti pro l1ékarnu, jako
pfijem hodnoceného 1écCiva, likvidace
hodnoceného poplatek  za
ukonceni Cinnosti lékarny a poplatek za

1éciva,
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monitorovani skladovani hodnoceného
1éCiva.

2. The Parties hereby agree that all changes to the
Financial Arrangements Worksheet being made in line
with Protocol Version 3.0 Amendment #2 incorporated
by reference, as well as the addition of pharmacy fees
such as IP receipt, IP destruction, Pharmacy close-out
fee and IP storage monitoring, will be implemented and
effective at the Institution as of the official authority
approval date of the Protocol Version 3.0 Amendment
#2.

2. Strany se timto dohodly, ze veskeré zmény
Pracovniho  vykazu s  finan¢nimi
podminkami provedené v souladu s
Dodatkem ¢. 2 k Protokolu verze 3.0,
ktery je zaclenén formou odkazu, véetné
pfijmu hodnoceného l1éCiva, likvidace
hodnoceného  lé¢iva, poplatku za
ukonceni Cinnosti lékarny a poplatku za
monitorovani skladovani hodnoceného
1é¢iva ,budou ve Zdravotnickém zafizeni
provedeny a nabydou ucinnosti ke dni
schvaleni Dodatku €. 2 k Protokolu verze
3.0 ufednim organem.

3. Institution and Principal Investigator place of
business address clarification: The Parties hereby
clarify that the correct Institution and Principal
Investigator place of business address is as follows:

Kyjevska 44, 532 03
Pardubice, Czech Republic

3. Vyjasnéni adresy sidla zdravotnického zafizeni a
hlavniho zkousejiciho: Strany timto objasfiuji, ze
spravna adresa mista podnikani zdravotnického
zafizeni a hlavniho zkousejiciho je nasledujici:

Kyjevska 44, 532 03 Pardubice, Ceské republika

4, All other terms and conditions of the
Agreement shall remain in full force and effect.

4. Vsechny ostatni podminky Smlouvy si
zachovaji plnou platnost a G¢innost.

This Amendment #1 may be executed in one counterpart
signed by electronic signature in accordance with Act
No. 297/2016 Coll., on trust-building services for
electronic transactions. Signatures of the parties
transmitted by electronic transmission shall be deemed
to be their original signatures for any purpose
whatsoever.

All capitalized terms used in this Amendment #1 shall
have the meaning set forth in the Agreement, unless this
Amendment #1 expressly alters those meanings.

The Provider requires Sponsor to send the revised and
written final version of the Amendment #1 in a machine-
readable format with redacted text, which Sponsor
considers to be a trade secret according to Section 504
of Act No. 89/2012 Coll., Civil Code. Sponsor considers
the following information to be its business secret:
overview of payments and planned number of
assessment subjects at the given workplace. This
information is normally unavailable to the public or in
relevant business circles and is competitively significant
for Sponsor. The publication of such personal data and

Tento Dodatek ¢. 1 muize byt vyhotoven v jednom
stejnopise  podepsany  elektronickym  podpisem
v souladu se zdkonem ¢&. 297/2016 Sb., o sluzbach
vytvarejicich davéru pro elektronické transakce.
n¢kolikaPodpisy stran piedané elektronickym pfenosem
se pro vSechny ucely povazuji za jejich originalni

podpisy.

Vsechny vyrazy s velkym pocatecnim pismenem
pouzité v tomto Dodatku ¢. 1 maji vyznam stanoveny ve
Smlouveé, pokud tento Dodatek ¢. 1 tyto vyznamy
vyslovné neméni.

Poskytovatel vyzaduje zaslat zadavatelem revidovanou
a pisemné odsouhlasenou finalni verzi dodatku ve
strojové Citelném formatu s podbarvenym
(redigovanym) textem, ktery zadavatel povazuje za
obchodni tajemstvi dle ust. § 504 zakona ¢. 89/2012 Sb.,
obCanského zékoniku. Zadavatel povazuje za své
obchodni tajemstvi nasledujici informace: piehled
plateb a planovany pocet subjektli hodnoceni na daném
pracovisti.Tyto informace jsou bézné¢ nedostupné
vefejné C¢i v piislusnych obchodnich kruzich a pro
zadavatele konkurencné¢  vyznamné. Uvetejnéni
takovych osobnich udaji a obchodnich tajemstvi by tak
mohlo poskodit zajmy zadavatele. Poskytovatel je
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trade secrets could thus harm the interests of the
Sponsor. The Provider is obliged to obtain the Sponsor’s
consent before publishing a redacted Amendment #1
beyond the redacted text by Sponsor.

povinen ziskat souhlas zadavatele pfed uvetejnénim
redigovaného dodatku nad ramec podbarveného textu ze
strany zadavatele.

IN WITNESS WHEREOF, the Parties have caused this
Amendment #1 to be executed in duplicate by their
representative duly authorized, as of the last date of
signature below.

NA DUKAZ TOHO strany sepsaly prostiednictvim
svych fadné zmocnénych zastupcti tento Dodatek ¢. 1
ve dvou vyhotovenich, a to k poslednimu datu podpisu
nize.

[Signature page to follow]

[Nasleduje podpisova strana]
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Agreed to and accepted:

Odsouhlasil a schvalil:

PPD Investigator Services LLC executing this
Amendment#1 for and on behalf of Insmed
Incorporated under a limited agency agreement

PPD Investigator Services LLC podepisujici tento
Dodatek €. 1 za spole¢nost Insmed Incorporated a
jejim jménem na zikladé smlouvy o omezeném
zastoupeni

By / Podepsal/a:

Signature / Podpis

Printed Name / Jméno tiskacim pismem

Title / Funkce

24.1.2025

Date / Datum

| Institution/Zdravotnické zaFizeni

By / Podepsal/a:

Signature / Podpis

Printed Name / Jméno tiskacim pismem

Director/feditel

Title / Funkce
11.2.2025

Date / Datum

By / Podepsal/a:

Signature / Podpis

Printed Name / Jméno tiskacim pismem

Director/feditel

Title / Funkce
11.2.2025

Date / Datum
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| Principal Investigator/Hlavni zkousSejici

By / Podepsal/a:
Signature / Podpis

Printed Name / Jméno tiskacim pismem

Title / Funkce

19.2.2025
Date / Datum
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PRILOHA I EXHIBIT |
PRILOHA A ATTACHMENT A
PLATEBNI PODMINKY PAYMENT TERMS

A-1. Vseobecné podminky. Pfijemce platby (zde
definovany) bude odménovan tak, jak je uvedeno v
Ptiloze B (Pracovni vykaz s finanénimi podminkami), za
Ucastniky klinického hodnocent, ktefi byli fadné zafazeni
do Klinického hodnoceni. Tato ¢astka piedstavuje plnou
odmeénu za praci, kterd ma byt Zdravotnickym zafizenim
a Hlavnim zkousejicim odvedena, v¢etné veskeré prace a
péce uvedené v Protokolu Klinického hodnoceni, spolu se
vSemi rezijnimi naklady a administrativnimi sluzbami. Je
na odpové&dnosti Ptijemce platby, nikoliv Zadavatele ani
CRO, platit odmény pfislusnym jednotliveim a
subjektim, které jsou do Klinického hodnoceni zapojeny.
Z4adna odména nebude za Ucastniky

vyplacena
klinického hodnoceni zapojené do Klinického hodnoceni,
u nichz dojde k poruseni Protokolu.

A-1. General Terms. Payee (hereinafter defined) will be
compensated as outlined on Attachment B (Financial
Arrangements Worksheet) for Trial Subjects properly
enrolled in the Trial. This amount constitutes the full
compensation for the work to be completed by the Center
and Principal Investigator, including all work and care
specified in the Protocol for the Trial, along with all
overhead and administrative services. It is Payee’s
responsibility, not Sponsor or CRO, to compensate the
appropriate individuals and entities involved in the Trial.
No compensation will be available for Trial Subjects
enrolled in the Trial in violation of the Protocol.

A-2. Platebni podminky. Platby za kazdého Ucastnika
klinického hodnoceni se budou vyplacet Ctvrtletné a na
zaklad¢ udaji  z formulatd CRF, vyplnénych
Zdravotnickym zafizenim a Hlavnim zkouSejicim a
dokladajicich navitévy zapojenych Ugastnikt klinického
hodnoceni. Platby budou poukazovany za dokoncené
navstévy a naklady souvisejici s 1é¢bou v souladu s
Ptilohou B (Pracovni vykaz s finanénimi podminkami),
pokud neni ve Smlouvé uvedeno jinak. Pro kazdou platbu
plati, v€etné veskerych plateb za Osoby s netspé$nymi
vstupnimi vysetfenimi (jak je definovano nize) splatnych
dle podminek této Smlouvy, ze bude Pfijemci platby
zaplacena celkova castka, kterd mu nalezi, snizend o 10
%, pro ucely Konecné platby (definované dale).
Sledovani bude probihat pfiblizné kazdych Sest (6)
mesicti na zékladé néboru na pracovisti a provadéni
zdznamu dat.

A-2. Payment Terms. Payments for each Trial Subject
will be made quarterly and based on CRF data entered by
Center and Principal Investigator supporting enrolled
Trial Subject visitation. Payments will be made for
completed visits and treatment related costs in accordance
with Attachment B (Financial Arrangements Worksheet),
unless otherwise noted in the Agreement. For each
payment, including any Screen Failures (as defined
below) that may be payable under the terms of this
Agreement, Payee will be paid the total amount earned,
less 10%, for the Final Payment (hereinafter defined).
Monitoring will occur approximately every six (6)
months based on site enrollment and completion of data
entry.

A-3. Zprostiedkované platby od Zadavatele. Splatné
platby dle této Smlouvy jsou zprostfedkovanymi platbami
od Zadavatele, které budou odesilany poté, co tyto platby
CRO obdrzi od Zadavatele. CRO nebude nést
odpovédnost za zadné neprovedené platby, pokud CRO
pfedem neobrzi pozadované financovani ze strany
Zadavatele.

A-3. Pass-through payments from Sponsor. Payments due
under this Agreement are pass-through payments from
Sponsor that will be sent after such payments are received
by CRO from Sponsor. CRO shall have no liability for
any failure to make payments if required funding is not
provided to CRO in advance by Sponsor.
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A-4. Neproceduralni naklady. Pfijemci plateb budou
proplaceny dal$i -neproceduralni naklady, které jsou
pfedem-schvaleny Zadavatelem, dle sazeb uvedenych v
Ptiloze B (Pracovni vykaz s financ¢nimi podminkami)
nebo tak, jak to Zadavatel pisemné schvalil. Pro vyzadani
si platby za tyto ndklady Priijemce platby odesle
Zadavateli nebo jim uréenému subjektu spravnou fakturu

s jednotlivymi polozkami a s podpirnou dokumentaci a
uctenky dokladajici -dohodnuté -prubézné vydaje.
Veskeré -neproceduralni -pribézné vydaje budou
fakturovany pouze v ¢astce skute¢né zaplacené, bez dalsi
ptirazky-, az do maximalnich ¢astek uvedenych v piiloze
B (Pracovni vykaz s finanénimi podminkami) nebo
pisemné schvalenych zadavatelem.

A-4. Non-Procedural Costs. Payee will be paid for
additional non-procedural costs that are pre-approved by
Sponsor, at the rates set forth in Attachment B (Financial
Arrangements Worksheet) or as approved by Sponsor in
writing. To request payment for such costs, Payee will
remit a correct and itemized invoice to Sponsor or its
designee with supporting documentation and receipts
substantiating agreed-upon pass-through expenses. Any
non-procedural pass-through expenses will be invoiced
only in the amount actually incurred with no mark-up, up
to the maximum amounts shown in Attachment B
(Financial Arrangements Worksheet) or approved by
Sponsor in writing.

A-5. Aby mohla byt faktura proplacena, fakturovatelné
postupy vyzaduji Gplnou fakturu s uvedenim jednotlivych
polozek.

A-5. Invoiceable procedures require a complete and
itemized invoice in order to be paid.

A-6. Uvodni
Jednorazova nevratna platba se sazbou uvedenou v

poplatek v Klinickém hodnoceni:

Ptiloze B (Pracovni vykaz s finan¢nimi podmikami) za
uvodni Cinnosti Klinického hodnoceni bude splatna
ptijemci do ctyficetipéti (45) dni od dokonceni vsech
nasledujicich aktivit: (a) vyhotoveni této Smlouvy; (b)
ziskani v§ech regulatorem pozadovanych dokumentd; (c)
ziskani materiald pozadovanych pro Gcely podani EK a
schvaleni; a (d) dokonceni ivodni navstévy pracovisté. V
ptipade, ze ucast v Klinickém hodnoceni ze strany Centra
je ukonCena pisemné pied dokoncenim Cinnosti
stanovenych v bodech a) az c¢), Centrum vrati Zadavateli
¢ast platby, ktera predstavuje nedokoncené ¢innosti.

A-6. Trial Start-up Fee: A one-time non-refundable
payment at the rate set forth in Attachment B (Financial
Arrangements Worksheet) for Trial start-up activities will
be payable to the payee within forty-five (45) days of the
completion of all of the following activities: (a) execution
of this Agreement; (b) collection of all required
regulatory documents; (c) collection of materials required
for EC submission and approval; and (d) completion of a
site initiation visit. In the event the Trial participation by
the Center is terminated in writing by Center before
completion of the activities set forth in (a) through (c),
Center will reimburse Sponsor for the portion of the
payment that represents the uncompleted activities.

A-7. Vstupni poplatek 1ékarné: Jednordzova nevratna

platba se sazbou uvedenou v Ptiloze B (Pracovni vykaz s
finan¢nimi podmikami) za Gvodni ¢innosti Iékarny bude
splatna prijemci po potvrzeni schvaleni ze strany EK,
uplného vyhotoveni Smlouvy, a dokonceni uvodnich
¢innosti Iékarny. V pfipadg, ze ucast Centra v Klinickém
hodnoceni je ukoncena pisemné pfed dokonéenim
uvodnich cinnosti 1ékarny, Pfijemce platby vrati
Zadavateli Cast platby, kterd ptredstavuje nedokoncené
¢innosti.

A-7. Pharmacy Start-up Fee: A one-time non-refundable
payment at the rate set forth in Attachment B (Financial
Arrangements Worksheet) for pharmacy start-up
activities will be payable to the payee upon confirmation
of EC approval, full execution of the Agreement, and
completion of the pharmacy start-up activities. In the
event the Trial participation by the Center is terminated
in writing by Center before completion of the pharmacy
start-up activities, Payee will reimburse Sponsor for the
portion of the payment that represents the uncompleted
activities.

A-8. Uchovavani a archivace zdznamu. Jednorazovy

poplatek za uchovavani a archivaci zaznamt se sazbou
stanovenou v Pfiloze B (Pracovni vykaz s finan¢nimi
podmikami) bude pfijemci zaplacen pro ucely dodrzeni

A-8. Record Storage and Archiving. A one-time record
storage and archiving fee at the rate set forth in
Attachment B (Financial Arrangements Worksheet) will
be paid to the payee for purposes of compliance with this
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této Smlouvy. Pfijemci platby bude tento poplatek
zaplacen po dokonéeni Klinického hodnoceni, a jakmile
CRO obdrzi spravné faktury s uvedenim jednotlivych
polozek.

Agreement. Payee will be paid this fee upon completion
of the Trial and the CROs receipt of correct and itemized
invoice.

A-9. Piijemce plateb musi zaslat veskeré kone¢né faktury
do ctyticetipéti (45) kalendéainich dnti po zavérecné
navstéve na pracovisti. Faktury obdrzené poté nebudou
zaplaceny. Piijemce plateb bude mit Sedesat (60)
kalendafnich dnl po datu zavére¢né navstévy na to, aby
podal namitky viici veSkerym nesrovnalostem v platbach
nebo vuci chybéjicim platbam.

A-9. Payee must submit any final invoices within forty-
five (45) calendar days after the site close-out visit. Any
invoices received thereafter will not be paid. Payee will
have sixty (60) calendar days after the date of the site
close-out visit to dispute any payment discrepancies or
missing payments.

A-10. Zavére¢na platba. Pii Klinického
hodnoceni budou veskeré formulaie CRF a dokumenty
vztahujici se ke-Klinickému hodnoceni neprodlené
zptistupnény Zadavateli k jeho kontrole. Zavére¢na
platba bude vyplacena, jakmile: byly vyplnény a
obdrzeny vSechny formulate CRF; veskeré dotazy k

ukonceni

udajim byly uspokoviveé vyfeseny; veskeré Pripravky od
Zadavatele byly vraceny; a veskeré problémy k vyteSeni
byly vyfeseny a postupy dokonceny, vcetné konecného
oznameni EK. Konec¢na platba bude zahrnovat zminénou
desetiprocentni (10%) srazku. Veskeré dotazy musi byt
vyfeSeny do péti (5) pracovnich dnii ode dne, kdy
Centrum a/nebo Hlavni zkousejici dané dotazy obdrzeli,
a to kdykoliv béhem Klinického hodnoceni. Zadavatel
nebo jim urcena osoba provede konecné sladéni vsech
dosud poukazanych plateb s celkovou dluznou ¢astkou a
neprodlené zaplati Ptijemci plateb zbyvajici nedoplatek,
pokud néjaky existuje. Pfijemce plateb neprodlené
proplati Zadavateli nebo jim ur¢enému subjektu veskeré
Castky =zaplacené navic, a to béhem ticeti (30)
kalendainich dnti od vyrozuméni ze strany Zadavatele
nebo jim uréeného subjektu.

A-10. Final Payment. At the conclusion of the Trial, all
CRFs and Trial-related documents will be promptly made
available for Sponsor review. The Final Payment will be
paid once: all CRFs have been completed and received,;
all data queries have been satisfied; all Sponsor Drug is
returned; and all close out issues are resolved and
procedures completed, including final EC notification.
The final payment to include the ten percent (10%)
withholding. All queries must be resolved within five (5)
business days of receipt by Center and/or Principal
Investigator any time during the Trial. Sponsor or its
designee will perform final reconciliation of all payments
made to date against total amount due and will promptly
pay Payee amounts remaining unpaid, if any. Payee will
promptly reimburse Sponsor or it’s designee any amounts
overpaid within thirty (30) calendar days of notification
by Sponsor or it’s designee.

DPH a dalsi dané: CRO bude kromé¢ plateb hradit i DPH
podle pozadavki vnitrostatnich zakont. V piipadech, kdy
je vyzadovana faktura s uvedenim DPH, budou platby
provedeny teprve poté, co spole¢nost CRO obdrzi platnou
fakturu s DPH. V situacich, kdy se DPH neuplatiuje,
bude pied provedenim platby podle této smlouvy i nadale
vyzadovéna faktura.

VAT and Other Taxes: CRO will pay VAT in addition
to the payments as required by national laws. Where a
VAT invoice is required, payments will only be made
once CRO has received the valid VAT invoice. In
situations where VAT is not applicable, an invoice will
still be required before any payment is made under this
Agreement.

A-12. Osoby s netsp&Snym vstupnim vysetfenim. Osoba

s neuspéSnym vstupnim vySetfenij je takovy Subjekt
klinického hodnoceni, ktery poskytl informovany
souhlas, ale nesplnil kritéria vstupni navstévy, a proto
neni tento zpisobily k zapojeni do Klinického hodnoceni.

A-12. Screen Failures. A Screen Failure is a consented
Trial Subject who fails to meet the screening visit criteria
and is thus not eligible for enrollment into the Trial. Valid
Screen Failures will be reimbursed, if at all, in the amount
of 35,591 CZK. Payee will be reimbursed the first two (2)
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Platné Osoby s netspé$nym vstupnim vysetfenim budou
proplaceny, pokud vibec, ¢astkou 35 591 K¢&. Prijemce
plateb dostane proplaceny prvni dvé (2) osoby s
neuspéSnym vstupnim vysetfenim. Poté bude kazda
osoba s neuispéSnym vstupnim vySetfenim proplacena v
poméru dva (2) ku jedné (1). Dvé (2) osoby s netispésnym
vstupnim vysetfenim proplacené na kazdého jednoho (1)
ucastnika, ktery byl randomizovan/zatazen.

screen failures. Each screen failure thereafter will be paid
at a ratio of two (2) to one (1). Two (2) screen failures
paid for every one (1) subject randomized/enrolled.

A-13. Nezbytné postupy. Pfijemci plateb budou
proplaceny opravnéné nezbytné navstévy a postupy
nekryté dle Piilohy B (Pracovni vykaz s finanénimi
podminkami), které dle divodného nazoru Hlavniho
zkousejiciho vyzaduje bezpecnost pacienta. Pfijemci
plateb budou proplaceny jednotkové naklady dohodnuté
v Piiloze B (Pracovni vykaz s finanénimi podminkami),

pokud né&jakeé jsou, nebo pokud nejsou takové jednotkové
naklady v Pfiloze B (Pracovni vykaz s finan¢nimi
podminkami), obdrzi Pfijemce plateb kompezace na
zaklad¢ primétenych skuteCnych nakladt, které vznikly
Centru a Hlavnimu zkousejicimu, pficemz bude nutna
samostatna faktura s dokumentaci k nezbytnosti 1é¢by u
tohoto postupu. Kde je to mozné, bude ziskan pfedchozi
pisemny souhlas Zadavatele, pokud to nenarusi integritu
Klinického hodnoceni nebo neovlivni bezpecnost
Ugastnika klinického hodnocenti, pfi¢emz v tomto piipadé
bude Zadavatel uvédomén co nejdiive, jakmile to bude po
vzniku dané skutecnosti mozné.

A-13. Necessary Procedures. Payee will be reimbursed
for valid necessary visits and procedures not covered
under Attachment B  (Financial Arrangements
Worksheet) which, in the reasonable opinion of the
Principal Investigator, are required for patient safety.
Payee will be reimbursed at the agreed upon unit cost in
Attachment B (Financial Arrangements Worksheet), if
available, or if there is no such unit cost in Attachment B
(Financial Arrangements Worksheet), Payee will be
compensated based on reasonable actual costs incurred by
Center and Principal Investigator, and will require a
separate invoice with documentation for the medical
necessity of the procedure. Where practicable, Sponsor’s
prior written consent will be obtained, unless it will
compromise the integrity of the Trial or affect Trial
Subject safety, in which case Sponsor will be notified as
soon as practicable after the fact.

A-14. Faktury: Veskeré faktury maji byt uvedeny s
adresou Insmed Incorporated, 700 US Highway 202/206,
Bridgewater, NJ 08807-1704, USA.

A-14. Invoices: All invoices should be addressed to
Insmed Incorporated, 700 US Highway 202/206,
Bridgewater, NJ 08807-1704, USA.

Zasilejte prosim originalni a spravné
rozepsanymi polozkami, a to na adresu:

faktury s

Please send original, correct and itemized invoices to the
following:

PPD US
Faktury maji byt uvedeny s adresou:
Insmed Incorporated
700 US Highway 202/206,
Bridgewater, NJ 08807-1704, USA

DIC: 298 2823 55

PPD US
Invoices should be addressed to:
Insmed Incorporated
700 US Highway 202/206,
Bridgewater, NJ 08807-1704, USA

VAT: 298 2823 55
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Faktury maji byt odesilany k platbé na adresu:

PPD Investigator Services LLC e-mailem na adresu
InvestigatorPayments@ppd.com s kopii zaslanou na
e-mailovou adresu fakturyPPDCZ.sm@ppd.com,
nebo postou na adresu 929 North Front Street,
Wilmington, NC 28401, USA

Invoices should be sent for payment to:

PPD Investigator Services LLC by email at
InvestigatorPayments@ppd.com with a copy to
fakturyPPDCZ.sm@ppd.com, or via mail at 929 North
Front Street, Wilmington, NC 28401, USA

Aby byla zajisténa thrada za odvedenou praci, mély by
byt vSechny faktury souvisejici s platbami za Klinické
hodnoceni, jak je uvedeno v rozpo¢tu a rozpisu plateb,
pfedkladany CRO ctvrtletné. Faktury zaslané k platbé
musi byt spravné a musi mj. obsahovat:

All invoices for Trial payments, as outlined in the budget
and payment schedule, should be submitted to CRO on a
quarterly basis to ensure reimbursement for work
performed. Invoices submitted for payment must be
correct and include but not limited to:

- Cislo protokolu

- Protocol Number

- Nazev Centra

- Center Name

- Jméno Hlavniho zkousejiciho

- PI Name

- Cislo faktury pracoviité (je-li relevantni)

- Site Invoice Number (if applicable)

- Podrobné informace o nakladech, rozepsané do polozek

- Itemized detail of costs

- Datum ptedlozeni faktury

- Date of Invoice submission

Splatnost faktur je Sedesat (60) dni od data, kdy je faktura
ptijata CRO.

Invoice due date is sixty (60) days from the day the
invoice is received by CRO.

Piijemce plateb nebude dostavat zadné platby za
pribézné vydaje, jestlize nedodal aktualni kopii faktur
nebo jinou dokumentaci, ktera jasné doklada, ze vydaje
byly skutecné, priméfené a ovéfitelné v ¢astce odeslané k
proplaceni.

Payee will not receive any payments for pass through
expenses whereby Payee has failed to produce actual
copy of invoices or other documentation clearly
substantiating that the expenditures were actual,
reasonable, and verifiable in the amount submitted for
compensation.

Platby: Platby budou provadény témto subjektim:

Payments: Payments will be made to the following:

Ptijemce plateb

Payee

Jméno pfijemce plateb: Nemocnice Pardubického

kraje, a.s.

Adresa ptijemce plateb: Kyjevska 44, 53203 Pardubice

Bankovni spojeni: Ceskoslovenska obchodni banka

Cislo iétu: 280123725/0300

IBAN: CZ24 0300 0000 0002 8012 3725

Payee Name: Nemocnice Pardubického kraje, a.s.

Payee Address: Kyjevska 44, 53203 Pardubice

Bank Information: Ceskoslovenska obchodni banka

Account number: 280123725/0300

IBAN: CZ24 0300 0000 0002 8012 3725

Strana 10z 16



mailto:InvestigatorPayments@ppd.com
mailto:InvestigatorPayments@ppd.com

BIC: CEKOCZPP

BIC: CEKOCZPP

A-15. Uhrada vydaji pacientd (plati Scout). Vydaje
pacienti ve vysi pausalnich sazeb uvedenych v
informovaném souhlasu ke Klinickému hodnoceni, na
jednoho pacienta se ziskanym souhlasem a na Protokolem

definovanou planovanou a neplanovanou navstévu,
budou pacientim vyplaceny schvalenym dodavatelem,
spole¢nosti Scout. Neni-li k uhradé vydaji pacienta
vyuzit dodavatel tfeti strany, tedy spolecnost Scout, CRO
uhradi pfislu$nou pau$élni sazbu na jednoho pacienta se
ziskanym souhlasem a na Protokolem definovanou
planovanou a neplanovanou navstévu Centru k uhradé
vydaji pacientovi po piijeti spravné faktury v CRO s
uvedenim jednotlivych polozek. Castka za navitévy az do
4 hodin bude XXX K¢&. Castka za navitévy delsi nez 4
hodiny bude XXX K¢&. Delsi navstévy se predpokladaji u
4 FK navstév: Navstéva ¢. 2,3,5a 7.

A-15. Patient Reimbursement (paid by Scout). Patient
expenses at the flat rates set forth in the Trial ICF per
consented patient per Protocol defined scheduled and
unscheduled visit will be paid to patients by the approved
vendor, Scout. If the third-party vendor, Scout, is not used
to pay the patient reimbursement, CRO will reimburse the
relevant flat rate per consented patient per Protocol
defined scheduled and unscheduled visit to Center for
patient reimbursement upon receipt of correct and
itemized invoice by CRO. The amount for visits up to 4
hours will be XXX CzK. The amount for visits longer
than 4 hours will be XXX CZK. Longer visits are
assumed for 4 PK visits: Visit 2, 3, 5, and 7.

Platba vySe uvedenych castek mize byt provedena v
hotovosti pfes pracovisté nebo bankovnim pifevodem z
bankovniho uctu pracovisté na bankovni téty pacientd. V
tomto piipadé€, Centrum je opravnéno pozadat o pausalni
castku ve vysi XXX na thradu nakladd subjektt
klinického hodnoceni (dale jen ,,pacientské naklady*).
Pausalni ¢astka na uhradu pacientskych nakladu (déle jen
»pausal“) bude Zadavatelem vyplacena na zakladé
faktury vystavené Centrem po uzavieni této smlouvy.
Pausal se v souladu s § 36 odst. 13 zakona ¢. 235/2004
Sb., o dani z ptfidané hodnoty, ve znéni pozdéjSich
predpistl, nezahrnuje do zékladu dan¢ z ptidané hodnoty.
Kdyz dojde k vyCerpani tii ¢tvrtin pausalu je Centrum
opravnéno vystavit dalsi fakturu, a to ve stejné vysi jako
pfedchozi. Na konci studie budou veskeré nevyuzité
pausalni ¢astky vraceny Centrem Zadavateli.

U jakékoli nahrady nakladi pacienta, ktera presahne vyse
uvedenou Castku, musi byt ziskan predchozi pisemny
souhlas Zadavatele, aby byla zptisobila k platbé.

Payment of above-mentioned amounts may be performed
by cash via site or by bank transfer from site bank account
to patients’ bank accounts. In such case, the Center is
entitled to request a flat sum in the amount of XXX to
cover the costs of the Study participants (hereinafter
referred to as "Patient Costs"). The flat sum amount for
the reimbursement of Subject Costs (hereinafter referred
to as the "Flat Sum") will be paid by SPONSOR on the
basis of an invoice issued by Center after the full
execution of this Agreement. In accordance with § 36
paragraph 13 of Act No. 235/2004 Coll., on value added
tax, as amended, the flat sum is not included in the value
added tax base. When three-quarters of the Flat Sum is
used up, the Center is entitled to issue another invoice, in
the same amount as the previous one. At the end of the
Study any unused Flat Sums will be returned to
SPONSOR by the Center.

Any patient reimbursement exceeding above-mentioned
amounts must have received prior written approval from
Sponsor in order to be eligible for payment.
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PRILOHA B ATTACHMENT B

PRACOVNI VYKAZ S FINANCNIMI PODMINKAMI | FINANCIAL ARRANGEMENTS WORKSHEET
RAMECEK S FINANCNIM SHRNUTIM FINANCE SUMMARY BOX

Ména faktury: Invoice Currency:

Keé CzZK

Zaklad pro platby: Payment Base:

Na zakladé navstév Visit Based

Datum platnosti: Effective Date:

Tak, jak je definovano ve Smlouvé As defined in the Agreement
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Standardni polozky za pacienta/Standard Items Per Patient

Vizita/Visit

Niaklady na
navstévu véetné
reZijnich nakladid

IVisit Cost
including Overhead
nakladi

Skryning/ Screening Day -35to-1 V1 XXX

Dvojité Baseline D1 V2 XXX
zaslepena lécba

(24 W4 D28 (+3d) V3 XXX
tydnii)/Double-

Blind

Treatment (24

weeks) \WE D56 (£ 3d) V4 XXX

W12 D84 (+ 3d) V5 XXX

W16 D112 (« 3d) V6 XXX

W20 D140 (+ 3d) V7 XXX

W24 (EOT) D168 (+ 3d) V8 XXX

Follow-up W28 (EOS) D196 (+3d) V9 XXX

Celkové Total XXX

E/D XXX
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Neplanovana navstéva /Unscheduled Visit

Celkové vcetné
reZijnich nakladi

ITOTAL
including OH

Nasledné fyzické vysetieni véetné: Kompletni fyzikalni vySetfeni, 1ékafska a chirurgicka XXX
anamnéza (pouze V2), vitalni funkce a vypocet hmotnosti/BMI (pouze V8)/Follow-up
physical exam including: Complete physical examination, Medical and surgical history (V2
only), vital signs, and weight/BMI calculation (V8 only)
Pfedchozi/soubézné uzivané léky a procedury /Prior/concomitant medications and XXX
procedures
Nezadouci pfihody /Adverse Events XXX
Poplatky za 1ékate bez nakladl na zkousku /Physician's Fees without Exam Costs XXX
Poplatek studijniho koordinatora /Study Coordinator Fee XXX

Celkové /TOTAL XXX

Fakturovatelné polozky /Invoiceables
Vybrané naklady

Nazev /Name

véetné reZijnich
/Selected Cost
including OH
(if applicable)

Sérovy téhotensky test /Serum pregnancy test XXX
Téhotensky test z mo¢i /Urine pregnancy test XXX
Davkovani MFNS podle potieby /Dispense MFNS, as applicable XXX
Podstudie PD - odbér vzorkti nosniho sekretu****/PD substudy nasal secretion sample XXX
collection****

Podstudie PD -zpracovani vzorkd nosniho sekretu/manipulace****PD substudy nasal XXX
secretion sample processing/handling****

Mistni laboratoi: Hematologie*/Local Lab: Hematology* XXX
Mistn{ laboratoi: Klinicka chemie*/Local Lab: Clinical Chemistry* XXX

Strana 14 z 16



Mistni laboratof: Analyza mo&i*/Local Lab: Urinalysis* XXX

Hodnoceni dermatologa (k ziskani naroku na thradu je nutny pifedchozi pisemny XXX
Zadavatele)** /Dermatologist Evaluation (prior written approval from Sponsor with an
estimate is required in order to be eligible for reimbursement)**

Vyhodnoceni, diagnostika a 1é¢ba zubniho 1ékatfe/parodontitidy (k ziskdni naroku na XXX
uhradu je nutny ptedchozi pisemny Zadavatele)***/Dentist/Periodontitis Evaluation,
diagnosis and treatment (prior written approval from Sponsor with an estimate is
required in order to be eligible for reimbursement)***

*Invoiceable only if the central laboratory results are not available in time for either study treatment administration
and/or response evaluation/Fakturovatelné pouze v pfipad¢, Ze centralni laboratorni vysledky nejsou k dispozici vcas
pro podani studijni 1é¢by a/nebo vyhodnoceni odezvy

** Podle oddilu 8.4.6.1 protokolu: ,,Pokud se vyskytnou jakékoli znamky nebo ptiznaky hyperkeratdézy nebo
erytému nebo zhorseni jiz existujicich stavi, které vyzaduji dalsi hodnoceni podle uvazeni hlavniho zkousejiciho,
bude ucastnik odeslan k dalsimu posouzeni k dermatologovi. Kozni hodnoceni ucastnika dermatologem by pak mélo
byt hodnoceno v intervalu podle uvazeni dermatologa az do konce studie."/Per Section 8.4.6.1 of the protocol: "If
there are any signs or symptoms of hyperkeratosis or erythema or deterioration of the pre-existing conditions that
warrant further evaluation upon Investigator discretion, the participant will be referred to a dermatologist for further
assessment. The skin evaluation by the dermatologist for the participant should then be assessed thereafter on an
interval per the dermatologist discretion until the end of the study."

*** Podle oddilu 8.4.6.2 protokolu: "V ptipadé podezieni na parodontitidu/gingivitidu budou Gcastnici odeslani k
zubnimu lékafi/parodontistovi za u¢elem vyhodnoceni, diagnozy a 1é¢by."/Per Section 8.4.6.2 of the protocol: "In
the case of suspected periodontitis/gingivitis, participants will be referred to a dentist/periodontist for evaluation,
diagnosis, and treatment."

**** Vzorky nosni sekrece podstudie PD budou odebirany v uréenych ¢asovych bodech, jak je definovano v tabulce
2 protokolu. Vzorky nosniho sekretu PD budou odebrany pouze podskuping ucastnikd./ PD substudy nasal secretion
samples will be collected at designated timepoints as defined in Table 2 of the protocol. PD nasal secretion samples
will only be collected in a subset of participants.
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Poplatky Poskytovateli/Site fees

Nazev /Name

OH

Frekvence
(napf.
Jednorazové za
vyskyt, za den,
Za

Vybrany naklad
/Selected Cost

rok)/Frequency
(e.g. one-time,
per occurrence,
per day, per
year)
Archivaéni poplatek /Archiving/Document storage/per site jednorazove XXX
/one-time
Zahajovaci poplatek /Site Start-up Costs jednorazove XXX
/one-time
Zahajovaci poplatek 1ékarna /Pharmacy set-up fee jednorazové XXX
/one-time
Pfijem hodnoceného 1é¢iva, potvrzeni, kontrolni zdznamy, za prijem/Per XXX
stitky (za kazdy ptijem)/ IP receipt, confirmation, check receipt
records, labels (per each receipt)
Likvidace hodnoceného 1é¢iva/IP destruction jednorazove XXX
/one-time
Poplatek za ukonceni ¢innosti 1ékarny/Pharmacy Close-out jednorazove XXX
/one-time
Monitorovani skladovani hodnoceného 1é¢iva/IP storage meésicné/per XXX
monitoring month
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